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Genomanalyser for kraef;gatienter
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Forskellige muligheder for genanalyser

Gene
Panel

(variable
number of
genes)

Gene
Panel

4

?Actionabl
e
Gene Panel variants
(variable
number of

genes),
plus some
promoter
sequence

Whole exome

* High coverage

* Low complexity

* Reporting not
confounded by
incidental findings

Reporting still based on gene
panel

High complexity and IT demand
Ability to report other
actionable variants where
consent appropriate

Gene Panel
(100-200
genes)

Including
CNVs, introns,
promoter

Whole genome

* Reporting still based on gene panel

* Ability to identify chromosomal
rearrangements and intronic variants

* Ability to report other actionable
variables where consent appropriate

* Ability to interrogate remainder of
genome on iterative basis

¢ Huge complexity and IT demand.
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Genomic profiling at the phase 1 unit RH

Copenhagen Prospective Personalized Oncology (CoPPO)

#DKD2019
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Patients included in CoPPO -
Screen failure n=91
n=591 e
No biopsable lesions n= 29
Performance decline n= 34
Consent withdrawal n = 14
Enrolled in other protocol n=3
Decides for other treatment n=6

Dies prior to biopsyn=5

Patients biopsied
n=500

Biopsy failure N Excluded
n=67 n=40

Genomic profile
n=460 \L
WES + RNAseq + Gene Exp. Array + SNP array: n=435 R
WES + RNAseq + Gene Exp. Array = 12 Rebiopsy
WES only/WES + SNP array n = 13 n=27

Potentially actionable target
n=352
From WES/SNP array: n = 145 (41%)
From Gene Exp. Array/RNAseq: n = 207 (59%)

No treatment

n=151
Received further treatment
n=201
Matched treatment
0% Nonmatched treatment
n=

n=
From WES/SNP array: n =62 (61%) 100

From Gene Exp. Array/RNAseq: n = 39 (39%)
Driver targets: n = 79 (78%)/Other targets: n = 22 (22%)
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Change in target tumor lesions
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Change (%) target lesion

 ORR: 15% (15 patienter)

=100

Clin Cancer Res. 2019 Feb 15;25(4):1239-1247
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Moscato
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199 patienter ud af 948 biopterede

Target family

H ALK
B EGFR
| FGFR
= HER2
m MAPK
MET
= NOTCH
m Other
M PIBK-AKT-mTOR

modtog matched behandling

ORR: 11% (22 patienter)

— Molecularly targetad agent
—— Treatment at physician’s choice
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= 204
HR 0-88 (5% C1 0-65-1-19); p=0-41
0 T T T T T 1
0 2 4 6 8 10 12
Noumber at risk Time {months)
Molecularly 99 62 20 10 5 2 4]
targeted agent
Treatment at  95* 50 19 12 8 1 1]
physician's choice
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NCI-MATCH - Trastuzumab-entamcin ved
HER-2 amplificeret cancer

% Best Response
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[l Confirmed Partial Response
[ stable Disease
Responses were by RECIST v1.1,

except for patients marked with *
who were assessed by PERCIST

ORR: 43% (3/7, 95% Cl 10-82)
PFS: 7 months (85% Cl 3 - 13 months)
Median DOR: 5 months (range 5-17+)

Best Response

6
Patients HER2 Amplified
Colorectal Cancers
mswmas: Bob T. L
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« N=7

+ ORR 0% (0/7, 85% Cl 0-41%)

o ZBASCO
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HER2 amplified salivary gland cancers

[ Confirmed Partial Response
[l Complete Metabolic Reponse
Responses were by RECIST v1.1, except for

patients marked with * who were assessed
by PERCIST

ORR: 100% (6/6, 95% CI 54-100)
Median PFS: 9 months (95% Cl 4 - 12 months)
Median DOR: not reached (range 2-10+)

Numbers on each bar represent treatment
duration in months for each patient

HER2 Amplified
Bladder and Urinary Tract Cancers

= Bob T. Li, MD
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duration in months for each patient
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NATIONAL CANCER INSTITUTE
NCI-MATCH CLINICAL TRIAL S ECE -

