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Cancer immunotherapy
with mAb to PD-1

Cancer immunotherapy
with mAb to PD-L1 or PD-L2




PD-L1 TPS 21%

Median OS, Mos
= Pembrolizumab 2 mg/kg 104
= Pembrolizumab 10 mg/kg 12.7
= Docetaxel 85

Median PFS, Mos
= Pembrolizumab 2 mg/kg 3.9
= Pembrolizumab 10 mg/kg 4.0
= Docetaxel 4.0

PD-L1 TPS 2 50%

Median OS, Mos
= Pembrolzumab 2 mg/kg 149
= Pembrolzumab 10 mg/kg
-~ Docetaxel

Median PFS,
= Pembrolzumab2 mg/kg 5.0
= Pembrolzumab 10 mg/kg 5.2
= Docetaxel a1




Examples of PD-L1 IHC Staining of
NSCLC Samples Using the Clinical Trial Assay

PS 250%

/

magnification

Brown chromogen: PD-L1 staining.
Blue color: hematoxylin counterstain. Garon_AACR 2015_19Apr15




PD-L1 IHC 28-8 pharmDx

Cutoff Cutoff Cutoff
> 1% positive = 5% positive 210 %
cells cells positive cells
Overall agreement 87 (80-94) 95(91-99) 90 (83-995)

Average Positive

86 (77—-94) 94 (86-99) 84 (71-93)
Agreement

Average Negative
88(80-94) 96(92-99) 92 (87 -97)
greement

ositive Percent
81(69-92) 91(79-100) 79 (63-93)
greement

Negative Percent

. 93 (85—-100) 98 (94 —100) 95 (88 —-100)
| Agreement (NPA)

Pearson R2 of PD-L1

0.89










Cell survival
@R =
@ =

Chromosome 2p Proliferation

Inversion

ALK fusion
protein

© 20\! American Association for Cancer Research
CCR Molecular Pathways

(crizotinib) capsules




[l Disease progression [H Stable disease [ Partial response [ Complete response

A Percent Change in Tumor Burden
60

40

Percent Change from Baseline

40
Patient No.
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Kan DNA extraheres fra cytologisk materiale ?
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Kan DNA extraheres fra cytologisk materiale ?

TABLE 2. Presence of Visible Bands of DNA Fragments in Extracts With Different Fixations (Median Value
of 2 Batches With 3 Replicates Is Shown)?

Air Spray CytoRich Red

Nominal
Cell Count 209bp 388bp 578bp 760bp 209bp 388bp 578bp 760bp 209bp 388bp 578bp 760 bp

5000 2 1 =1 —1 2 2 1 1 2 2 1 0
10,000 2 1 =1 -1 2 2 1.5 1 2 2 1 5
20,000 2 1 =1 =1l 2 2 2 2 2 1.5 5
40,000 2 =5 =1 —1 2 2 2 2 2 2 1.5 5

Abbreviation: bp, base pair.
@Scoring: strong band=2; distinct band=1; indefinite=0; no band=—1.
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proto-oncogene
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Hyperactive Protein : :
i nearby fusion to actively
proteln overproduced regulatory transcribed gene
: — - DNA sequence greatly
causes normal overproduces
- o A protein to be fusion protein;
I~ overproduced or fusion
e — protein is
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ap LSIL or- HSIL
Any HPV result

L

Primary Pap and HPV Test

Pap ASCUS Pap ASCUS Pap negative Pap negative
HPV positive HPV negative HPV positive HPV negative

| . - ===

Repeat Pap Repeat both tests
Colposcopy in12mo in 6-12 mo

Pap ASCUS
HPV negative

Any Pap resuit
HPV positive

Pap LSIL or HSIL
HPV negative

=

Colposcopy Repeat Pap and |

HPV in 12 mo







Gefitinib (ZD1839)
Erlotinib (OSI-774)




40 60

Time (months)

EGFR
1 Negative

_ 1 Positive
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Prediktiv marker

PFS according to type of
EGFR activating mutation

Exon 19 deletions L858R mutations
— Erlotinib (n=43) 1.0 — Erlotinib (n=39)
- Gem/carbo (n=39) - Gem/carbo (n=33)

HR=0.13 (0.07-0.25) HR=0.26 (0.14-0.49)
Log-rank p<0.0001 - Log-rank p<0.0001

&
)
8
o
7
w
o

PFS probability
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EML4-ALK
EGFR

CK7, CKs/6
ttf1, p4o

PDL1

1 proven
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Lung cancer research landscape —
MoA group and phase

Danusertib4}

O=wvaro

gz IF\’/O Mitotic/Topoisomerase Inhibitors

@ = 154line

Vinorelbine (emulst tipifarnib°
AFﬁsmA JINJ-26854165 A\
ARC-100

: oA eF-2341066 @ AMP-001A\
Lip. Paclitaxe IntetumumabA

O =2line MGN-242 A MetMaA—ArQ197() Vascular Disrupting Agent
@ =15 and 27 line REG-Irinotecan A Reolysind\  Apricoxib
O = 3¢ine Irvalec (Custirsen) A\

. Reta

@ = Undeclared VEGF Inhibitors
@ -scic
®= TKI

@ = Antibody

Amrubicin

APcIitaer . o

(Albumin B.)

|-
IGFR Inhibitors |t

XL-228

Antimetabolites
Source: Compiled by Neeta Somaiah and George Simon.
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Oncomine Comprehensive Assay* Gene List

