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disease in the individual; uses and methods of determining a pan-
creatic cancer-associated disease state, and methods of treating pan-
creatic cancet, together with arrays and kits for use in the same.
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METHODS, ARRAYS AND USES THEREOF

Field of Invention

The present invention provides in vifro methods for determining a pancreatic cancer-
associated disease state (such as pancreatic cancer presence, pancreatic cancer risk,
pancreatic cancer stage and/or presence of related lesions such as intraductal papillary

mucinous neoplasms), as well as arrays and Kits for use in such methods.
Background

The incidence of pancreatic ductal adenocarcinoma (PDAC) is increasing and has been the
cause of death in 330,400 patients worldwide'. PDAC is one of the most lethal cancers with
a five-year survival of less than 10%2%*. In 2030 PDAC is thought to become the second
leading cause of death of cancer®. One factor behind this dismal development is diffuse
symptoms resulting in late diagnosis, when only approximately 15% of patients present with
a resectable tumor?* & 7, Consequently, since surgical resection is the only potentially
curative treatment for PDAC, earlier detection is required. In line with this, if localized tumors
could be resected the five-year survival has been shown to increase from 43% (stage Il) to
over 50% (stage 1)®. Pancreatic tumors have furthermore been reported to be resectable at
an asymptomatic stage, six months prior to clinical diagnosis® '°. A recent surveillance study
of asymptomatic high-risk patients carrying the CDKN2A mutation resulted in a 75%
resection rate and a 24% five-year survival, which is much improved compared to sporadic
PDAC patients''. Taken together, it is reasonable to believe that earlier diagnosis would
result in increased survival for patients with PDAC'> '8 and that asymptomatic high-risk

patients would benefit from effective surveillance’.

The most evaluated biomarker for PDAC thus far, serum CA19-9, suffers from inadequate
specificity, with elevated levels in several other indications, as well as a complete absence
in patients that are genotypically Lewis a’b™ (5% of the population). Consequently, the use
of CA19-9 by itself is not recommended for screening'®, or as evidence of recurrence'®, but

is recommended for disease monitoring after e.g. surgical resection'’. Therefore, the field
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of cancer diagnostics is increasingly focusing on multiparametric analysis'® '°® of markers in
both diagnostic®® ?' and pre-diagnostic samples?> 23, since this approach yields improved
sensitivity and specificity, also in combination with CA19-9%* 25, In fact, it has been
demonstrated that combinations of immunoregulatory and cancer-associated protein

biomarkers can discriminate between late stage 111/IV PDAC patients and healthy controls®®
27

However, there remains a need for improved methods of diagnosing pancreatic cancers

such as PDAC, particularly in the early stages of the disease.

Summary of the Invention

Accordingly, a first aspect of the invention provides a method for diagnosing or determining

a pancreatic cancer-associated disease state comprising or consisting of the steps of:

(a) providing a sample from an individual to be tested; and

(b) determining a biomarker signature of the test sample by measuring the presence
and/or amount in the test sample of one or more biomarker(s) selected from the
group defined in Table A;

wherein the presence and/or amount in the test sample of the one or more biomarkers
selected from the group defined in Table A is indicative of the pancreatic cancer-associated

disease state in the individual.
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TABLE A

Part (i)

Disks large homolog 1 (DLG1; e.g. UniProt ID Q12959)
Protein kinase C zeta type (PRKCZ; e.g. UniProt ID Q05513)

Part (ii)

Vascular endothelial growth factor (VEGF; e.g. UniProt ID P15692)
Complement C3 (C3; e.g. UniProt ID P01024)

Plasma protease C1 inhibitor (C1INH; e.g. UniProt ID P05155)
Interleukin-4 (IL-4; e.g. UniProt ID P05112)

Interferon gamma (IFNy; e.g. UniProt ID P01579)

Complement C5 (C5; e.g. UniProt ID P01031)

Protein-tyrosine kinase 6 (PTKS; e.g. UniProt ID Q13882)

Part (iii)

Calcineurin B homologous protein 1 (CHP1; e.g. UniProt ID Q99653)

GTP-binding protein GEM (GEM; e.g. UniProt ID P55040)

Aprataxin and PNK-like factor (APLF; e.g. UniProt ID Q8IW19)

Calcium/calmodulin-dependent protein kinase type IV (CAMK4; e.g. UniProt ID
Q16566)

Membrane-associated guanylate kinase, WW and PDZ domain-containing protein 1
(MAGI; e.g. UniProt ID Q96QZ7)

Serine/threonine-protein kinase MARK1 (MARK1; e.g. UniProt ID Q9P0L2)

PR domain zinc finger protein 8 (PRDMS; e.g. UniProt ID Q9NQVS8)

Part (iv)

Apolipoprotein A1 (APOAT1; e.g. UniProt ID P02647)
Cyclin-dependent kinase 2 (CDK2; e.g. UniProt ID P24941)
HADH2 protein (HADH2; e.g. UniProt ID Q61BS9)

Interleukin-6 (IL-6; e.g. UniProt ID P05231)

Complement C4 (C4; e.g. UniProt ID POCOL4/5)

Visual system homeobox 2 (VSX2 / CHX10; e.g. UniProt ID P58304)
Intercellular adhesion molecule 1 (ICAM-1; e.g. UniProt ID P05362)
Interleukin-13 (IL-13; e.g. UniProt ID P35225)

Lewis x (Lewis x / CD15)

Myomesin-2 (MYOM2; e.g. UniProt ID P54296)

Properdin (Factor P; e.g. UniProt ID P27918)

Sialyl Lewis x (Sialyl Lewis x)

Lymphotoxin-alpha (TNFB; e.g. UniProt ID P01374)
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Thus, in one embodiment, the method comprises determining a biomarker signature of the
test sample, which enables a diagnosis to be reached in respect of the individual from which

the sampile is obtained.

The methods of the invention are suitable for testing a sample from any individual who is
suspected of having, or at risk of developing, a pancreatic cancer-associated disease state.
For example, the individual may be from one of the following groups with an elevated risk

of having or developing pancreatic cancer:

(i) Individuals with a family history of pancreatic cancer (e.g. within one or two
generations on either the maternal or paternal side);

(i) Individuals diagnosed with new-onset diabetes (e.g. type Il), especially those aged
50 years or over; and

(iii) Individuals with symptoms suggestive or consistent with pancreatic cancer,
e.g. pain in the upper abdomen or upper back, loss of appetite, weight loss,
jaundice (yellow skin and eyes, and dark urine), indigestion, nausea, vomiting

and/or extreme tiredness (fatigue)).

By “pancreatic cancer-associated disease state” we include pancreatic cancer presence
per se, the risk of having or of developing pancreatic cancer, pancreatic cancer stage and
presence of related lesions such as intraductal papillary mucinous neoplasms (see below).
In particular, we include the presence and/or stage of pancreatic ductal adenocarcinoma
(PDAC).

Thus, in one embodiment, the methods of the invention provide a qualitative result for the
detection of pancreatic abnormalities in individuals with increased risk of developing PDAC.

