Comprehensive Cance Care
Integrating guidelines, science, and personalized treatment decisions in daily routines
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1900: first ,Cancer Baracks®

1945-1989 National Cancer Center GDR

Oncology Center of Excellence 2008

German Cancer Research Consortium (DKTK) Partner 2011 ,
ca. 2022 [ea
Selected as ,NCT Partner Site“ 2020 3
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CCCC: Development topics

CCCC components, general infrastructure
Stringent multidisciplinary care
Outreach network

Clinical Research network

Translational research network

Network supportive care
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Quality Assessment and Quality Assurance

Annual internal and external audits of the comprehensive oncology center

CCCC central units and Clinical operations OnkoZert

Organ-Centers & Bowel, Stomach, Breast, Gynecology, Lung, Skin, Prostate
Disease areas Neuro-Oncology, Pediatric Oncology, Head & Neck Tumors
Urogenital, NET, Sarcoma, Hematology, = Endocrine Tumors

Center for Visceral Oncology, Center for Uro-Oncology,
Center for Hematology, Center for Familial Breast and Ovarian Cancer

Comprehensive coverage with SOPs, adherence to all respective guidelines

< CHARITE uNIVERSITATSMEDIZIN BERLIN



Multidisciplinary Tumor Conferences (s2 hours per week)

( > 92% of all cancer patients presented at least once to an interdisciplinary tumour board )

Number of patients discussed in
CCCC tumor boards

Year

2015

2016

2017

2018

2019

2020

Total # External
8,041 1,691
8,568 1,821
9,265 1,935
10,231 2,140
11,366 2,326

No precise figures
due to pandemia

Time Monday Tuesday Wednesday Thursday Friday
07:00-07:30 Elund_eswehr
Hospital
07-30-0200 Prostate Center
7.00-7.45 Neurconcology
08:00-08:30 CUHEEAEED
07.45-9.15
08:30-09:00 Per!tuneal_- Urrfallkmr!ken-
Malignancies Pancreas/ Upper Gl-Tract haus Berlin
9:n0-0220 |CCMICVKICBF Hepatobiliary CVKICCH G eneral Tumar
8.30-10.00 CVKICCM/CBF 8.30-9.30 8.30-10.00
§.30-11.00
09:30-10:00
Colorectal
. CCMICVK
10:00-10:30 9.30-11.00
10:30-11:00
11:00-11:30
11:30-12.00
12:00-12.30
Lung
. CCMICVK
12:30-13:00 1200-14.00
13:00-1330 Bethel Hospital i
NET General Tumar Breast Urogenital
13:30-14.00 CVK 13.30-14.30 CCM/CBFICVK Gynecological CCMICVKICBF
) 13.00-14.30 13.00-15.00 (Online-TK) 13.00-14.30
14:00-1430 St. Gertrauden NMIBC CVK
) Hospital MolecularinNGM |Gynecological  [14:00-14:30 13.30-14.30 Prostate
301500 General Tumor CCMICBFICVK CVKICCMICBF Sana Klinikum Second Opinion
) 14.00-16.00 14:00-15:00 14.30-16.30 Prostate (preth.) |Colorectal/Pancreas |Lymphomal CCM
15:00-15:30 CBF/ICCM 14.30-16.00 Leukemia 14.00-16.00
) Endocrine Skin Helios-KI. Buch (14.30-16.00 CCMICVKICBF ccccec
15:30-16-00 CVK/CCM CCM Meurooncolog Imm. Kl. Bernau 14.45-15.45 St. HedwigsHosp. |Tumorconference
15.15-16.00 15.00-16.30 15.00-16.00 General Tumeor Ped.-Hematolog. |General Tumor
16001630 15.00-15.30 16.00-17.00 15.30-16.30
) HeadMNeck Head/Neck Ped.-Oncolog. Prostate (postth.) Imm. KI. Ridersd. Vivantes Klinikum
15301700 CVKICCM CBF CVK CBFICCM General Tumeor Colorectal/ Neukdlin External
) 16.00-17.30 16.00-17.00 15.30-16.30 16.00-17.00 15.30-16.15 General MNeuroonkologische | Tumorconference
17:00-4730 Bundeswehr Ped.-Neuroonc. |VivantesKlinikum |monthly CBF 16:00-17:00
) Hospital CVK Urban 16.15-17.45 Vivantes Klinikum |March 2021
17:30:18:00 Sarcoma General Tumor 16.45-17.45 Allg /Prostata Practicing F riedrichshain
) CVKI/ICCM 17.00-18.00 15.00-16.30 Urelogists HautiAllg./Prostata
. 16.30-18.00 every second week Tumor Conf 15.00-18:00
18:00-18:30
18.00-19.30 (menthly)
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Molecular Pathology: Broad Spectrum of Assays

