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Welcome!
I

13:00 - 13:15 Welcome & Update

Online “rules”
Edwin/Valesca

13:15-13:45 Genetics in oncology: a focus group study on Noor/Annelien/\Wim

recontact

13:45 - 14:15 Development and validation of patient-level Zakile/Veerle

micro-simulation model for Cost effectiveness
analysis of Immunotherapy in the Netherlands

14.15-14.25 Break

14:25 - 14:55 The validation and implementation of WGS in Rogier/Marc
the clinical practice

Joanne/loachim/
Joris/Emile

14:55 - 15:40 Results for advanced lung cancer obtained in
the framework of the TANGO

15:40 - 15:50 Break

15:50 - 16:20 Clinical response to systemic therapy in Jessica/Fons

metastatic melanoma; towards a WGS-based

biomarker
16:20 - 16.50 Early cost-effectiveness modelling of WGS Martijn/Manuela
compared to standard diagnostics in NSCLC
16:50 - 17:00 Break
17:00 - 17:30 Modelling the organization of care for WGS Michiel/Erik
17:30 - 18:00 Summary & Closing Edwin/Valesca
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2.

Rationale

Large variability of sequencing/NGS tests in the Netherlands

Increased use of immunotherapy, while this is effective for only a
small part of the patients

—>How can we optimize the use of NGS in the Netherlands?
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TANGO

Technology Assessment

HTA: broad evaluation of new or existing health technologies

-Clinical effectiveness
-Financial (cost-effectiveness)
-Patient related

-Ethical/legal

-Organizational

— Information for policy making
— Decision making for groups of patients

Medical
effectiveness

Epidemiology
demography

biological
knowledge

Social
aspects

expenses

Organizational { Legal & ethical
aspects aspects
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TANGO

Next Generation sequencing in Oncology

-> focus = Whole Genome Sequencing: complete tumor DNA

Tests for all relevant mutations in 1 experiment
To prescribe the most optimal therapy
This could improve survival with less toxicity

Assist in controlling healthcare costs :

— Offering (often expensive) treatment to

only those likely to benefit.

Hartwig

MEDICAL FOUNDATION




Purpose TANGO

A) to expand molecular profiling of tumors in order to improve

immune- and targeted treatment selection and outcomes in patients
with advanced NSCLC (and melanoma) WP: 1,2

B) to project long-term outcomes like cost-effectiveness, budget
impact, and relevant patient & organizational issues related to the
introduction of WGS compared to standard diagnostics. WP: 3,4,5,6



Timeline TANGO
O O O O O

2015

2017 2018 2019 2020 2021
Start writing Start TANGO Implementation Start melanoma COVID-19 Stop TANGO
proposal Jan 1st GDPR June 1st
Milestones in the story of novel oncogene drivers in advanced NSCLC . . . .
ry 9 Continuous anticipation!
Novel irreversible HERZ TXis
pyratinib and poziatinib show
. : i exon 14 skippin promising activity in
”:ﬁﬁfi‘.:": ::.?:F Fw:'(or;::: :rf:'émm :;'ff.ﬁ"ﬁ?&fgmil m(MFTAuH) . IFDAaogr?;t's HER2-mutated NSCLC [72, 73]
tumors [127] HERZ-mutated NSCLCs [64] mutations reported In arotrectinib for

NSCLE [23]

LOX0-292 and BLU-6567
NTRK m aive
fusion-positive

T

Discovery of HER2 [ groups { svary of NREE1
mutations in solid tumors senoe of R tra atior r
Is7] sCLC
[1o8-111]

FDA approves FDA approves entrectingd for NTRK
dabirafenib-trametinib for BRAF fusion-positive solid tumors,
V600E mutated NSCLC Including NSCLC

At the 2019 ASCO capmatinib and

tepotinib shows impressive activity in ¢

MET Aex14 mutations 14 [42, 43)

Russo, Lung Cancer, 2020



Diagnostic/patient pathway — micro level

WP1 diagnostic pathway -> based on CPCT-02



WP1: Molecular tumor diagnhostics by WGS
versus current diagnostics

«™ Edwin Cuppen

Aims: NSCLC melanoma

-To identify the added value of WGS

compared to SoC © ©
-To compare the total costs of WGS

compared to SoC o O
-To address the logistical and data

challenges related to implementation of WGS O O



Diagnostic/patient pathway — micro level
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Patient with
advanced cancer
/ Standard >—<Genet|c info

