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GLOBALE KREBS-INZIDENZ

Verdoppelung der Krebs-Inzidenz bis
2070 vorausgesagt
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Entspricht 34 Millionen Krebs-
Neudiagnosen in 2070

17 Million

2020 2070

Nat Rev Clin Oncol . 2021 Oct;18
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Frauen Minner

Brustdruse 30,0% INIIIIEEGEG N 24,6 9 Prostata
Darm11,5% NG N 13,3 9% Lunge
Lunge 9,4% I N 12,89% Darm
Malignes Melanom der Haut4,7% [l B 5)% Harnblase
Gebarmutterksrper 47% I W 459% Malignes Melanom der Haut
Bauchspeicheldriise 3,9% Il M 3 389% Non-Hodgkin-Lymphome
Non-Hodgkin-Lymphome 3,6% ll WM 379% Bauchspeicheldruse
Eierstocke 3% I WM 379% Mundhshle und Rachen
Magen 2,4% [ WM 3 5% Niere
Niere24% N I 35% Magen
Leukdmien 2,3% I W 2,69% Leukimien
Harnblase 2,0% Il WM 2 5% Leber
Mundhohle und Rachen1,9% El WM 2,2% Speisershre
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Zentrales Nervensystem 1,3% Il W 1,0% Kehlkopf
Leber1,2% M W 0,9% Gallenblase und Gallenwege
Multiples Myelom 1,2% W B 0,8 % Weichteilgewebe ohne Mesotheliom
Gallenblase und Gallenwege 1,2% B W 0,79% Schilddruse
Weichteilgewebe ohne Mesotheliom 0,9 % I | 0,6% Dinndarm
Speisershre 0,8% W B 0,5% Morbus Hodgkin
Anus 07% 0 1 0,5% Mesotheliom
Diinndarm 0,5% 1 1 0,4% Penis
Morbus Hodgkin 0,5% 1 | 0,3% Anus

T T T T Li L T T T L T T

36 30 24 18 12 6 00 6 12 18 24 30 36

Lymphome machen ca. 4% aller Krebserkrankungen aus
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Pflegerlsche Aufgaben

Stationare und ambulante Betreuung und Begleitung
 Verabreichung und Uberwachung von Therapien

* Durchfihrung / Mithilfe bei diagnostischen Massnahmen

* Psychosoziale Begleitung

28.03.2022 PV Lymphome



Pflegerische Schwerpunkte

 Verabreichung und Uberwachung der Chemotherapie, Medikamente und
Blutprodukte gemass arztlicher Verordnung

 Sorgfiltige Uberwachung und Beobachtung der Patienten,
Einsatz systematischer Assessmentinstrumente, z.B. Belastungsthermometer

« Uberwachung von vendsen Zugingen /
Blutentnahmen

* Sicherstellung einer kontinuierlichen Betreuung




Pflegerische Beratung

— Fatigue (Mudigkeit)
* Ruhepausen in Alltag einplanen
e Gute Phasen nutzen
» Korperliche Aktivitat aufrechterhalten
— Appetitlosigkeit
* regelmassig kleine Mahlzeiten liber den Tag verteilt

» (kalorienreiche) Zwischenmahlzeiten / Getrdnke
— Ansprechpersonen vermitteln (z.B. Ernahrungsberatung, ...)

(Elphee, 2008; Kelly, Dowling, & Meenaghan, 2011; Krebsliga Schweiz, 2014a, 2014b; Lynn et al., 2003;
Wilkes, 2008)



physio

swWiss '
Kroft/Beweglichkeit
Ausdoveriraining 2'Woche
Ix/Woche 20-60 min. /

Eine halbe S5tunde
Bewegung tdglich in Form
von Alltagsaktivitdten

oder Sport mit
mittlerer intensitat
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Positive Auswirkungen des
korperlichen Trainings

e Muskelkraft +

e Ausdauer +

e Fatigue +

e Angst, Selbstwahrnehmun;

e Lebensqualitat +

Speck; J Cancer Surviv, 2010

PV Lymphome
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Medikamenteneinnahme

iPhone Apps
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www.lymphome.ch

lymphome.ch
patientennetz
schweiz
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Zusammenarbeit zwischen...