In specific embodiment, the methods of the invention permit:

(a) the diagnosis and/or staging of early pancreatic cancer; and

(b) the diagnosis and/or staging of late pancreatic cancer.

Advantageously, the methods of the invention also enable the differentiation between

pancreatic cancer and chronic pancreatitis in an individual.

In a further embodiment, the methods of the invention may be used to detect the presence

in an individual of intraductal papillary mucinous neoplasms (IPMN). Such lesions, if left

4
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untreated, can progress to invasive cancer. Consequently, it is important to detect these
lesions, since this may present an opportunity to remove a premalignant lesion. In one
embodiment, the IPMN lesions are malignant. '

By “biomarker” we include any naturally-occurring biological molecule, or component or
fragment thereof, the measurement of which can provide information useful in the diagnosis
of pancreatic cancer. Thus, in the context of Table A, the biomarker may be the protein, or
a polypeptide fragment or carbohydrate moiety thereof (or, in the case of sialyl Lewis x, a
carbohydrate moiety per se). Alternatively, the biomarker may be a nucleic acid molecule,
such as a mRNA, cDNA or circulating tumour DNA molecule, which encodes the protein or
part thereof.

By “diagnosis” we include determining the presence or absence of a disease state in an
individual (e.g., determining whether an individual is or is not suffering from early stage

pancreatic cancer or late stage pancreatic cancer).

By “staging” we include determining the stage of a pancreatic cancer, for example,
determining whether the pancreatic cancer is stage |, stage I, stage lll or stage IV (e.g.,
stage |, stage Il, stage I-1l, stage HI-IV or stage I-IV).

By “early pancreatic cancer” (or “early stage pancreatic cancer”) we include or mean
pancreatic cancer comprising or consisting of stage | and/or stage Il pancreatic cancer, for
example as determined by the American Joint Committee on Cancer (AJCC) TNM system
(e.g., see:
hitp://www.cancer.org/cancer/pancreaticcancer/detailedguide/pancreatic-cancer-staging
and AJCC Cancer Staging Manual (7" ed.), 2011, Edge et al., Springer which are
incorporated by reference herein).

The TNM cancer staging system is based on 3 key pieces of information:

o T describes the size of the main (primary) tumour and whether it has grown outside
the pancreas and into nearby organs.

¢ N describes the spread to nearby (regional) lymph nodes.

+ M indicates whether the cancer has metastasized (spread) to other organs of the
body. (The most common sites of pancreatic cancer spread are the liver, lungs, and

the peritoneum — the space around the digestive organs.)
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Numbers or letters appear after T, N, and M to provide more details about each of these
factors.

T categories

TX:  The main tumour cannot be assessed.

TO: No evidence of a primary tumour.

Tis: Carcinoma in situ (the tumour is confined to the top layers of pancreatic duct cells).
(Very few pancreatic tumours are found at this stage.)

T1:  The cancer is still within the pancreas and is 2 centimetres (cm) (about % inch) or
less across.

T2:  The cancer is still within the pancreas but is larger than 2 cm across.

T3:  The cancer has grown outside the pancreas into nearby surrounding tissues but not
into major blood vessels or nerves.

T4: The cancer has grown beyond the pancreas into nearby large blood vessels or

nerves.

N categories

NX: Nearby (regional) lymph nodes cannot be assessed.
NO: The cancer has not spread to nearby lymph nodes.

N1: The cancer has spread to nearby lymph nodes.

M categories

MO: The cancer has not spread to distant lymph nodes (other than those near the
pancreas) or to distant organs such as the liver, lungs, brain, etc.

M1: The cancer has spread to distant lymph nodes or to distant organs.

Once the T, N, and M categories have been determined, this information is combined to
assign an overall stage of 0, I, II, 1ll, or IV (sometimes followed by a letter). This process is
called stage grouping.

Stage 0 (Tis, NO, M0): The tumour is confined to the top layers of pancreatic duct cells and
has not invaded deeper tissues. It has not spread outside of the pancreas. These tumours

are sometimes referred to as pancreatic carcinoma in situ.
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Stage 1A (T1, NO, MO0): The tumour is confined to the pancreas and is 2 cm across or
smaller (T1). It has not spread to nearby lymph nodes (NO) or distant sites (MO0).

Stage IB (T2, NO, M0): The tumour is confined to the pancreas and is larger than 2 cm
across (T2). It has not spread to nearby lymph nodes (NO) or distant sites (MO).

Stage A (T3, NO, M0): The tumour is growing outside the pancreas but not into major
blood vessels or nerves (T3). It has not spread to nearby lymph nodes (NO) or distant sites
(MO).

Stage lIB (T1-3, N1, MO0): The tumour is either confined to the pancreas or growing outside
the pancreas but not into major blood vessels or nerves (T1-T3). It has spread to nearby
lymph nodes (N1) but not to distant sites (MO).

Stage lll (T4, Any N, MO0): The tumour is growing outside the pancreas into nearby major
blood vessels or nerves (T4). It may or may not have spread to nearby lymph nodes (Any
N). It has not spread to distant sites (MO).

Stage IV (Any T, Any N, M1): The cancer has spread to distant sites (M1).

Alternatively or additionally, by “early pancreatic cancer” (or “early stage pancreatic cancer”)
we include or mean asymptomatic pancreatic cancer. Common presenting symptoms of
pancreatic cancers include jaundice (for tumours of the pancreas head), abdominal pain,
weight loss, steatorrhoea, and new-onset diabetes. For example, the pancreatic cancer
may be present at least 1 week before symptoms (e.g., common symptoms) are observed
or observable, for example, 22 weeks, 23 weeks, 24 weeks, 25 weeks, 26 weeks, 27 weeks,
=8 weeks, =23 months, 24 months, 25 months, 26 months, =27 months, 28 months, 29
months, 210 months, 211 months, 212 months, 218 months, 22 years, 23 years, 24 years,

or 25 years, before symptoms are observed or observable.

Thus, by “early pancreatic cancer” (or “early stage pancreatic cancer”) we include
pancreatic cancers that are of insufficient size and/or developmental stage to be diagnosed
by conventional clinical methods. For example, by “early pancreatic cancer” or “early stage
pancreatic cancer” we include or mean pancreatic cancers present at least 1 week before
the pancreatic cancer is diagnosed or diagnosable by conventional clinical methods, for
example, 22 weeks, 23 weeks, 24 weeks, 25 weeks, 26 weeks, 27 weeks, =8 weeks, =3
months, 24 months, 25 months, 26 months, 27 months, 28 months, =9 months, 210 months,
211 months, 212 months, 218 months, 22 years, 23 years, 24 years, or 25 years, before

the pancreatic cancer is diagnosed or diagnosable by convention clinical methods.

The contemporary best practice for clinical pancreatic cancer diagnosis will be well known

to the person of skill in the art, however, for a detailed review see Ducreux et al., 2015,

7
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‘Cancer of the pancreas: ESMO Clinical Practice Guidelines for diagnosis, treatment and
follow-up’ Annals of Oncology, 26 (Supplement 5). v66—v68 which is incorporated by
reference herein.