NGS (accredited/validated)
* NNGM Panel V1/2
» Oncomine Focus/Precision DNA Assay
» Oncomine Focus/Precision RNA Assay ( pAKks
* ColonLung Panel V2

Portfolio
Molecular Diagnostics
Pathology, Charité

Deutsche Akkreditierungsstelle GmbH

« Cancer Hotspot Panel e

* Myeloid Panel (Custom) Akkreditierung %

* (B-cell) Lymphoma Panel __

« Oncomine cfDNA (Liquid Biopsies) ay

» Breast cfDNA Panel (Liquid Biopsies) m"“h

- BRCA1/2 Panel sl N 4

» Tumor Mutational Burden (1.7 Mbases)
» Molecular Health 600+ Panel (3 Mbases); NextSeq

New validation

* Oncomine Comprehensive Assay V4 (500+) Panel
+ TSOS500 (DNA/RNA) Panel

* |g/TCR Clonality Panel
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High-volume Molecular & Immunologic Tumor Board (MiTB)
(2,773 cases in 2020)

DKTK INFORM (31) =
Meuroblastoma Panel (32) {63) Fed. NTE [

Treating Physician
Clinical Department

[ Clinical Pathology |

Panel seq + IHC | temal panei (2.116)

(1.738) Organ TB Charité

Molecular Patholo } . y
[ gy wowm | CCCC MITB Team
WES/WGS nNGM (464) )
Methylation Array pencmaster e, 198) Gyn. MTB Early Clinical
RNAseq TREAT20+ (25) - (175) Organ TB external Trials Team )
External Panel (21)
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CCCC: Development topics

« CCCC components, general infrastructure
« Stringent multidisciplinary care

* Outreach network

« Clinical Research network

« Translational research network

* Network supportive care
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Seamless Integration of Research and Clinical Programs

a t g

58
f '.\
'

dkfz. ’

NCT Berlin
2022

Basic research Early Clinical Trial Portfolio
ini clinical translation .
Preclinical research Comprehensive
oncology care

< CHARITE uNIVERSITATSMEDIZIN BERLIN



CCCC Trial Publications

European Journal of Cancer
Volume 122, November 2019, Pages 53-60

- Selection of

Cetuximab, fluorouracil and cisplatin with or
without docetaxel for patients with recurrent P ract| ce

and/or metastatic squamous cell carcinoma of the C h . T . I
head and neck (CeFCiD): an open-label phase II an g | ng rials
randomised trial (AIO/TAG-KHT trial 1108)

K. Klinghammer= & B, T. Gauler®, A. Dietz<, V. Griinwald ¢, J. Stohlmacher ¢, S. Knipping f, M. Schroeder 5, O.

Guntinas-Lichius », N. Frickhofen |, H.-W. Lindeman , R. Fietkau ¥, B. Haxel ™, C. GroRe-Thie ", G. Maschmeyer,
M. Zipfel ?, P. Martus %, M. Knoedler 2, U. Keilholz = *
Show more
. . Oncology
ourna O |n Ica nco Ogy Volume 19, Issue 9, September 2018, Pages 1247-1258

An American Societv of Clinical Oncoloav lournal Anticles
Sorafenib plus topotecan versus placebo plus

topotecan for platinum-resistant ovarian cancer
(TRIAS): a multicentre, randomised, double-blind,
placebo-controlled, phase 2 trial

ORIGINAL REPORTS | Immunotherapy

Phase I/Phase II Study of Blinatumomab in Pediatric
Patients With Relapsed/Refractory Acute
Lymphoblastic Leukemia

Radoslav Chekerov MD = 2 3, Prof Felix Hilpert MD <, Prof Sven Mahner MD 4+, Ahmed El-Balat MD %5, Philipp

Arend von Stackelberg &= Franco Locatelli Gerhard Zugmaier, Rupert Handgretinger. Harter MD b, Nikolaus De Gregorio MD ', Claudius Fridrich MDJ, Susanne Markmann MD %!, Jochem Potenberg
Tanya M. Trippett, Carmelo Rizzari, ... MD =, Ralf Lorenz MD ", Guelten Oskay-Oezcelik MD °, Marcus Schmidt MD ?, Petra Krabisch MD 9, Prof Hans-

Joachim Lueck MD ", Rolf Richter PhD = ¥, Prof Elena loana Braicu MD **, Prof Andreas du Bois MD ¥, Prof Jalid
Sehouli MD > "
NOGGO