THIS PRECISION MEDICINE TRIAL ~ © NCI-MATCH* IS FOR ADULTS WITH:
EXPLORES TREATING PATIENTS i o solid tumors (including rare tumors) and
: lymphomas .
BASED ON THE MOLECULAR P ym T | .
PROFILES OF THEIR TUMORS - L e NGS
H (FoundationOne) w; Actionable
i d oncogenic
- N = TES Cancer Core
ABOUT 3,000 solid tumors e
" matche
CANCER PATIENTS ‘h‘:’r';::;ic Norwal : : No Clinical u ro e
WILL BE optianieft . - tissue Differential i
SCREENED WITH A 2 Expression Pls

TUMOR BIOPSY ¥ | mRNA Tumor pe========x B p===========x

Tumor & " /A 7 R
& Normal WINTHER ArmB i \
Normal - agient Algorithm W therapy based i i IBASKET I
THEEIOPSIED st = ¥ on RNA Module1 Y _rereetaz Ji
W TUMORITISSIR C Validated platform across Pathway A I
WILL UNDERGO sites implemented as Tier H

S ' inati  Targetsi
GENE SEQUENCING WILL LODK FOR CHANGES IN 143 GENES (RSP T SO 1 determinations Module 2§, Targetbi I
Pathway B j TargetB2 1

IF APATIENT'S TUMOR HAS A GENETIC ABNORMALITY THAT MATCHES ONE TARGETED BY A DRUG l Target B3

USED IN THE TRIAL, THE PATIENT WILL BE ELIGIBLE TO JOIN THE TREATMENT PORTION OF NCI-MATCH Module 3 ::

ASCO TAPUR |

350-gene panel L Targetcs 1
Targeted Agent and Profiling Utilization Registry Study i

Module 4 ' vargeen I
Immune Checkpoint ‘ Target 2 I

Tier 2 inhibitors g Tarzetis 1

Module 5 Ytz &
el S
=

NanoString® nCounter®
CNV Panel
Module n

Rearrangements panel

NOT ALL PATIENTS WILL
HAVE TUMORS WITH AN
ABNORMALITY THAT
MATCHES A DRUG BEING
TESTED

Future Modules.

PATIENTS WITH TUMORS
THAT SHARE THE SAME
GENETIC ABNORMALITY,
REGARDLESS OF TUMOR
TYPE, WILL RECEIVE THE
DRUG THAT TARGETS
THAT ABNORMALITY

Cancer Core Europe
Translational
Research Initiative

Clinically-annotated Companion
Genomic Database Diagnostic
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*NC-Malecular Anaysis fo Therapy Choice

www.cancer.gov/nci-match
To learn all 1-800-4-CANCER

N National Clinical
Trials Network
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Typisk firmainitierede
via TrialNation
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Eksempel: FUZE basket protokol

Sponsor: Debiopharm
Drug: Oral pan-FGFR inhibitor

Inklusion: FGRF1-3 fusionsgen,
PS 0-1, malbar sygdom

Fase |-forsgg med 57 pt. viste PR
hos 6 og SD hos 16 pt.

Clin Cancer Res; 22(1) January 1, 2016

Urothelial carcinoma T
Braast carcinoma
Endomedrial adenocarcinoma '
Ovarian carcinoma

Cancingma Unknown prmany ——— ——]

Glloms  p—
Cholangiocarcinoma —

Gastric adenocarcinoma
Mongmall cell lung carcinoma
Pancrealic exocring carcinoma

Colorectal carcinoma
Kenal call carcinoma
Waureendocring carcinoma
Head and neck (squamous)
Malanoma
Leiomyosarcoma

Sarcoma (all)

0 2 4 B 8 10 12 14 18 18 20 2 M 26 20 I 12 M
Parcantage of tumaes with aberatian

BFGFR1 BFGFR2 BFGFR3 BOFGFR4
mAmplficaton  EMutation O Rearrangemant




ML

v

ProTarget protokol
fra 2020
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ProTarget: A Danish Nationwide Clinical
Trial on Targeted Cancer Treatment
based on Genomic Profiling

Pl: Ulrik Lassen, RH. Co-PI: Herlev, Odense, Arhus, Aalborg, Vejle.