—c

e

{Treatment A>—< Effect A

S
J

—(Treatment B Effect B

NN

WP1
WP2

diagnostic pathway
diagnostics + treatment + survival

-> based on CPCT-02
-> based on CPCT-02



WP2: Treatment selection based on WGS vs
current diagnostics

wW™ Joachim Aerts

Aim: to demonstrate value of immune- and targeted treatment
selection and outcomes using WGS versus SoC in patients diagnosed
with advanced NSCLC and melanoma

NSCLC melanoma
- 400 Biopsies o QO
- Primary endpoint: PFS O O
- Secondary endpoints: RR O o
- Biomarker for non-response IT O O



Diagnostic/patient pathway — micro level
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WGS >—<Genet|c info }{Treatment A>—< Effect A
Standard >—<Genet|c mfo}—(ﬁeatment B Effect B
K diagnostics

-

Patient with
advanced cancer

\-

WP1 diagnostic pathway -> based on CPCT-02
WP2 diagnostics + treatment + survival -> based on CPCT-02
WP3 diagnostics + treatment longer FU -> based on registry data

NN




WP3: Prediction of population-based long-
term health benefits and harms

™ Veerle Coupé

Aim: to predict long-term health outcomes of WGS-based
immunotherapy versus SoC for the Dutch advanced NSCLC and
melanoma patient population

Strategies: NSCLC melanoma
- Current diagnostics, treatment & survival '
- Model incl WGS-based immunotherapy

- Cost-effectiveness including WGS BM @,
- (PET/CT-based tumor growth model) O
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Diagnostic/patient pathway — system level

Clinical/pathology databases
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WP4: Tumor-overarching cost-effectiveness
modeling

W™ Manuela Joore

Aim: to provide information on the cost-effectiveness, budget impact
and wider public benefits of WGS versus SoC for advanced NSCLC and
melanoma patients.

NSCLC melanoma
- cost-effectiveness O »
- Budget impact O »*
- Wider public benefits O O
- Scenario’s (with WP5) O o
- Quality of life O @,



Diagnostic/patient pathway — system level

Clinical/pathology databases

Database WGS

IKNL PALGA DICA

patient 6

Standard diagnostics physician

4< WGS >—<Genetic info+>—<Treatment A>—< Effect A >—>
Patient with
advanced cancer
4< ;tandar.d >—<Genetic info>—<Treatment B>—< Effect B >—>
diagnostics




WP5: Nation-wide organization of WGS

™ Maarten lJzerman

Aim: to provide insight in the consequences of implementation of WGS

© - ldentify requirements for developing the simulation model

© - Select the most appropriate modeling approach

© - Map the current process of care

@ - Identify dynamic interactions and decisions of stakeholders

() - Explore implementation of WGS in terms of access and treatment



Responsible implementation — ELSI ﬂ

Clinical/pathology databases

Database WGS

IKNL PALGA DICA

patient 6

Standard diagnostics physician

4< WGS >—<Genetic info+>—<Treatment A>—< Effect A >—>
Patient with
advanced cancer
4< ;tandar.d >—<Genetic info>—<Treatment B>—< Effect B >—>
diagnostics
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WP6: Ethical, Legal and Societal Implications
(ELSI) of WGS

™ Wim van Harten

Aim: to investigate whether medical professionals carry a responsibility to ‘re-
contact’ their patients

-ethical:

-systematic ‘review of reasons’

-2 semi-structured focus groups (patients & stakeholders)
-legal:

-systematic review of legal documents

-in-depth study on the duty to re-contact
-ELSI:

-Synthesis of findings in concluding paper with practical recommendations
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Let’s start!

13:00 - 13:15 Welcome & Update Edwin/Valesca

13:15-13:45 Genetics in oncology: a focus group study on Noor/Annelien/\Wim
recontact

13:45 - 14:15 Development and validation of patient-level Zakile/Veerle
micro-simulation model for Cost effectiveness
analysis of Immunotherapy in the Netherlands

14.15-14.25 Break

14:25 - 14:55 The validation and implementation of WGS in Rogier/Marc
the clinical practice
14:55 - 15:40 Results for advanced lung cancer obtained in Joanne/loachim/
the framework of the TANGO Joris/Emile
15:40 - 15:50 Break :
raise hand

15:50 - 16:20 Clinical response to systemic therapy in Jessica/Fons
metastatic melanoma; towards a WGS-based
biomarker