Conventional clinical diagnoses (e.g., “diagnosed by conventional clinical methods”) include
CT scan, ultrasound, endoscopic ultrasound, biopsy (histopathology) and/or physical
examination (e.g., of the abdomen and, possibly, local lymph nodes). In one embodiment
by “conventional clinical diagnoses” (and the like) we include the pancreatic cancer

diagnosis procedures set out in Ducreux et al., 2015, supra.

Conventional clinical diagnoses (and the like) may include or exclude the use of molecular
biomarkers present in bodily fluids (such as blood, serum, interstitial fluid, lymph, urine,
mucus, saliva, sputum, sweat) and or tissues.

It will be appreciated by persons skilled in the art that the early pancreatic cancer may be a

resectable pancreatic cancer.

By “resectable pancreatic cancer” we include or mean that the pancreatic cancer comprises
or consists of tumours that are (and/or are considered) capable of being removed by surgery
(i.e., are resectable). For example, the pancreatic cancer may be limited to the pancreas

(i.e., it does not extend beyond the pancreas and/or have not metastasised).

In one embodiment, the early pancreatic cancer comprises tumours of 30 mm or less in all
dimensions (i.e., in this embodiment individuals with early pancreatic cancer do not
comprise pancreatic cancer tumours of greater than 30 mm in any dimension), for example,
equal to or less than 29mm, 28mm, 27mm, 26mm, 25mm, 24mm, 22mm, 21mm, 20mm, 19
mm, 18 mm, 17 mm, 16 mm, 15 mm, 14 mm, 13 mm, 12 mm, 11 mm, 10 mm, 9 mm, 8 mm,
7 mm, 6 mm, 5 mm, 4 mm, 3 mm, 2 mm, 1 mm or equal to or 0.1 mm in all dimensions.
Alternatively or additionally, the pancreatic cancer tumours of 30 mm or less in all
dimensions are at least 2 mm in one dimension. Alternatively or additionally, the pancreatic

cancer tumours of 30 mm or less in all dimensions are at least 2 mm all dimensions.

it will be appreciated by persons skilled in the art that the methods of the invention will
typically be used to provide an initial diagnosis, for example to identify an individual at risk
of having or developing pancreatic cancer, after which further clinical investigations (such

as biopsy testing, in vivo imaging and the like) may be performed to confirm the diagnosis.
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Alternatively, however, the methods of the invention may be used as a stand-alone

diagnostic test.

By “sample to be tested”, “test sample” or “control sample” we include a tissue or fluid
sample taken or derived from an individual, wherein the sample comprises endogenous
proteins and/or nucleic acid molecules and/or carbohydrate moieties. Preferably the
sample to be tested is provided from a mammal. The mammal may be any domestic or farm
animal. Preferably, the mammal is a rat, mouse, guinea pig, cat, dog, horse or a primate.
Most preferably, the mammal is human.

The sample {0 be tested in the methods of the invention may be a cell, tissue or fluid sample
(or derivative thereof) comprising or consisting of blood (fractionated or unfractionated),
plasma, plasma cells, serum, tissue cells or equally preferred, protein or nucleic acid
derived from a cell or tissue sample. It will be appreciated that the test and control samples
should be derived from the same species. Preferably, test and control samples are matched

for age, gender and/or lifestyle.

In one embodiment, the sample is a pancreatic tissue sample. In an alternative or additional

embodiment, the sample is a sample of pancreatic cells.
Alternatively, the sample may be a blood or serum sample.

In the methods of the invention, step (b) comprises or consists of measuring the presence
and/or amount of one or more biomarker(s) listed in Table A, for example at least 2, 3, 4, 5,
6,7,8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, or all 29
of the biomarkers listed in Table A.

Thus, step (b) may comprise, consist of or exclude measuring the expression of Disks large
homolog 1 (DLG1). Alternatively or additionally, step (b) comprises, consists of or excludes
measuring the expression of Protein kinase C zeta type (PRKCZ). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of
vascular endothelial growth factor (VEGF). Alternatively or additionally, step (b) comprises,
consists of or excludes measuring the expression of Complement C3 (C3). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of
Plasma protease C1 inhibitor (C1INH). Alternatively or additionally, step (b) comprises,
consists of or excludes measuring the expression of Interleukin-4 (IL-4). Alternatively or

additionally, step (b) comprises, consists of or excludes measuring the expression of

9
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Interferon gamma (IFNy). Alternatively or additionally, step (b) comprises, consists of or
excludes measuring the expression of Complement C5 (C5). Alternatively or additionally,
step (b) comprises, consists of or excludes measuring the expression of Protein-tyrosine
kinase 6 (PTK6). Alternatively or additionally, step (b) comprises, consists of or excludes
measuring the expression of Calcineurin B homologous protein 1 (CHP1). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of GTP-
binding protein GEM (GEM). Alternatively or additionally, step (b) comprises, consists of or
excludes measuring the expression of Aprataxin and PNK-like factor (APLF). Alternatively
or additionally, step (b) comprises, consists of or excludes measuring the expression of
Calcium/calmodulin-dependent protein kinase type IV (CAMK4). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of
Membrane-associated guanylate kinase, WW and PDZ domain-containing protein 1
(MAGI). Alternatively or additionally, step (b) comprises, consists of or excludes measuring
the expression of Serine/threonine-protein kinase MARK1 (MARK1). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of
domain zinc finger protein 8 (PRDMS8). Alternatively or additionally, step (b) comprises,
consists of or excludes measuring the expression of Apolipoprotein A1 (APOAT).
Alternatively or additionally, step (b) comprises, consists of or excludes measuring the
expression of Cyclin-dependent kinase 2 (CDK2). Alternatively or additionally, step (b)
comprises, consists of or excludes measuring the expression of HADH2 protein (HADH2).
Alternatively or additionally, step (b) comprises, consists of or excludes measuring the
expression of Interleukin-6 (IL-6). Alternatively or additionally, step (b) comprises, consists
of or excludes measuring the expression of Complement C4 (C4). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of Visual
system homeobox 2 (VSX2 / CHX10). Alternatively or additionally, step (b) comprises,
consists of or excludes measuring the expression of Intercellular adhesion molecule 1
(ICAM-1). Alternatively or additionally, step (b) comprises, consists of or excludes
measuring the expression of Interleukin-13 (IL-13). Alternatively or additionally, step (b)
comprises, consists of or excludes measuring the expression of Lewis x (Lewis x / CD15).
Alternatively or additionally, step (b) comprises, consists of or excludes measuring the
expression of Myomesin-2 (MYOM2). Alternatively or additionally, step (b) comprises,
consists of or excludes measuring the expression of Properdin (Factor P). Alternatively or
additionally, step (b) comprises, consists of or excludes measuring the expression of Sialyl
Lewis x (Sialyl Lewis x). Alternatively or additionally, step (b) comprises, consists of or

excludes measuring the expression of Lymphotoxin-alpha (TNFp).

10
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Thus, step (b) may comprise or consist of measuring the presence and/or amount of one or
more biomarker(s) listed in:

(y  Table A, part (i), for example both of the biomarkers listed in Table A(i); and/or

(i) Table A, part (ii), for example at least 2, 3, 4, 5, 6, 7 or all of the biomarkers
listed in Table A(ii); and/or

(ili) Table A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the biomarkers listed
in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 or all of
the biomarkers listed in Table A(iv).