(Arnet & Hersberger, 2010)

PV Lymphome

13



3. Lymphome




nnnnnnnnn
Spital Zirich

Patientenveranstaltung
Lymphome

HL, HCL, CLL

Thorsten Zenz



Table 1. 2016 WHO classification of mature lymphoid, histiocytic,
and dendritic neoplasms

THE UPDATED WHO CLASSIFICATION OF HEMATOLOGICAL MALIGNANCIES

The 2016 revision of the World Health Organization classification of
lymphoid neoplasms

Tabie 1. (continued)

Tl emphamat

Msturs Bcell neoplasms
Chmnic lymphocyic laucamiatsmal lymphacytc lymphoma
Manodonal B-cal lymphocytass®
B-auil proymphaoyic s mn
Epiorne margral zona lymphama
Hary col lackamia
Spionuc B-call ymph cmaleuam e, Lnch Sk

Splankc cifiza md pup small Bcall ymphoma

Waklanmim macmglatinema
Manodonal gammonaty of undotarined sgricance IMGUS), i
1 hasvy-chan dasam
+ hasey-chain denam
= hoawychain deassa
Manodonal gammonaty of undatarined SgiSance (MGUS), E/A"
Prasma call mysioma
Salitary plasmacytoma of bona
Eximomacus pRsmacyioma
Manodonal immunoguin depaston dassas”
Extancdy margnal
IMALT lympihoma)
Hodal margnal mna hymphoma
Podiatac nodal marginal zona lymphoma
Fallaulr lymphoma
In i bolicular noopiasia®
Duodenal tpa tollcular ymohoma®
Padatrctyps tllcuir
Larga B.cal ymphoma wih IFF+ reamangament
Primary cutanaous tollda @mater ymphoma
Martn cal |
Insitu mantis cal necphsa”
D#tza kg Beal ymphom (DLBGL), NS
Garmminal cantor B-aoll typa”
Actted Bal e
T-calihzsooyte-sich larga B.call mphama
Premary DLBEL of 0 contal nanous sysem (EN5)
Primary cutanaous BLECL, leg ype

DLBEL amacmtod wih chroric infammation
Lymphamatid grandomatasis.

Prmary madstna fnymc) rge Beol ymphoma
Itvascuiar larga Boall mghoma

ALK* large B-all lymphoma

Pasmasiaze lrphoma

Frimary efuson ymehoma

HINE' BLECL NOS®

Burka yrgoma

Buriit s lymphoma with 11q abarmatior®

Highv gmda Bcal ymphoma, wity MYC ard L Zandr BOLE

indbder.T-coll mphoprofforatv deordar of fo (3 ract
Hopatomiaric Toall msiama
Subcufanaous perviciis-li Toosl lymproma

00 T call
Lymphomatid pag sis
Frimary cuamnus anaciasss large coll hrphoma
Pamary cutanacus i T-aoil hymphama
Frimary cutanoous GO aggmssio ap Hermoiropts cyivionic T-col lymphoma
Frimary cutaneous acral CO8* Teooll Jumphomar
e Tal

dimar
Fesgiaral Tcal iymphama, NG
Angjoimmnotiasc Tcall erphoma
Foliular T-cof lymphoma®
‘Nodal padphoral T-col lymphoma with TFH phenctyps®
Anagiasic largecell ymghoma, ALK®
Anagiasic largecell mghoma, ALK~
Brma s mphnt-assoatod anaplaste lrgocall ymphoma®
Hodgiin lymghoma
Modutar Iymghocyse pradominant Hodgkn lymphama
Crassical Hodgién hympfoma
hodar siomsis dasscal Hodghn ymeioma
Lymphiacys-ach cassial Hoogkn ymphoma
Micod callulorty dassical Hodgiin lymeama
Lymphinyss-dopiansd clamical Hodgiin hymphoma
o)

Flasmacyic hypapiasa FILD

irtocsous monarudensis FTLD

Fird daicuiar yparplasia FTLE

Friymanic FTLO

Manamartic BTLD (8- and T-Acal fpas)

Gassical Hodgin lymetoma FILD
Histiocytic and dendrite el eapiasms

Hisiocyic swcoma

Langarhans call Fisiocpass

Langarhares call saoma

Intarminata dandese cal sumar

rmordigtaring dencrtio ol sweama

Fallicuar dendriic call mamoma

Fheotiamic retcuar col mar

Oisaneminted juvania xerhogeruioma

Exthorm Crastar dsassa®

Frovésional e am Isted n fsfcs.
“Changas ¥om e 2008 chssficaton.

small population, but in others associaied with a lympbocyiosis *
Whereas in 2008 it was unknown whether MBL was a procursor of
CLL, we now know that MBL precedes vinually all cases of CLLS