16:20 - 16.50 Early cost-effectiveness modelling of WGS Martijn/Manuela
compared to standard diagnostics in NSCLC

16:50 - 17:00 Break

17:00 - 17:30 Modelling the organization of care for WGS Michiel/Erik

17:30 - 18:00 Summary & Closing Edwin/Valesca
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WP1: Molecular tumor diagnostics
by WGS versus current diagnostics

Pls: Marc van de Vijver and Edwin Cuppen
PhD: Rogier Butter
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Work package 1: Three aims as previously described
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Work package 1: Three aims as previously described

™ To address the logistical and data challenges related to implementation of WGS
«™ To identify the potential added therapeutic value of WGS

«™ To compare the total costs of WGS compared to Standard of Care




Work package 1: Three aims previously described

Logistical and data challenges How should WGS test results be presented to

clinicians: Molecular Tumor Boards

Potential added therapeutic value of WGS Compare test results WGS to standard of care

Compare the total costs of WGS compared standard | Previously investigated by Clémence Pasmans as

of care part of this WP




Potential added value of WGS: Paired comparison with standard
tests

Inclusion criteria

T Patients were included in the CPCT-02

" Patients were diagnosed with NSCLC or Melanoma (independent of therapy)
™ WGS was performed successfully = Available from HMF

™ Routine molecular test results available = Retrospectively collected from

patient records

“ Luats Bo
L\ 1/ | "‘;t,, w’ NG ’




Routine molecular test results retrospectively collected from
centers with high volume inclusions

Amsterdam UMC 5 50
Erasmus MC 20 72
NKI-AvL 97 30
Meander MC 23 2

UMC Utrecht 0 17

138 171




Routine molecular test results retrospectively collected from
centers with high volume inclusions

NSCLC Melanoma

Amsterdam UMC 5 50
Erasmus MC 20 72
NKI-AvL 97 30
Meander MC 23 2
UMC Utrecht 0 17
138 171




Preliminary results of NSCLC; awaiting large cohort of melanoma
patients from one center

Breakdown Molecular diagnostics in included patients (n=138)

1x WGS 88
1x Routine Molecular Test

1x WGS 26
2x Routine Molecular Test

1x WGS 14
3x Routine Molecular Test

1x WGS 3
4x Routine Molecular Test

2x WGS 3
1x Routine Molecular Test

2x WGS 4

2x Routine Molecular Test




Patients divided in four subgroups dependent on time and
location of biopsy

<« Subgroup A — Biopsy for WGS and Routine test at same time and site
™ Subgroup B — Biopsy for WGS and Routine test at different time but same site

™ Subgroup C — Biopsy for WGS and Routine test at different time and site

Patients with repeated tests in multiple subgroups




Breakdown subgroup A (same site+time) and subgroup B (same
site, different time)

T e ey [ s S

Site biopsy Lung
Lymph node 23 16
Liver 17 13
Pleural 9 2
Bone 4 1
Soft tissue 4 4
Adrenal 3 0
Other 5 2

Routine molecular test NGS - lllumina 31 26
NGS — lontorrent 63 17
MassArray 7 7
smMIP — (PATH) 3 4

Mean interval Routine test — WGS 0 days

\/
\




Breakdown Subgroup C (different site and different time)

Breakdown subgroup C (n=55)

WGS (n) Routine test (n)
Site biopsy Lung 16 11
Bronchus 7 3
Lymph node 7 14
Liver 6 3
Pleural 2 3
Pleural effusion 1 6
Bone 6 2
Soft tissue 4 4
Adrenal 2 4
Other 3 5
Routine molecular test NGS — lllumina 34
NGS — lontorrent 6
MassArray 13
smMIP — (PATH) 0

“ Median interval Routine test — WGS 240 days (15-995)




Analysis ongoing: Discordance between WGS and Routine
Molecular Tests

Is mutation X present in both WGS and the routine test within the same patient?