In a further preferred embodiment, the step (b) may comprise or consist of measuring the

presence and/or amount of one or more of the following biomarker(s):

(i the biomarkers listed in Table A, and Complement C1q (C1q; e.g. Uniprot ID
P02745, 2746 and/or 2747);

(i) the biomarkers listed in Table A, excluding Interleukin-6 (IL-6) and/or GTP-
binding protein GEM (GEM); and/or

(iii) the biomarkers listed in Table A (excluding IL-6 and GEM) and C1q.

In this sense, Complement C1q may be considered as an additional biomarker within
Table A, part (iv) and/or IL-6 and GEM may be considered as biomarkers within Table B
(rather than Table A).

Thus, in alternative embodiments of all the aspects of the invention, references herein to
the biomarkers in Table A may be regarded as being references to biomarkers listed in
Table A (excluding IL-6 and GEM) and C1q. Likewise, references herein to the biomarkers
in Table B may be regarded as being references to biomarkers listed in Table B plus IL-6
and GEM, but excluding C1q.

11
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Advantageously, in the methods of the first aspect of the invention, step (b) comprises or

consists of determining a biomarker signature of the test sample by measuring the presence

and/or amount in the test sample of all of the following biomarkers:

DLG1, PRKCZ, VEGF, C3, C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMKA4,
MAGI, MARK1, PRDM8, APOA1, CDK2, HADHZ2, C4, VSX2 / CHX10, ICAM-1, 1L-13,
Lewis x / CD15, MYOM2, Factor P, Sialyl Lewis x, TNFB and Complement C1q

(optionally including one or more biomarkers from Table B and/or IL-6 and/or GEM,;

see below),

wherein the presence and/or amount in the test sample of said biomarkers is indicative of

the pancreatic cancer-associated disease state in the individual.

It will be appreciated that step (b) may additionally comprise measuring the presence and/or

amount of one or more further biomarkers not listed in Table A, wherein the further

biomarkers may provide additional diagnostic information.

For example, step (b) may comprise or consist of measuring the presence and/or amount

of one or more biomarker(s) listed in Table B.

Short name
AKT3
Angiomotin
ANMS
APOA4
ApoB-100
ARHGC
B-galactosidase
BIRC2

BTK

C1q
CA19-9
CD40

CENTG1
CSNK1E
Cystatin C
DCNL1

TABLE B

Full name

RAC-gamma serine/threonine-protein kinase
Angiomotin

Protein arginine N-methyltransferase 5
Apolipoprotein A4

Apolipoprotein B-100

Rho guanine nucleotide exchange factor 12
Beta-galactosidase

Baculoviral IAP repeat-containing protein 2
Tyrosine-protein kinase BTK

Complement C1q

CA19-9

CD40
Arf-GAP with GTPase, ANK repeat and PH domain-
containing protein 2

Casein kinase | isoform epsilon
Cystatin C
DCN1-like protein 1

12
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DLG2
DLG4
DPOLM
DUSP7
Eotaxin
FASN
FER

GAK
GLP-1R
GM-CSF
GNAI3
GORS2
GPRK5
Her2/ErbB2
HLA-DR/DP
igM

IL-10
IL-11
IL-12
IL-16
IL-18
IL-1a
IL-1b
IL-1ra
IL-2

IL-3

IL-5

IL-7

IL-8

IL-9
Integrin a-10
ITCH
JAK3
Keratin 19
KIAA0882
KKCC1
KSYK
Leptin
Lewis y
LIN7A
MAP2K2
MAP2K6
MAPK1
MAPKS8
MCP-1
MCP-4

PCT/EP2018/052423

Disks large homolog 2

Disks large homolog 4

DNA-directed DNA/RNA polymerase mu
Dual specificity protein phosphatase 7
Eotaxin

FASN protein

Tyrosine-protein kinase Fer

GAK protein

Glucagon-like peptide 1 receptor
GM-CSF

Guanine nucleotide-binding protein G(k) subunit alpha
Golgi reassembly-stacking protein 2

G protein-coupled receptor kinase 5
Receptor tyrosine-protein kinase erbB-2
HLA-DR/DP

IgM

Interleukin-10

Interleukin-11

Interleukin-12

Interleukin-16

Interleukin-18

Interleukin-1a

Interleukin-1b

Interleukin-tra

Interleukin-2

Interleukin-3

Interleukin-5

Interleukin-7

Interleukin-8

Interleukin-9

Integrin alpha-10

E3 ubiquitin-protein ligase ltchy homolog
Tyrosine-protein kinase JAK3

Keratin, type | cytoskeletal 19

TBC1 domain family member 9
Calcium/calmodulin-dependent protein kinase 1
Tyrosine-protein kinase SYK

Leptin

Lewis y

Protein lin-7 homolog A

Dual specificity mitogen-activated protein kinase 2
Dual specificity mitogen-activated protein kinase 6
Mitogen-activated protein kinase 1
Mitogen-activated protein kinase 8

C-C motif chemokine 2

C-C motif chemokine 13

13
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Mucin-1 Mucin-1
NOS1 Nitric oxide synthase, brain
OSBPL3 Oxysterol-binding protein-related protein 3
oTu6GB OTU domain-containing protein 6B
OTuUB1 Ubiquitin thioesterase OTUB1
oTuB2 Ubiquitin thioesterase OTUB2
PAK4 Serine/threonine-protein kinase PAK 4
PAK5 Serine/threonine-protein kinase PAK 7
PARP6 Partitioning defective 6 homolog beta
PGAMS5 Serine/threonine-protein phosphatase PGAMS5, mitochondrial
PRKG2 cGMP-dependent protein kinase 2

Procathepsin W

Cathepsin W

PSA Prostate-specific antigen

PTN13 Tyrosine-protein phosphatase non-receptor type 13
PTPN1 Tyrosine-protein phosphatase non-receptor type 1
PTPRD Receptor-type tyrosine-protein phosphatase delta
PTPRJ Receptor-type tyrosine-protein phosphatase eta
PTPRK Receptor-type tyrosine-protein phosphatase kappa
PTPRN2 Receptor-type tyrosine-protein phosphatase N2
PTPRT Receptor-type tyrosine-protein phosphatase T
RANTES C-C motif chemokine 5 :

RPS6KA2 Ribosomal protein S6 kinase alpha-2

SHCA1 SHC-transforming protein 1

Sox11a Transcription factor SOX-11

SPDLY Protein Spindly

TGF-b1 Transforming growth factor beta-1

TNF-a Tumor necrosis factor

TNFRSF14 Tumor necrosis factor receptor superfamily member 14
TNFRSF3 Tumor necrosis factor receptor superfamily member 3
UBP7 Ubiquitin carboxyl-terminal hydrolase 7

UCHL5 Ubiquitin carboxyl-terminal hydrolase isozyme L5
UPF3B Regulator of nonsense transcripts 3B

For example, step (b) may comprise or consist of measuring the presence and/or amount
ofatleast2, 3,4,5,6,7, 8, 9, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85,
90 or all of the biomarkers in Table B.