THE LANCET
Oncology

Volume 22, Issue 4, April 2021, Pages 463-475
Cetuximab, docetaxel, and cisplatin versus platinum,
fluorouracil, and cetuximab as first-line treatment in
patients with recurrent or metastatic head and neck
squamous-cell carcinoma (GORTEC 2014-01 TPExtreme):
a multicentre, open-label, randomised, phase 2 trial
Joél Guigay®, AnneAupérin®, Jérdme Fayette, Esma Saada-Bouzid, CédrikLafond, Miren Taberng, Lionnel Geoffrois, Laurent Martin,
Olivier Capitain, Didier Cupissal, Héléne Cast anie, DamienVansteene, Philippe Schafhausen, Alison Jahnsan, Caroline Even, Christian Sire,

Sophic Duplomb, Camille Evrard, fean-Pieme Delord, Brigitte Laguerre, Sylvie Zanetta, Cécile Chevassus-Clément, Aldéric Fraslin, Fanny Lovat,
Lovra Sinigaglia, Ulrich Keilhalz, Jean Bourhist, Ricard Mesiat, on behalf of the GORTEC, AlO, TTCC, and UniCancer Head and Neck groups+

Original Investigation
February 2017

Prognostic and Predictive Relevance of Primary Tumor
Location in Patients With RAS Wild-Type Metastatic
Colorectal Cancer

Retrospective Analyses of the CRYSTAL and FIRE-3 Trials

Sabine Tejpar, MD'; Sebastian Stintzing, MD; Fortunato Ciardiello, MD*; et al

> Author Affiliations | Article Information

JAMA Oncol. 2017;3(2):194-201. doi:10.1001/jamaoncol.2016.3797

Colorectal Cancer | Published: 14 August 2019

MRI-Based Use of Neoadjuvant Chemoradiotherapy in
Rectal Carcinoma: Surgical Quality and
Histopathological Outcome of the OCUM Trial

Martin E. Kreis MD, Reinhard Ruppert MD, Rainer Kube MD, Joachim Strassburg MD, Andreas Lewin MD.
Joerg Baral MD, Christoph A. Maurer MD, Joerg Sauer MD, Giinther Winde MD, Rena Thomasmeyer MD,

Sigmar Stelzner MD, Cornelius Bambauer MD, Soenke Scheunemann MD, Axel Faedrich MD, Theodor
Junginger MD , Paul Hermanek MD & Susanne Merkel MD For the OCUM group

Annals of Surgical Oncology 27, 417-427(2020) ‘ Cite this article
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TRANSLATIONAL RESEARCH CRUCIAL
COMPONENT OF CLINICAL TRIALS

Basic research

Medical practice \
\ Clinical research

Teaching

C



Berlin Research Technology Infrastructure

* Panel sequencing

- WGS/WES

* IncRNAseqg/circ RNA/circ DNA

» Single cell sequencing (genomics/transcriptomics)
* Proteomics, epigenomics, metabolomics

« CYTOF, Imaging Mass Spectometry

* Flow Cytometry

* Optogenetics

 Cellular Imaging, imaging of animal models

» Data science support (bioinformatics, machine learning,
modeling)

» Biometrics/clinical trial statistics support
* GMP Facilities
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Added Value of the CCCC for Research 2414}

« Clinical Cancer Registry, including long-term outcome data
« Homogenous clinical trial structure
« Molecular + Immunological Tumor Board (MiTB)

* Well-structured IT environment
 Common informed consent for TR
» Central point for research networks: “marketplace”

» Reverse translation from ongoing clinical trials
« Systematic collection, registration and provision of biomaterials
* Access to PDX models + drug testing data
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CCCC - Patient Advisory Board

.l

Klaus Kronewitz

Hans-Walther Botel Berit Eberhardt Rainer Gébel Manfred Gotze
Selbsthilfe Uronauten — Bundesweite Leuké&mie- und Lymphom- Selbsthilfeverein der Selbsthilfe
Hautkrebs Berlin Gemeinschaft gegen seltene Selbsthilfe Berlin e. V Kehlkopfoperierten Prostatakrebs
urologische Tumoren e. V. Berlin und Umland Berlin-Nord

|

Fioh,

v

3

Stephanie Stegen

Uta Méckel Ulla Ohims Sabine Schreiber
Frauenselbsthilfe Krebs Stiftung PATH — Leben nach Krebs! e.V. BRCA-Netzwerk e. V. —
Patient's Tumorbank of Hope Hilfe bei familidren Krebserkrankungen
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