Analysis ongoing: Discordance between WGS and Routine
Molecular Tests

™ Gene mutation not reported in medical record

™ Specific area of gene not covered by panel

«™ Allele frequency too low

W™ True discordance




EGFR/KRAS in subgroup A as an example: Unlikely to be not
reported or uncovered by panel + no bias of time and site

WGS Positive Negative
Positive 60 14 74
Negative 4 X
64
m Agreement: 1.0
WGS Positive Negative
Positive 19 0 19
Negative 0
19

W




In some centers EGFR not entirely covered: Good agreement in
hotspots

55242464 - Exon 19 deletion = TK Po242408 % 18
55249071 17 18
55249071 - p.Thr790Met = TK|
55259515 11 12

55259515 - Exon 21 p.Leu858Arg = TKI
Agreement: 0.97

W




Conclusion and plan WGS vs. Routine Tests

NSLSC

™ Contact centers: protocol for reporting mutations and coverage specific genes
W™ Sequencing depth, allele frequency in discordant cases

Melanoma

™ Awaiting data from one center

™ Large part of cohort BRAF-only routine testing




Implementation of WGS results in de clinical practice: Molecular
Tumor Boards

Objective: To assess the minimum demands of a Molecular Tumor Boards (MTBs)

to discuss complex molecular diagnostic results (such as WGS)




Implementation of WGS results in de clinical practice: Molecular
Tumor Boards

Objective: To assess the minimum demands of a Molecular Tumor Boards (MTBs)

to discuss complex molecular diagnostic results (such as WGS)
™ Questionnaire to pathologists, pulmonologists, oncologists and KMBP-ers
«™ Academic and peripheral centers

« ™ Formulate an advise on MTBs




Implementation of WGS results in de clinical practice: Molecular
Tumor Boards

Five topics Five answers possible per statements
«™ Participants «7 Fully disagree

«™ Knowledge of participants «" Disagree

«™ Content of MTB «" Neutral

«™ Organization MTB « Agree

«™ Added value MTB «7 Fully agree




Implementation of WGS results in de clinical practice: Molecular
Tumor Boards

Participants ‘The patients’ specialist should always be part of the MTB’

Knowledge of participants ‘I have sufficient knowledge for the interpretation of complex molecular

diagnostics such as whole exome- genome sequencing’

Content of MTB ‘The MTB should only discuss results which can be treated accoring to the
guidelines’
Organization MTB ‘A MTB in peripheral center should always be joined by an academic partner’

Added value MTB ‘MTBs result in better cancer care’




Plan WP1: Molecular Tumor Boards

November Distribution questionnaires
December Collection of questionnaires
January Data Analysis

February — March Constructing advise/paper




Plan WP1: WGS vs. Routine tests

November NSCLC: Finish Analysis

Melanoma: Receive final data

December NSCLC: Discuss/ improve results

Melanoma: Analysis

January NSCLC: Final Analysis / Draft paper

Melanoma: Final Analysis/ Draft paper

February — March NSCLC: Draft paper

Melanoma: Draft paper
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Whole-genome correlates of
response to PD-1 blockade in non-
small cell lung cancer

TANGO symposium
October 2020 Q H a;twig
Joanne Mankor & Joris van de Haar .
~




Outline presentation

1) Clinical data of the TANGO NSCLC cohort, biomarker
analysis in a discovery and a validation cohort (Joanne)

2) Validation of previously published biomarkers and discovery
of novel biomarkers in the full cohort (Joris)




Blocking the PD-1/PD-L1 axis has been shown to yield
_ remarkable responses in NSCLC

Tumor T cell

1 Anti-PD-L1 (Atezolizumab,
' i Avelumab, Durvalumab)

TCR

i Secondary
.\, bronchi

MHC
Terti =
pronchi Anti-PD-1] -
. (Pembrolizumab,
~—— Bronchioles Nivolumab)
Cancer cell
” Wl '! — Alveoli

Ribas et al. Science 2018




But immune checkpoint inhibitor treatment has its limitations:
only the minority of patients benefit

DESPERATELY
SEEKING SURVIVAL
Immunotherapy
Standard therapy
70 ; : :

Years after diagnosis

Adapted from: Ledford, Nature New Feature, 2016



Current treatment regimen: overview

Stage IV NSCC: Molecular tests negative (ALK/BRAF/EGFR/ROST)

PD-L1 expression®

I
PD-L1 = 50%

1
Any expression of PD-L1
L

I
PS 02
1

(= w'::‘ﬂ':;i'::sm b) Pembrolizumab/
pemetrexed and
platinum-based

ChT (4 cycles),
followed by
pembrolizumab/
pemetrexed
Nivolumab/ I, A; MCBS 4]°
ipilimumab
[1, A

F50-1
Pembrolizumab

I, A; MCBS 5)"