In one embodiment of the invention, the method is for the diagnosis of early stage pancreatic

cancer (e.g., stage | and/or stage Il PDAC versus healthy).

For example, step (b) may comprise or consist of measuring the presence and/or amount
of one or more biomarker(s) listed in Table A, for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10,
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11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28 or all of the biomarkers
in Table A.

Alternatively, or in addition, step (b) may comprise or consist of measuring the presence
and/or amount of one or more biomarker(s) listed in Table C, for example at least 2, 3, 4, 5,
6,7,8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 or all of the biomarkers
in Table C.

TABLE C

Selected biomarkers for classification between non-cancerous and PDAC stages | and I

Score Rank Protein Name

1 Plasma protease C1 inhibitor

2 interleukin-4

3 Protein-tyrosine kinase 6

4 Complement C3

5 Serine/threonine-protein kinase MARK1

8 HADHZ protein

7 Properdin

8 Compilement C4

9 Cyclin-dependent kinase 2

10 interferon gamma

11 Calcium/caimodulin-dependent protein kinase kinase 1
12 Complement C5

13 Vascular endothelial growth factor

14 Visual system homeobox 2

15 PR domain zinc finger protein 8

16 Interceliular adhesion molecule 1

17 Ubiquitin carboxyl-terminal hydrolase isozyme LS
18 interieukin-6

19 Myomesin-2
20 Aprataxin and PNK-like factor

21 Apolipoprotein A1

22 Regulator of nonsense transcripts 3B
23 Lumican

24 Interieukin-8

25 -C motif chemokine 13

In an alternative embodiment of the invention, the method is for the diagnosis of late stage

pancreatic cancer (e.g., stage Il and/or stage IV PDAC versus healthy).
For example, step (b) may comprise or consist of measuring the presence and/or amount
of one or more biomarker(s) listed in Table D, for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10,

11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23 or all of the biomarkers in Table D.
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TABLE D
Selected biomarkers for classification between non-cancerous and PDAC stages Il and
v

Score Rank Protein Name

1 Plasma protease C1 inhibitor

2 Interleukin-4

3 Complement C3

4 Properdin

5 Complement C4

B Sialyl Lewis x

7 Calcineurin B homologous protein 1
8 HADH2 protein

g Protein-tyrosine kinase 6

10 Apolipoprotein Al

11 C-C motif chemokine 13

12 Membrane-associated guanylate kinase, WW and PDZ domain-containing protein 1
13 Lymphotoxin-alpha

14 Disks large homolog 1

15 Protein kinase C zeta type

16 interleukin-13

17 Complement C5

18 Serine/threonine-protein kinase MARK1
19 GTPR-binding protein GEM

20 ight

21 interleukin-8

22  Vascular endothelial growth factor
23 Interleukin-6

24 interleukin-g

In a further embodiment of the invention, the method is for differentiating pancreatic cancer

from chronic pancreatitis.

For example, step (b) may comprise or consist of measuring the presence and/or amount
of one or more biomarker(s) listed in:

(i) Table A, part (i), for example both of the biomarkers listed in Table A(i); and/or

(i) Table A, part (ii), for example at least 2, 3, 4, 5, 6, 7 or all of the biomarkers
listed in Table A(ii); and/or

(iii) Tabie A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the biomarkers listed
in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 or all of
the biomarkers listed in Table A(iv).
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It will be appreciated that step (b) may additionally comprise measuring the presence and/or
amount of one or more further biomarkers not listed in Table A, wherein the further

biomarkers may provide additional diagnostic information.

For example, step (b) may comprise or consist of measuring the presence and/or amount
of one or more biomarker biomarkers selected from the group consisting of IL-4, C4,
MAPK9, C1INH, VEGF, PTPRD, KCC4, TNF-a, C1q and BTK.

In a further embodiment of the invention, the method is for detecting intraductal papillary
mucinous neoplasms (IPMN) in an individual. In other words, the methods may enable a
patient with IPMN to be differentiated from an individual without IPMN, e.g. a healthy
individual. In one embodiment, the IPMN lesions are malignant.

For example, step (b) may comprise or consist of measuring the presence and/or amount

of one or more biomarker(s) listed in:

(iy Table A, part (i), for example both of the biomarkers listed in Table A(i); and/or

(i) Table A, part (ii), for example at least 2, 3, 4, 5, 6, 7 or all of the biomarkers
listed in Table A(ii); and/or

(i) Table A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the biomarkers listed
in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 or all of
the biomarkers listed in Table A(iv).

It will be appreciated that step (b) may additionally comprise measuring the presence and/or
amount of one or more further biomarkers, such as those listed in Tables B, C and/or D,

wherein the further biomarkers may provide additional diagnostic information.

In one preferred embodiment of the first aspect of the invention, step (b) comprises
measuring the presence and/or amount of all of the biomarkers listed in Table A, e.g. at the
protein level. Use of this ‘full’ consensus biomarker signature allows the diagnosis of

pancreatic cancer (e.g., PDAC) at any stage, including early stages of the disease.
It will be appreciated by persons skilled in the art that, in addition to measuring the

biomarkers in a sample from an individual to be tested, the methods of the invention may

also comprise measuring those same biomarkers in one or more control samples.
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Thus, in one embodiment, the method further comprises or consists of the steps of:

(c) providing one or more (negative) control samples from:
(i) an individual not afflicted with pancreatic cancer; and/or
(i) an individual afflicted with pancreatic cancer, wherein the sample was
of a different stage to that of that the test sample; and/or |
(iii) an individual afflicted with chronic pancreatitis; and
(d) determining a biomarker signature of the one or more control samples by
measuring the presence and/or amount in the control sample of the one or more
biomarkers measured in step (b);

wherein the pancreatic cancer-associated disease state is identified in the event that the
presence and/or amount in the test sample of the one or more biomarkers measured in
step (b) is different from the presence and/or amount in the control sample of the one or
more biomarkers measured in step (d).

By “is different to the presence and/or amount in a control sample” we include that the
presence and/or amount of the one or more biomarker(s) in the test sample differs from that
of the one or more control sample(s) (or to predefined reference values representing the
same). Preferably, the presence and/or amount in the test sample differs from the presence
or amount in one or more control sample(s) (or mean of the control samples) by at least
15%, for example, at least 6%, 7%, 8%, +9%, +10%, +11%, £12%, +13%, +14%, +15%,
1+16%, £17%, £18%, £19%, 220%, +21%, £22%, +23%, +24%, +25%, +26%, +27%, +28%,
+29%, £30%, £31%, £32%, 33%, +34%, +35%, £+36%, +37%, +38%, +39%, +40%, +41%,
+42%, £43%, £44%, £45%, +41%, +42%, +43%, +44%, +55%, £60%, +65%, +66%, +67%,
+68%, £69%, £70%, £71%, x72%, £73%, £74%, £75%, £76%, +77%, +78%, +79%, +80%,
181%, +82%, £83%, £84%, +85%, +86%, +87%, +88%, +89%, +90%, +91%, +92%, +93%,
194%, £95%, £96%, £97%, +98%, +99%, £100%, +125%, +150%, £175%, +200%, +225%,
+250%, +275%, £300%, +350%, +400%, +500% or at least £1000% of the one or more

control sample(s) (e.g., the negative control sample).