High-gade Bcal hemproma, NOG™
8-cail Iyrmphoma, unciassiinbla, e h fastums imarmacdato batween CLBGL and
dassical Hodgiin mphama
Mature T and NK neopiasma
T-cull profymeincy e lukaria
Tecail g g hmphocyic ledkemia
Chronic lympheprolfaratys diardar of NK cals

sl L. " The updated WHO will retain
the cument eriteria for MEL, but will emphasize fhat “low-count”
MBL. defined s & PB CLL count of <05 X 10771, must be
distinguished from “high-count” MBL because low count MBL has
significant differences from CT
of progression, and, until new 1
routine follow-up outside of stindard medical care.*” Incontrast high-
count MBL requires routine/yearly follow-up, and has very similar
phenotypic and geneti/mdecular feamres as Ral sage 0 CLL,
although immunoglobulin heavy chain variable region (IGHV)-
mutsted cases are more frequent in MBL® Also impacting our
diagnostic eriteria, the revision will eliminae the option to diagnose
CLLwith <5 10%L PBCLL cells inthe absen ee of extramedullary
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Spital Zirich

USZ

Diagnose muss stimmen



RESOURCE

htps: ol org,/10.M038 5 41591-018-D016-8

medicine

Molecular subtypes of diffuse large B cell

lymphoma are associated with distinct pathogenic
mechanisms and outcomes
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Clonal evolution by circulating tumour DANN

Spuren des Lymphoms im Blut nachweisen

* Study of liquid biopsy after every therapy and planned follow-up —

& O
i f, | N Y Y NN N R B | | N Y I I B
1 \ Diagnosis ‘I Treatment [| Follow-up |[__Clinical Relapse ]| ...
. /.(.’ (
o CAPP- CAPP- CAPP- CAPP- CAPP- CAPP- CAPP-
‘, ' Seq Seq Seq Seq Seq Seq Seq
Imaging \ N
Clinical data K

Initial

clonal

structure

USZ .o 5-15ml zusatzliches Blut

18



Zusammenfassung

Zielgerichtete Medikamente
(Antikorper / «<small molecules» / zellullare Therapie)

Diagnose / Risikoabschatzung / Messung
Therapieantwort

Langzeiteffekte / Lebensqualitat / COVID

Umsetzung in die Praxis



Prazisionsmedizin in der Therapie der
Lymphome E{

Gentherapie (CAR-T)

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘

nnnnn

Messbare Resterkrankung/funktionelle Bildgebung
Immuntherapie
Prazise Strahlentherapie

Zielgerichtete Inhibitoren
(essentieller Signalwege des Tumors)

Usz Universitdts
Spital Zirich
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Fallbeispiel: 32-jahrige Patientin
Chemoimmuntherapie und
CAR-T refraktares DLBCL

e P 2 o O

2018 ‘ | ‘ 2019 . 2021 | 4 3
2019 & 2019 id Lk

| p g o #f i

‘ .* ! . ;;-'. ..i
) \ ot
| B 1 (') ¥
- »
A A A A
R-CHOP 3 Zyklen R-ICE + CAR-T Checkpoint

Brentuximab Inhibitor




Chimeric Antigen Receptor T Cell
Therapy- Tisagenlecleucel (CTL019)1-3

First approved CAR-T cell therapy in the United States

— August 2017: for patients up to 25 years of age with B-cell precursor ALL refractory or in
second or later relapse

— May 2018: for adult patients with r/r DLBCL after 2 or more lines of systemic therapy,
based on the phase 2 JULIET study

Antigen-binding
(CD19) domain

CD8-a hinge
and transmembrane
domain

T cell

4-1BB costimulatory
domain

1. Milone MC, et al. Mol Ther. 2009;17:1453-1464. 2. Zhang H, et al. J Immunol. 2007;179:4910-4918.
3. Kalos M, et al. Sci Transl Med. 2011;3:95ra73.

Usz Unfversij:é?ts '\ CD3-Zsignaling
Spital Zirich domain



JULIET Studie: CAR-T Zelltherapie

1.0

0.8

0.6 Median, mo (95% CI)

CR patients, NE (17.9-NE)

0.4 e + | All patients, 11.7 (6.6-NE)

0.2

Probability of Survival (%)

0.0

1
2 4 6 8 10 12 14 16 18 20 22

Time since infusion (month
No. at risk e since infusion (months)

CR patients 40 40 40 40 39 39 38 38 37 36 30 29 23 16 16 12 9 9 7 3 2 1 1
All patients 111 94 71 60 50 40 28 19 11 8 2 1

Overall survival at 12 mo
* 49% among all infused patients
* 95% among CR patients

CR, complete response; NE, not evaluable.