——
Atezolizumab/
pemetrexed and
platinum-based
ChT (4-6 cycles),
followed by
atezolizumab/
pemetrexed [I, Bl

Atezolizumab/
bevacizumab
with carboplatin
and paclitaxel
(4-6 cycles),
followed by
atezolizumab
fbevacizumab
[I, A; MCBS 3]"

+

4-6 cycles
Platinum-based ChT:
Gisplatin/gemcitabine [, A]
Cisplatin/docetaxel (1, A]
Cisplatin/paclitaxel 1, A]
Cisplatin/vinorelbine [I, A)
Carboplatin/gemcitabine [1, A]
Carboplatin/docetaxed [I, A]
Carboplatin/paclitaxel [1, A]
Carboplatin/vinorelbine [1, A]
Cisplatin/pemetrexed [Il, A]
Carboplatin/pemetrexed [Il, B]
Carboplatin/nab-F 1, B]
+/- bevacizumab [l, A with carboplatin/
palitaxel, otherwise I, B]

Partial response or stable disease
W

Maintenance treatment:
Pemetrexed (continuation) [1, Al
Gemcitabine (continuation) [, B]

Pemetrexed (switch) [I, B]
+/- bevacizumab (if given before)

NV
4-6 cycles | BSC Il B]
Carboplatin-based ChT:

< 70 years and PS 2 [Il, A]

= 70 years and PS 0-2 [1, A]
Single-agent ChT:
Gemcitabine, vinorelbine,
docetaxel 1, B]
or pemetrexed [Ill, B]

Disease progression

!

PS 01
Platinum-based ChT

(see first-line treatment without 10)

ESMO guidelines on NSCLC treatment 2019

Disease progression
1

Nivolumab [1, A, MCBS 5]°
Atezolizumab [1, A; MCBS 5]°

Pembrolizumab if PD-L1 > 1% [I, A; MCBS 5]

Docetaxel [1, B]
Pemetrexed [I, B]
Ramucirumabydocetaxel [1, B: MCBS 1]°
Nintedanib/docetaxel [l B]
Erlotinil [, C]

Technology

in Personalized Oncology



How to select for patients that will benefit from aPD-1
treatment, prior to treatment?

1) Who will benefit from aPD-1 monotherapy?
2) Who will not benefit from (the addition) of aPD-1 at all?
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Technology Assessment of Next Generation Sequencing in Personalized Oncology



IHC:
PD-L1

Tumor

cells

Immune
cells

Tumor |-
cells + |

immune
cells

Low proportion

High proportion

B1

c1 L4

Garon et al. NEJM 2015

PD-L1 protein expression on tumor and immune cells is the
only FDA approved biomarker for ICI treatment selection

0

A All Patients
100+
\? 90
< 804
2 70
=
w 60—'
g 504
b
5 407
% 304
o
§° 20
8 104
0
No. at Risk

PS =50% 119 86
PS1-49% 161 122
PS <1% 76 52

J_III L1
PS =50%
PS <1%
PS 1-49%
T T T T T
12 14 16 22 24
Months
13 8 4 3 3 1
1 0 0 0 0 0
2 0 0 0 0 0

0
0
0




Milestones WP2: Demonstrate the value of WGS for
iImmunotherapy treatment selection for NSCLC and melanoma

» Discovery of genomic correlates of ICl response

» Can the tumor genome help us understand mechanisms responsible for ICI
response?

* |[dentify potential biomarkers for patient stratification
» Can the tumor genome be a source of predictive biomarkers for IC| response?



Patient selection for TANGO (from CPCT-02)

HMF dafta TANGO Full cohort WGS
] ] request for i
CPCT inclusion HMF database TANGO (DR008) database analysis
2016-2019
_ N =383 N=70
N = 381 patients ) N = 81
N = 528 patients N = 397 biopsies aPD-1 treatment Immunotherapy Immunotherapy
P monotherapy monothera
In HVF DB By
NSCLC
included in Passed QC: N= 29 N=10
CPCT-02 N = 297 patients Combination Tx Chemo/IO