Alternatively or additionally, the presence or amount in the test sample differs from the mean
presence or amount in the control samples by at least >1 standard deviation from the mean
presence or amount in the control samples, for example, 21.5, 22, 23, 24, =5, 26, 27, 28,
29, 210, 211, 212, 213, 214 or 215 standard deviations from the mean presence or amount
in the control samples. Any suitable means may be used for determining standard deviation

(e.g., direct, sum of square, Welford’s), however, in one embodiment, standard deviation is
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determined using the direct method (i.e., the square root of [the sum the squares of the

samples minus the mean, divided by the number of samples]).

Alternatively or additionally, by “is different to the presence and/or amount in a control
sample” we include that the presence or amount in the test sample does not correlate with
the amount in the control sample in a statistically significant manner. By “does not correlate
with the amount in the control sample in a statistically significant manner” we mean or
include that the presence or amount in the test sample correlates with that of the control
sample with a p-value of >0.001, for example, >0.002, >0.003, >0.004, >0.005, >0.01,
>0.02, >0.03, >0.04 >0.05, >0.06, >0.07, >0.08, >0.09 or >0.1.  Any suitable means for

~ determining p-value known to the skilled person can be used, including z-test, t-test,

Student's t-test, f-test, Mann-Whitney U test, Wilcoxon signed-rank test and Pearson's chi-
squared test.

in one embodiment, the method of the invention may further comprise or consist of the steps
of:

(e) providing one or more (positive) control sample from;
(i) an individual afflicted with pancreatic cancer (i.e., a positive control);
and/or
(ify an individual afflicted with pancreatic cancer, wherein the sample was
of the same stage to that of that the test sample; and
(f) determining a biomarker signature of the control sample by measuring the
presence and/or amount in the control sample of the one or more biomarkers

measured in step (b);

wherein the pancreatic cancer-associated disease state is identified in the event that the
presence and/or amount in the test sample of the one or more biomarkers measured in step
(b) corresponds to the presence and/or amount in the control sample of the one or more
biomarkers measured in step (f).

Thus, the methods of the invention may comprise steps (c) + (d) and/or steps (e) + (f).

By “corresponds to the presence and/or amount in a control sample” we include that the
presence and/or amount is identical to that of a positive control sample; or closer to that of
one or more positive control sample than to one or more negative control sample (or to

predefined reference values representing the same). Preferably the presence and/or
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amount is within £40% of that of the one or more control sample (or mean of the control
samples), for example, within £39%, +38%, +37%, +36%, +35%, +34%, +33%, +32%,
1£31%, £30%, £29%, £28%, +27%, +26%, +25%, £24%, £23%, £22%, £21%, +20%, £19%,
£18%, £17%, £16%, £15%, £14%, £13%, £12%, £11%, £10%, £9%, 8%, 7%, 6%, £5%,
4%, £3%, 2%, +1%, +£0.05% or within 0% of the one or more control sample (e.g.,‘the

positive control sample).

Alternatively or additionally, the difference in the presence or amount in the test sample is
<5 standard deviation from the mean presence or amount in the control samples, for
example, 4.5, <4, <3.5, <3, 2.5, <2, =1.5,1.4, 1.3, <1.2,21.1, =1, <0.9, 0.8, <0.7, <0.6,
<0.5, 0.4, <0.3, £0.2, 0.1 or 0 standard deviations from the from the mean presence or
amount in the control samples, provided that the standard deviation ranges for differing and

corresponding biomarker expressions do not overlap (e.g., abut, but no not overlap).

Alternatively or additionally, by “corresponds to the presence and/or amount in a control
sample” we include that the presence or amount in the test sample correlates with the
amount in the control sample in a statistically significant manner. By “correlates with the
amount in the control sample in a statistically significant manner” we mean or include that
the presence or amount in the test sample correlates with the that of the control sample with
a p-value of £0.05, for example, <0.04, <0.03, <0.02, <0.01, <0.005, <0.004, <0.003, <0.002,
<0.001, =0.0005 or <0.0001.

Differential expression (up-regulation or down regulation) of biomarkers, or lack thereof, can
be determined by any suitable means known to a skilled person. Differential expression is
determined to a p value of a least less than 0.05 (p = < 0.05), for example, at least <0.04,
<0.03, <0.02, <0.01, <0.009, <0.005, <0.001, <0.0001, <0.00001 or at least <0.000001. For

example, differential expression may be determined using a support vector machine (SVM).
[n one embodiment, the SVM is, or is derived from, the SVM described in Tabie 6, below.

It will be appreciated by persons skilied in the art that differential expression may relate to
a single biomarker or to multiple biomarkers considered in combination (i.e., as a biomarker
signature). Thus, a p value may be associated with a single biomarker or with a group of
biomarkers. Indeed, proteins having a differential expression p value of greater than 0.05
when considered individually may nevertheless still be useful as biomarkers in accordance
with the invention when their expression levels are considered in combination with one or

more other biomarkers.
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As exemplified in the accompanying Example, the expression of certain proteins in a tissue,
blood, serum or plasma test sample may be indicative of pancreatic cancer in an individual.
For example, the relative expression of certain serum proteins in a single test sample may
be indicative of the presence of pancreatic cancer in an individual.

In an alternative or additional embodiment, the presence and/or amount in the test sample
of the one or more biomarkers measured in step (b) may be compared against
predetermined reference values representative of the measurements in steps (d) and/or (f),
i.e., reference negative and/or positive control values.

As detailed above, the methods of the invention may also comprise measuring, in one or
more negative or positive control samples, the presence and/or amount of the one or more
biomarkers measured in the test sample in step (b).

For example, one or more negative control samples may be from an individual who was
not, at the time the sample was obtained, afflicted with:

(a) a pancreatic cancer, for example adenocarcinoma (e.g., pancreatic ductal
adenocarcinoma or tubular papillary pancreatic adenocarcinoma), pancreatic
sarcoma, malignant serous cystadenoma, adenosquamous carcinoma, signet ring
cell carcinoma, hepatoid carcinoma, colloid carcinoma, undifferentiated carcinoma,
and undifferentiated carcinomas with osteoclast-like giant cells; and/or

(b) a non-cancerous pancreatic disease or condition, for example acute pancreatitis,
chronic pancreatitis and autoimmune pancreatitis; and/or

(c) any other disease or condition.

Thus, the negative control sample may be obtained from a healthy individual.

Likewise, one or more positive control samples may be from an individual who, at the time
the sample was obtained, was afflicted with a pancreatic cancer, for example
adenocarcinoma (e.g., pancreatic ductal adenocarcinoma or tubular papillary pancreatic
adenocarcinoma), pancreatic sarcoma, malignant serous cystadenoma, adenosquamous
carcinoma, signet ring cell carcinoma, hepatoid carcinoma, colloid carcinoma,

undifferentiated carcinoma, and undifferentiated carcinomas with osteoclast-like giant cells;
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and/or a non-cancerous pancreatic disease or condition, for example acute pancreatitis,

chronic pancreatitis and autoimmune pancreatitis; and/or any other disease or condition.