Primary Objectives:

To evaluate the anti-tumor activity and toxicity of commercially
available, targeted anti-cancer drugs used for treatment of
patients with an advanced solid tumor, multiple myeloma or B cell
non-Hodgkin lymphoma that harbours a genomic- or protein
expression variant known to be a drug target or to predict
sensitivity to a drug. #DKD2019
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ProTarget:

”One diagnosis — one target — one drug™”

25X response? Further
investigation
21X response? + 16 Patients
8 Patients <bx response? Stop cohort
<1X response? Stop cohort

Samkgres med amerikanske “Tapur” og hollandske “DRUP”

ML #DKD2019
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TRK Fusions Found in Diverse Cancer Histologies

TRK FUSION FREQUENCY

<5%

>75%

5-25%

CNS
Astrocytoma
Brain low-grade glioma
Glioblastoma

GI
Colorectal cancer
Cholangiocarcinoma
GIST
Pancreatic cancer

Head and neck

Squamous cell
carcinoma

Lung
Adenocarcinoma

Large cell
neuroendocrine

Other
Acute myeloid leukemia
Breast invasive
carcinoma
Melanoma
Sarcoma

Congenital
mesoblastic nephroma

Papillary thyroid
cancer

Pontine glioma

Spitz tumors

Mammary analogue
secretory carcinoma
(MASC) of the salivary
glands

Secretory breast
carcinoma

Infantile fibrosarcoma
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Case: Targeting HER-2 in rectum cancer

70 year-old woman diagnosed 2013 with rectal
adenokarcinoma with'syncroneous lung and liver
NEHENENED , »

RAS wt, BRAF gene status normal, pMMR

Exposed for 5FU, irinotecan, oxaliplatin, bevacizumab,
panitumumab and lonsurf

Morten Ladekarl and Britt E. Lauersen @)

NORTH DENMARK REGION




Genomic analysis (WES)

MSS, mutational rate moderately high
Mutations in TP53-akg CTNNB1

Amplification of ERBB2 JEGFR, CCND2, TERT, RICTOR,
MEW.1D, CDK12,

No gene fusions




Dual-targeted therapy with trastuzumab and lapatinib in
treatment-refractory, KRAS codon 12/13 wild-type,
HER2-positive metastatic colorectal cancer (HERACLES):
a proof-of-concept, multicentre, open-label, phase 2 trial

Adgh A Andrea Sartore-Bianchi, Livio Trusolino*, Cosimo Martino, Katia Bencardino, Sara Lonardi, Francesca Bergamo, Vittorina Zagonel,
* ERBB2 amplificat d
a I I C a I O n a n O r FrancescoLeone, llaria Depetris, Erika Martinelii, Teresa Troiani, Fortunato Ciardieflo, Patrizia Racca Andrea Bertotti Giulia Siravegna, Valter Torri,
Alessio Amatu, Silvia Ghezzi, Giovanna Marrapese, Laura Palmer|, EmanueleValtorta, Andrea Cassingena, Calogero Lauricella, Angelo Vanzulli,
H E R 2 Ove reX re SS i O n i n 5 0/ Daniele Regge, Silvie Veronese, Paolo M Comoglio, Alberto Bardelli®, Silvia Marsoni*, Salvatore Siena*
P (

targeted treatment with
trastuzumab and lapatinib

MDT

vs baseline (%)

Confirmatory IHC: HER2-
receptor status 3+

Variation of sum of target lesion

T T T T T T T T T T T T T T T T T T T
0 8 16 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136 144 152
Weeks

Lancet Oncal 2016; 17:738-46



Partial Response after 8 weeks on treatment

33% diff. in sum of total diameters
Symptomatic response after 2 weeks




