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SPO-NDS Overview: Objectives

Assemble 4 cohorts of specific cancer types
treated with immuno-oncology (I0) therapies
within the SPO national network to: 10S|

P
N——
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* Create a direct link to patient care, allowing mﬁ Lausanne 1 Lucern

new treatment opportunities for patients / N T
who have escaped standard of care therapies i Chur

or for whom several standard of care options DCC SAKK [

exist without a rationale for selection \ /1 N St-Gallen
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* Identify the mechanisms of primary and mﬁm , LLSien
acquired immunotherapy resistance within \
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and between tumors with different immune-
reactivities (Lighthouse project)
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Molecular Tumor Board: example of clinical outcome

Personalization focusses strongly on
immuno-oncology
Example of molecular tumor board case:
e MPNST with PD-L1 amplification
presenting a near CR on PD-1
blockade?
e Patient followed in the private
sector (Dr. Bohanes)

Deep response to anti-PD-1 therapy of metastatic neurofibromatosis type 1-associated
malignant peripheral nerve sheath tumor with CD274/PD-L1 amplification

Berna C. Ozdemir 2, Pierre Bohanes?, Bettina Bisig*, Edoardo Missiaglia*, Petros Tsantoulis5,
George Coukos'%7, Michael Montemurro', Krisztian Homicsko'%7, Olivier Michielin® 67

PD-L1

COPY NUMBER VARIATIONS (CNV)*—

ESTIMATED COPY
REGION GENES TYPE OF VARIATION NUMBER PER CELL

9p24-p23 JAK2, CD274, PTPRD Amplification 25
9p22-p21 CDKN2A, CDKN2B, FANCG Deletion 1

9q All genes in the region Amplification 25
11q All genes in the region Amplification 25

10zdemir, JCO PO 2019

Before
Nivol

12 months-on
Nivolumab. p’
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SPO-NDS cohorts

Melanoma: Patients who have failed PD-1 adjuvant therapy and who are
candidates for first line systemic treatments (200 / year*).

Non-small cell lung cancer: Metastatic squamous NSCLC or non-oncogene-driven
non-squamous NSCLC patients from the second line (300 / year*).

Colorectal cancer: Microsatellite-instable CRC (10 / year*) and microsatellite-
stable CRC (200 / year) from the second line.

Breast cancer: Advanced triple negative breast cancer (200 / year®).

*number of cases within the swiss molecular tumor boards
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SPO-NDS work packages B

WP1

WP2

WP3

WP4

Personalized

Consolidation and expansion of SPO core dataset in all 5 University Hospitals and
selected participating non-university hospitals

Standardization, management, and organization of multi-dimensional data

Adaptation of TuPro processes for a national molecular tumor board and
molecular tumor boards in university hospitals

Comparative tumor atlas of patients with different levels of immuno-
responsiveness (Lighthouse research project)
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Data flow and
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Clinical Data flow

Clinical
Network

Identified
data

Losoital Data flow
Hospital data (e.g. DWH) l

SPO enriched data

RDF mapped data

Research
Network

Coded
data

Hospital Coded, RDF formatted,
IT encrypted data

‘Per-project transfer’@

Biomed-IT

For re-usability SPO data is recoded from within the hospital.

Same approach as the one used for the SPO driver il
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Governance: SPO-NDS built on SPO Driver Project L

 Amended Ethic protocol (submitted to EKNZ on 25.02.2022)

 Amended Consortium Agreement (CA), including also:

 Amended Data Transfer and Use Agreement (DTUA)

 Amended Data Transfer and Processing Agreement (DTPA)

e Material Transfer Agreement (MTA)

 Amended CA will be soon send out to the legal departments for approval
* Governance Board:

* Executive Board (members: one representative of each Data Provider)

* Scientific Board (members: one representative of each Party)

* PPl Advisory Board

UNIL | Université de Lausann
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Decision

Implementation

process

process

|

Data Governance (SPO-NDS & SCORED)

For data access requests that involve both SPO-NDS datasets and the SCORED database developed by SAKK, specific
approval processes and workflows have been defined (see Collaboration Guidelines SPO SAKK)

1) Submission process for research projects
of retrospective data analysis

Researchers of the
SAKK member hospitals

Members of the
SPHN network

Other research
institutions

Private
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Veto

v
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2) Submission process for registry projects
(new variables or new patients)

Researchers of the Members of the Other research Private
SAKK member hospitals SPHN network institutions institutions
Feasibility team
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Lighthouse research project (\WP4)

Research question: What are the mechanisms of primary and acquired

immunotherapy resistance within and between tumors with different immuno-
reactivities?

j> Comparative immune-oncology approach at the single-cell and multi-omics
levels to identify shared features of primary and acquired resistance to 10.
In particular, we will compare the cancer-immune ecosystems of patients
and tumors that respond well to 10 to those who fail to mount antitumor
immune responses to |O.

. MM :
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Lighthouse research project (\WP4) ﬁfﬁ?ﬁ:‘;‘“
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Example of 10 predictive biomarker for breast cancer &2:="

% 151 i 1 1 ] 1 1
E} il 'y
Y i e | midmam ey 1e (L2 amm IIIIII 1
m/z . ] 1 i 1ng
| V . [} H.' JI 'I
A n L [ n Em Bm e
| ! 1 II L] mynm | I | 1
‘ IllH 1 ; 1 |
IntClust 1 '@
IntClust 2 © |

IntClust 3 - @
. . IntClust 4+ - @
Primary breast cancer 144 patients CyTOF IntClust 4- § °
IntClust 5+ °
693 IMC IntClust 5- f ©
IntClust 6 - O
IntClust 7 ©
IntClust 8 - ©
IntClust 9 .
IntClust 10 IR | ®

0.4 0.6 0.8

Wagner, Cell 2017. Danenberg, Nature Genetics 2022. Patient group identification
for immune checkpoint therapy
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SPO-NDS: infrastructure

Rl HespisL - Uploaded omics data
- T T -~ T T 1 Data - TB report
generator > = Ho < generator
.............. - B n - TB summary
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Research data Research
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Figure 2. Overview of ‘omics’ data stream from data generation to data repository.
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From raw data to molecular summary report

All data from Technology
Platforms

Technology Platforms

All results from

Results selected for

Integrative molecular
clinical reporting by

analysis to identify

Comprehensive analysis
in an interdisciplinary

scientific and medical| informative biomarkers for board of experts yielding
expertise treatment stratification a molecular summary &
a treatment decision
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