In one preferred embodiment of the first aspect of the invention, the method is repeated on
the individual. Thus, steps (a) and (b) may be repeated using a sample from the same
individual taken at different time to the original sample tested (or the previous method
repetition). Such repeated testing may enable disease progression to be assessed, for
example to determine the efficacy of the selected treatment regime and (if appropriate) to
select an alternative regime to be adopted.

Thus, in one embodiment, the method is repeated using a test sample taken between 1 day
to 104 weeks to the previous test sample(s) used, for example, between 1 week to 100
weeks, 1 week to 90 weeks, 1 week to 80 weeks, 1 week to 70 weeks, 1 week to 60 weeks,
1 week to 50 weeks, 1 week to 40 weeks, 1 week to 30 weeks, 1 week to 20 weeks, 1 week
to 10 weeks, 1 week to 9 weeks,1 week to 8 weeks, 1 week to 7 weeks, 1 week to 6 weeks,

1 week to 5 weeks, 1 week to 4 weeks, 1 week {o 3 weeks, or 1 week to 2 weeks.

Alternatively or additionally, the method may be repeated using a test sample taken every
period from the group consisting of: 1 day, 2 days, 3 day, 4 days, 5 days, 6 days, 7 days,
10 days, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6 weeks, 7 weeks, 8 weeks, 9 weeks, 10
weeks, 15 weeks, 20 weeks, 25 weeks, 30 weeks, 35 weeks, 40 weeks, 45 weeks, 50
weeks, 55 weeks, 60 weeks, 65 weeks, 70 weeks, 75 weeks, 80 weeks, 85 weeks, 90
weeks, 95 weeks, 100 weeks, 104, weeks, 105 weeks, 110 weeks, 115 weeks, 120 weeks,
125 weeks and 130 weeks.

Alternatively or additionally, the method may be repeated at least once, for example, 2
times, 3 times, 4 times, 5 times, 6 times, 7 times, 8 times, 9 times, 10 times, 11 times, 12
times, 13 times, 14 times, 15 times, 16 times, 17 times, 18 times, 19 times, 20 times, 21
fimes, 22 times, 23, 24 times or 25 times.

Alternatively or additionally, the method is repeated continuously.
In one embodiment, the method is repeated until pancreatic cancer is diagnosed and/or

staged in the individual using the methods of the present invention and/or conventional

clinical methods (i.e., until confirmation of the diagnosis is made).
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Suitable conventional clinical methods are well known in the art. For example, those
methods described in Ducreux ef al., 2015, ‘Cancer of the pancreas: ESMO Clinical Practice
Guidelines for diagnosis, treatment and follow-up’ Annals of Oncology, 26 (Supplement 5):
v56—v68 and/or Freelove & Walling, 2006, ‘Pancreatic Cancer: Diagnosis and Management’
American Family Physician, 73(3):485-492 which are incorporated herein by reference.
Thus, the pancreatic cancer diagnosis may be confirmed using one or more method
selected from the group consisting of computed tomography (preferably dual-phase helical
computed tomography); transabdominal ultrasonography; endoscopic ultrasonography-
guided fine-needle aspiration; endoscopic retrograde cholangio-pancreatography; positron

emission tomography; magnetic resonance imaging; physical examination; and biopsy.

Alternatively and/or additionally, the pancreatic cancer diagnosis may be confirmed using
known biomarker signatures for the diagnosis of pancreatic cancer. For example, the
pancreatic cancer may be diagnosed with one or more biomarker or diagnostic method
described in the group consisting of: WO 2008/117067 A9; WO 2012/120288 A2; and
WO 2015/067969 A2.

In one preferred embodiment of the methods of the invention, step (a) comprises providing
a serum sample from an individual to be tested and/or step (b) comprises measuring in the
sample the expression of the protein or polypeptide of the one or more biomarker(s). Thus,

a biomarker signature for the sample may be determined at the protein level.

In such an embodiment, step (b), (d) and/or step (f) may be performed using one or more
first binding agents capable of binding to a biomarker (i.e., protein) listed in Table A. 1t will
be appreciated by persons skilled in the art that the first binding agent may comprise or
consist of a single species with specificity for one of the protein biomarkers or a plurality of

different species, each with specificity for a different protein biomarker.

Suitable binding agents (also referred to as binding molecules) can be selected from a

library, based on their ability to bind a given target molecule, as discussed below.

In one preferred embodiment, at least one type of the binding agents, and more typically all
of the types, may comprise or consist of an antibody or antigen-binding fragment of the

same, or a variant thereof.

Methods for the production and use of antibodies are well known in the art, for example see
Antibodies: A Laboratory Manual, 1988, Harlow & Lane, Cold Spring Harbor Press, ISBN-
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13: 978-0879693145, Using Antibodies: A Laboratory Manual, 1998, Harlow & Lane, Cold
Spring Harbor Press, ISBN-13: 978-0879695446 and Making and Using Antibodies: A
Practical Handbook, 2006, Howard & Kaser, CRC Press, ISBN-13: 978-0849335280 (the

disclosures of which are incorporated herein by reference).

Thus, a fragment may contain one or more of the variable heavy (V1) or variable light (V)
domains. For example, the term antibody fragment includes Fab-like molecules (Better et
al (1988) Science 240, 1041); Fv molecules (Skerra et al (1988) Science 240, 1038); single-
chain Fv (scFv) molecules where the Vy and V. partner domains are linked via a flexible
oligopeptide (Bird et al (1988) Science 242, 423; Huston et al (1988) Proc. Natl. Acad. Sci.
USA 85, 5879) and single domain antibodies (dAbs) comprising isolated V domains (Ward
et al (1989) Nature 341, 544).

For example, the binding agent(s) may be scFv molecules.

The term “antibody variant” includes any synthetic antibodies, recombinant antibodies or
antibody hybrids, such as but not limited to, a single-chain antibody molecule produced by
phage-display of immunoglobulin light and/or heavy chain variable and/or constant regions,
or other immunointeractive molecule capable of binding to an antigen in an immunoassay
format that is known to those skilled in the art.

A general review of the techniques involved in the synthesis of antibody fragments which
retain their specific binding sites is to be found in Winter & Milstein (1991) Nature 349, 293-
299.

Molecular libraries such as antibody libraries (Clackson et al, 1991, Nature 352, 624-628;
Marks et al, 1991, J Mol Biol 222(3): 581-97), peptide libraries (Smith, 1985, Science
228(4705): 1315-7), expressed cDNA libraries (Santi et al (2000) J Mol Biol 296(2): 497-
508), libraries on other scaffolds than the antibody framework such as affibodies
(Gunneriusson et al, 1999, Appl Environ Microbiol 65(9): 4134-40) or libraries based on
aptamers (Kenan et al, 1999, Methods Mol Biol 118, 217-31) may be used as a source from
which binding molecules that are specific for a given motif are selected for use in the

methods of the invention.