US Universitdts
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«Dann hast du keine Chance»:

Eine Krankenkasse lasst ihren Kunden
sterben, weil das rettende Medikament zu
teuer ist

In der Grundversicherung gelten theoretisch
fur alle die gleichen Regeln.

Kritiker sprechen von einer «Lotterie».

Folienmaster USZ A4, DE 28.03.2022 24



CAR-T vs. Bispezifische Antikorper

Mosunetuzumab Induces Complete Remissions In Poor Prognosis Non-Hodgkin Lymphoma Patients,
Including Those Who Are Resistant To Or Relapsing After Chimeric Antigen Receptor T-cell (CAR-T)
Therapies, And Is Active In Treatment Through Multiple Lines

Stephen J Schuster et al



Hintergrund bispezifische AK

* Mosunetuzumab (RG7828; BTCT4465A)

o Immune synapse
T-cell activation form m}i‘T on ¢
S

Granzyme &
é Perforin ’
CD3 ]I ¥ l

CD20 .

‘ Target+ ' Tumor cell death
or
Registry number: NCT02500407

CRS, cytokine release syndrome; NHL, non-Hodgkin lymphoma; pts, patients;
R/R, relapsed or refractory; TILs, tumor-infiltrating lymphocytes

Usz Universitdts
Spital Zirich 1. Sun et al. Sci Transl Med 2015

2. Budde et al. ASH 2018; 3 Bartlett et al. ASCO 2019
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Obijective response rate in indolent NHL

Best change (%) in SPD

1007

801

60

40

20

ORR:

CR:

42/67 (62.7%)
29/67 (43.3%)

-100-

Best change (%) in SPD from baseline in indolent NHL
(2.8mg to 13.5mg cohorts)

Indolent NHL: FL (Grade 1-3A), marginal zone lymphoma and small lymphocytic lymphoma

CCOD: Aug 9, 2019

Universitdts
Spital Zirich

m0.4/1.0/2.8mg
m0.8/2.0/4.2mg
[1.0/2.0/6.0mg
[10.8/2.0/6.0mg
B1.0/2.0/9.0mg
m1.0/2.0113.5mg

Verfugbar in klinischen Studien und compassionate use



Zusammenfassung

Zielgerichtete Medikamente
(Antikorper / «<small molecules» / zellullare
Therapie)

Diagnose / Risikoabschatzung / Messung
Therapieantwort

Langzeiteffekte / Host-Faktoren

Umsetzung in die Praxis (Klinische Studien)



Studien am USZ (Lymhome - Auswahl)

A multi-center, open label, uncontrolled, phase Il clinical trial evaluating the safety
and efficacy of Venetoclax in combination with Atezolizumab and Obinutuzumab in
Richter Transformation of CLL

A Phase lll, Open-Label, Multicenter, Randomized Study Evaluating the Efficacy
and Safety of Glofitamab in Combination with Gemcitabine plus Oxaliplatin
versus Rituximab in Combination with Gemcitabine and Oxaliplatin in Patients
with Relapse/Refractory Diffuse Large B Cell Lymphoma

A Randomized, Double-blind, Placebo-Controlled, Active-Comparator, Multicenter,
Phase 3 Study of Brentuximab Vedotin or Placebo in Combination With
Lenalidomide and Rituximab in Subjects with Relapsed or Refractory Diffuse
Large B-cell Lymphoma (DLBCL)

Assessing a ctDNA and PET-oriented therapy in patients with DLBCL, a
multicenter, open-label, phase Il trial

CLL17

Usz g:;::,r;g::zﬁ Verfasser | Dokumenten-Name | 00.00.2019
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H. Bischoff-Ferrari/ M. Gagesch

Zusammenarbeit
Altersmedizin Lymphome

»

W. Rosler

Effect of Geriatric Assessment on Treatment Outcomes in Older Adult Patients with DLBCL

Timely Identification of Older
Cancer Patients

1ﬁ0)®

Evidence Based
Geriatric Tools

Screening

Personalized
Treatment Plan

* DLBCL
* Age 70+
* All Partner

e ADL Function

* Mobility

* Cognition

* Mood

* Frailty (e.g.
G8)