N= 311 biopsies

N =35
Targeted Therapy

N=2
Chemotherapy

N=4
Unknown

CP %-

Center for Personalized Cancer Treatment




Baseline
characteristics

Characteristic Value
N 70
Median age (year) 63
Male sex - no (%) 32
ECOG performance score - no (%)
0 18 (26)
1 40 (57)
2 7 (10)
>2 1(1.4)
Unknown 4 (5.7)
Smoking status - no (%)
Never 14 (20)
Current 15 (21)
Former 41 (59)
Pack Years - mean (SD) 29 (19)
Treatment - no (%)
Nivolumab 47 (67)
Pembrolizumab 23 (33)
Line of treatment
1 11 (16)
2 51 (73)
3 5(7.1)
4 2(2.9)
Unknown 1(1.4)
Best Overall Response - no (%)
PR 15 (21)
SD 16 (23)
PD 39 (56)
PD-L1 expression - no (%)
<1% 27 (39)
1-50% 14 (20)
>50% 13 (19)
Unknown 16 (23)
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Challenges in biomarker research for |Cl treatment

* Availability of (tumor) material
» Risks vs benefit for patients involved
 Costs of (molecular) testing

* |deally, predictive biomarkers should be validated in prospective
cohorts




Several genomic biomarkers for ICl responses in NSCLC have

been studied

(Non-synomous) mutations
(SNVs, MNVs, short INDELS):
Tumor mutational burden (TMB)

Structural variants (SVs)

Antigen presentation machinery defects

Mutational signatures

Receptor tyrosine kinase (RTK) mutations

(non-synonymous) mutations per Mb tumor
genome/ exome sequenced

Frameshifts, translocations
Copy number alterations/ aneuploidy, gene
fusions

HLA diversity HLA LOH, B2M mutations, JAK1-
JAK2 loss of function mutations

Smoking signature:
C>A transversions

Enrichment activating RTK mutations in non-
responders

Rizvi et al. Science 2015,
Samstein et al. Nat Gen 2019,
Chan et al. Ann Onc 2019

Davoli et al. Science 2017,
Yang Nat Med 2019

McGranahan et al. Cell 2017,
Sade-Delman et al. Nat
Comm 2017

Alexandrov et al. Sience
2015, Anagnostou et al. Nat
Can 2020

Anagnostou et al. Nat Can
2020

Technology Assessment of Next Generation Sequencing in Personalized Oncology



Can a combined biomarker of mutational burden and tumor

aneuploidy be a predictor of aPD-1 response?



Tumor mutational burden: Number of (non-synonymous
mutations) per megabase sequenced

Chabanon et al. CCR 2016
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Tumor aneuploidy: chromosomal instability can lead to
an uneven number of chromosome(s)(arms)

a
Quantitative Aneuploidy
Cancer Aneuploidy Copy number alteration
Classical Aneuploidy Partial aneuploidy Copy number alteration
16Mb 16Mb
Bl [}
genes genes
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] 104
genes
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B '| 104 64
genes genes
Losses '
' 4Mb
1104
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Ben-David et al. Nat Gen 2019




Chromosomal instability can induce anti-tumor immune

responses through the cGAS/STING pathway
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Aneuploidy score: count the number of chromosome arm
events, corrected for ploidy

.

N
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Discovery cohort (n=29) combined biomarker of TMB and
aneuploidy score
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‘Double low’ biomarker patients had a significanlty shorter PFS

and OS in the discovery cohort

Progression Free Survival (%)
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Power calculation for validation of combined biomarkers (TMB
and aneuploidy score)

« 20% marker negative patients (TMB low, aneuploidy low):

« 50 patients in validation cohort:
* 10 marker negative patients
* 40 marker positive patients

« 79.296% power to find a difference of 50% in response rate between marker
positives and marker negatives (p=0.0328)

* HO = response rate of 70% in marker negatives
* H1 = reponse rate of 20% in marker negatives




Validation cohort (n=50, analysed n =44) combined biomarker

of TMB and aneuploidy score
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‘Double low’ biomarker patients did not have a different PFS or
OS in the validation cohort
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Baseline characteristics discovery and validation cohorts

n
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Small number of patients experienced benefit in the

Validation CH, compared to the Discovery CH

Survival probability
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Aneuploidy can induce anti-tumor immune responses but

also facilitate immune escape

Bakhoum et al. Cell.
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Validation in an independent (WES based, n=68) cohort
from Anagnostou et al. (JHU)

« DCB (n=31) i
s0ol °© NDB (n=37)
6001

c |
(0] |
© |
— 1
> |
2 400! !
> |
E s
2001

;.
07 1
0 10 20 30 40 50

aneuploidyScore




Cohort of Anagnostou et al: PFS and OS stratified by
biomarker ‘double low’ and others
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