Gene list available to customers under CDA only

Hotspot genes, n=73 (hotspot coverage) CDS, n=26 (full gene) Copy gain, n=49 Fusion drivers, n=22

(183 assays)

ABL1
AKT1
ALK
AR
ARAF
BRAF
BTK
CBL
CDK4
CHEK2
CSF1R
CTNNBH1
DDR2
DNMT3A
EGFR
ERBB2
ERBB3
ERBB4
ESR1
EZH2
FGFR1
FGFR2
FGFR3
FLT3
FOXL2
GATA2

GNA11
GNAQ
GNAS
HNF1A
HRAS
IDH1
IDH2
IFITM1
IFITM3
JAK1
JAK2
JAK3
KDR
KIT
KNSTRN
KRAS
MAGOH
MAP2K1
MAP2K2
MAPKA1
MAX
MED12
MET
MLH1
MPL
MTOR

MYD88
NFE2L2
NPM1
NRAS
PAX5
PDGFRA
PIK3CA
PPP2R1A
PTPN11
RAC1
RAF1
RET
RHEB
RHOA
SF3B1
SMO
SPOP
SRC
STAT3
U2AF1
XPO1

APC
ATM
BAP1
BRCA1
BRCA2
CDH1
CDKN2A
FBXW7
GATA3
MSH2
NF1
NF2
NOTCH1
PIK3R1
PTCH1
PTEN
RB1
SMAD4
SMARCB1
STK11
TET2
TP53
TSC1
TSC2
VHL
WT1

ACVRL1
AKT1
APEX1
AR
ATP11B
BCL2LA1
BCL9
BIRC2
BIRC3
CCND1
CCNE1
CD274
CD44
CDK4
CDK®6
CSNK2A1
DCUN1D1
EGFR
ERBB2
FGFR1
FGFR2
FGFR3
FGFR4
FLT3
GAS6

IGF1R
IL6

KIT
KRAS
MCL1
MDM2
MDM4
MET
MYC
MYCL
MYCN
MYO18A
NKX2-1
NKX2-8
PDCD1LG2
PDGFRA
PIK3CA
PNP
PPARG
RPS6KB1
SOX2
TERT
TIAF1
ZNF217

ALK
RET
ROS1
NTRK1
ABL1
AKT3
AXL
BRAF
CDK4
EGFR
ERBB2
ERG
ETVA1
ETV4
ETV5
FGFR1
FGFR2
FGFR3
NTRK3
PDGFRA
PPARG
RAF1

DNA Panel

*For Research Use Only. Not for use in diagnostic procedures.

RNA Panel

ThermoFisher

6  Proprietary & Confidential SCIENTIFIC

For Internal Use Only, Sharing requires CDA




Construct
shotgun library

enomic DNA

AGGTCGTTACGTACGCTAC

Mapping, alignment,
variant calling

Fragments

DNA sequencing

Pulldown

Captured DNA

Nature Reviews | Genetics




Cancer. 2017 Jan 13. doi: 10.1002/cncy.21812. [Epub ahead of print]

Next-generation sequencing of liquid-based cytology non-small cell
lung cancer samples.

Cheng yw!.




Mikroskopisk klassifikation, diagnose

Malignitetsgradering (prognose)

Tumor udbredning (lokalt)

Metastasering (Lymfeknude + fjern)

Prognostisk marker (risiko hos raske)
Diagnostisks marker

Prognostisk marker (risiko hos syge)
Prediktiv marker

Farmakodynamisk marker



Mikroskopisk klassifikation, diagnose
Malignitetsgradering (prognose)
Tumor udbredning (lokalt)

Metastasering (Lymfeknude + fjern)

"L iPrognostisk marker (risiko hos raske)
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AEERY
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A fool with a tool
is still a fool!




to detect 5" and 3' ALK gene expression

KRAS, EGFR, BRAF, PIK3CA, AKT1, ERBB2, PTEN, NRAS, STK11, MAP2KI,
ALK, DDR2, CTNNBI1, MET, TP53, SMAD4, FBX7. FGFR3, NOTCH1, ERBBS,
FGFR1, FGFR2

Central tumor Periferal tumor
l Tumor Diagnosis l
Bronchial brushing, Fine- or
Bronchial lavage, Course needle D
i ,ﬁ o Tissue Biopsi biopsi :
& | "
l y| ‘_‘ *1mor type L /

Fine needle

|

1sis of metastases

Broncho- mediastinoskopi
including tissue biopsi
from mediastinal lymfnodes

le biopsi
pekte

ALK, RET, ROS1, and NTRK1 fusion transcripts, in addition to targets designed



Central tumor

Periferal tumor

l Tumor Diagnosis l
Bronchial brushing, Fine- or
Bronchial lavage, Course needle

biopsi

i j —Tissue Biopsi

Tumor type

- . Diagnosis of metastases
. = Broncho- mediastinoskopi
N ; == including tissue biopsi
v ) from mediastinal lymfnodes

Not operabel

Operabel

Fine needle

Region Syddanmark

Sygehus Lillebaelt

ALK, RET, ROS1, and NTRK1 fusion transcripts, in addition to targets designed

to detect 5" and 3' ALK gene expression

KRAS, EGFR, BRAF, PIK3CA, AKT1, ERBB2, PTEN, NRAS, STK11, MAP2KI,
ALK, DDR2, CTNNBI1, MET, TP53, SMAD4, FBX7. FGFR3, NOTCH1, ERBBS,
FGFR1, FGFR2