* Nutrition

* Polypharmacy

3

State-of-the Art
Therapy Regimen +

Physiotherapy
Optim. Nutritio
ADL Support
Social Support
Vit. D Suppl.
Patient centere
Recomendation

4a

0
CTx Treatment

Geriatric Follow UE

| _T I Data Collection

* Secure Database
* Online Access

| * Q3 months |

* Per request

* Joint Analysis
* Multiple queries



Flow chart Randomization SNF

INCLUSION CRITERIA

« Aggressive Lymphoma (B and T-cell lymphoma)

* Age > 70 yrs

« Fit for (R)-CHOP/(R)-mini-CHOP/Standard of
care (incl. future new therapy options as
polatuzumab, brentuximab )

2:1 RANDOMIZATION == COMPREHENSIVE CHEMOTHERAPY
DIAGNOSIS ) est. pts. numbers: GERIATRIC 6 CYCLES (R)-CHOP/
320 pts over 4 yrs*. ASSESSMENT -> (R)-MINI-CHOP /
& CARE NEW STANDARD AT
(est. pts: 214) INVESTIGATORS
CHOICE
PET-CT-scan/ * Statistical Background:
ctDNA e Endpoint: mEFS

o Statistical test: Log-rank
test

e Power: 80%

e Control: 40% at 2 years

e Treatment: 50% at 2
years -> Hazard ratio
0.75647

e Accrual: 320 patients in 4 == STANDARD -
years -> 80 patients per OF CARE 1 1 1
o year .
UusS Sotva) Zorich e Calculated with 4 years (B ik 10

accrual and 2 years FU PET-CT-scan/ctDNA
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“Multiomics Profiling”
Leukamia & Lymphome

Universitdts
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Draw blood from
ubject
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Primary tumor cells

Small
molecules
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Molecular determinants
of drug response
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Proteomics Metabolism Outcome
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Pathway activity
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LINTeRCePT"“
Einzelzellperspektive ausnutzen —
Behandlungsversagen liberwinden:
Blutkrebs bei Kindern und Erwachsenen.

J

J
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~INTeRCePT" Einzelzellperspektive ausnutzen —

Behandlungsversagen iiberwinden: Blutkrebs bei Kindern / Erwachsenen

Zenz, Becher, Beerenwinkel, Bourquin, Moor, Huber, Snijder

; DISEASE MONITORING

(PET-CT, LIQUID-BIOPSY, MINIMAL RESIDUAL DISEASE)

%

INNOVATION CLINIC .
-

TREATMENT TREATMENT TREATMENT N
RE-SAMPLING RE-SAMPLING RE-SAMPLING E
OVER TIME OVER TIME OVER TIME |
'_
[a '
WP1 WP2-4 o
DYNAMIC PROFILING OF DRUG RESPONSE EX VIVO @]
REGISTRY TRIAL <Zt
O .. .
MOLECULAR scGENOMICS  scRNA scPROTEOME o Neue zelluldre Therapie
PROFILING ~  PTLD/
. LIJ .e
3 LT = Immundefekt assoziierte NHL
" © SCDNA % Virus-assoziierte NHL (EBV, HHV)
ScRNA a
<cPBtaome WP2 WP3 WP4 INTERCEPT ASSAY s
PREDICT UNDERSTAND INVESTIGATE STRATIFY =
TREATMENT CLONAL IMMUNE SYSTEM INTERVENE o
sc DRUG OUTCOME DRIVERS INTERACTION PROOF OF PRINCIPLE a
SCREEN TRIAL ]
o
[a '
I—C\) P DATA INTEGRATION o
THE ZURICH >
MEDICAL ANALYSE A4 wisuauze PREDICT Q
RESEARCH o
CEMTER
- > UNIVERSITATS-
\\ Universitat UniversitétsSpital KINDERSPITAL -
EMBL ﬂ W zirich ZURICH ETH:ziirich

Universitdts
USZ .z Insgesamt 6 Mio CHF (ETH/UZH; Horten Foundation)



Effiziente klinische Ablaufe,

Leitlinien & strukturierte Datenerfassung
Klinische Studien & Forschung

C3Z SAMPLE l
PROCESSING LAB

COMPREHENSlVE The University Center
C| CENTER for Personalized Oncology

in Switzerland
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Zusammenfassung

Zielgerichtete Medikamente
(Antikorper / «<small molecules» / zellullare Therapie)

Diagnose / Risikoabschatzung / Messung
Therapieantwort

Langzeiteffekte / Host-Faktoren

Umsetzung in die Praxis (Klinische Studien)
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