Conveniently, the binding agent(s) may be immobilised on a surface (e.g., on a multiwell

plate or array); see Example below.
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In one embodiment of the methods of the invention, step (b), (d) and/or step (f) is performed
using an assay comprising a second binding agent capable of binding to the one or more
biomarkers, the second binding agent comprising a detectable moiety. For example, an
immobilised (first) binding agent may initially be used to ‘trap’ the protein biomarker on to
the surface of a microarray, and then a second binding agent may be used to detect the

‘trapped’ protein.

The second binding agent may be as described above in relation to the (first) binding agent,

such as an antibody or antigen-binding fragment thereof.

It will be appreciated by skilled person that the one or more biomarkers (e.g., proteins) in
the test sample may be labelled with a detectable moiety, prior to performing step (b).
Likewise, the one or more biomarkers in the control sample(s) may be labelled with a
detectable moiety.

Alternatively, or in addition, the first and/or second binding agents may be labelled with a
detectable moiety.

By a “detectable moiety” we include the meaning that the moiety is one which may be
detected and the relative amount and/or location of the moiety (for example, the location on
an array) determined.

Suitable detectable moieties are well known in the art. For example, the detectable moiety
may be selected from the group consisting of: a fluorescent moiety; a luminescent moiety;

a chemiluminescent moiety; a radioactive moiety; an enzymatic moiety.

In one preferred embodiment, the detectable moiety is biotin.

Thus, the detectable moiety may be a fluorescent and/or luminescent and/or
chemiluminescent moiety which, when exposed to specific conditions, may be detected.
For example, a fluorescent moiety may need to be exposed to radiation (i.e., light) at a
specific wavelength and intensity to cause excitation of the fluorescent moiety, thereby

enabling it to emit detectable fluorescence at a specific wavelength that may be detected.

Alternatively, the detectable moiety may be an enzyme which is capable of converting a

(preferably undetectable) substrate into a detectable product that can be visualised and/or
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detected. Examples of suitable enzymes are discussed in more detail below in relation to,
for example, ELISA assays.

In a further alternative, the detectable moiety may be a radioactive atom which is useful in
imaging. Suitable radioactive atoms include **™Tc and 2| for scintigraphic studies. Other
readily detectable moieties include, for example, spin labels for magnetic resonance
imaging (MRI) such as '3l again, *'I, ""'In, "F, 13C, ®N, 7O, gadolinium, manganese or
iron. Clearly, the agent to be detected (such as, for example, the one or more biomarkers
in the test sample and/or control sample described herein and/or an antibody molecule for
use in detecting a selected protein) must have sufficient of the appropriate atomic isotopes
in order for the detectable moiety to be readily detectable.

Preferred assays for detecting serum or plasma proteins include enzyme linked
immunosorbent assays (ELISA), radioimmunoassay (RIA), immunoradiometric assays
(IRMA) and immunoenzymatic assays (IEMA), including sandwich assays using
monoclonal and/or polyclonal antibodies. Exemplary sandwich assays are described by
David et al in US Patent Nos. 4,376,110 and 4,486,530, hereby incorporated by reference.
Antibody staining of cells on slides may be used in methods well known in cytology
laboratory diagnostic tests, as well known to those skilled in the art.

Conveniently, the assay is an ELISA (Enzyme Linked Immunosorbent Assay) which
typically involves the use of enzymes giving a coloured reaction product, usually in solid
phase assays. Enzymes such as horseradish peroxidase and phosphatase have been
widely employed. A way of amplifying the phosphatase reaction is to use NADP as a
substrate to generate NAD which now acts as a coenzyme for a second enzyme system.
Pyrophosphatase from Escherichia coli provides a good conjugate because the enzyme is
not present in tissues, is stable and gives a good reaction colour. Chemi-luminescent

systems based on enzymes such as luciferase can also be used.

ELISA methods are well known in the art, for example see The ELISA Guidebook (Methods
in Molecular Biology), 2000, Crowther, Humana Press, ISBN-13: 978-0896037281 (the
disclosures of which are incorporated by reference).

Alternatively, conjugation with the vitamin biotin is frequently used since this can readily be

detected by its reaction with enzyme-linked avidin or streptavidin to which it binds with great

specificity and affinity.
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In one preferred embodiment, step (b), (d) and/or step (f) may be performed using an array.

Arrays per se are well known in the art. Typically, they are formed of a linear or two-
dimensional structure having spaced apart (i.e. discrete) regions (“spots”), each having a
finite area, formed on the surface of a solid support. An array can also be a bead structure
where each bead can be identified by a molecular code or colour code or identified in a
continuous flow. Analysis can also be performed sequentially where the sample is passed
over a series of spots each adsorbing the class of molecules from the solution. The solid
support is typically glass or a polymer, the most commonly used polymers being cellulose,
polyacrylamide, nylon, polystyrene, polyvinyl chloride or polypropylene. The solid supports
may be in the form of tubes, beads, discs, silicon chips, microplates, polyvinylidene
difluoride (PVDF) membrane, nitrocellulose membrane, nylon membrane, other porous
membrane, non-porous membrane (e.g. plastic, polymer, perspex, silicon, amongst others),
a plurality of polymeric pins, or a plurality of microtitre wells, or any other surface suitable
for immobilising proteins, polynucleotides and other suitable molecules and/or conducting
an immunoassay. The binding processes are well known in the art and generally consist of
cross-linking covalently binding or physically adsorbing a protein molecule, polynucleotide
or the like to the solid support. By using well-known techniques, such as contact or non-
contact printing, masking or photolithography, the location of each spot can be defined. For
reviews see Jenkins, R.E., Pennington, S.R. (2001, Proteomics, 2,13-29) and Lal et al
(2002, Drug Discov Today 15;7(18 Suppl):S143-9).

Typically, the array is a microarray. By “microarray” we include the meaning of an array of
regions having a density of discrete regions of at least about 100/cm?, and preferably at
least about 1000/cm?. The regions in a microarray have typical dimensions, e.g., diameters,
in the range of between about 10-250 pm, and are separated from other regions in the array

by about the same distance. The array may also be a macroarray or a nanoarray.

Once suitable binding molecules (discussed above) have been identified and isolated, the
skilled person can manufacture an array using methods well known in the art of molecular
biology.

Examples of array formats are described below in the Example and references cited therein;

e.g., see Steinhauer et al., 2002; Wingren and Borrebaeck, 2008; Wingren et al., 2005,

Delfani et al., 2016 (the disclosure of which are incorporated herein by reference).
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Thus, in an exemplary embodiment the method comprises:

(i) labelling biomarkers present in the sample (e.g., serum) with biotin;

(i) contacting the biotin-labelled proteins with an array comprising a piurality of
scFv immobilised at discrete locations on its surface, the scFv having
specificity for one or more of the proteins in Table A;

(iii) contacting the biotin-labelled proteins (immobilised on the surface-bound
scFv) with a streptavidin conjugate comprising a fluorescent dye; and

(iv) detecting the presence of the dye at discrete locations on the array surface

wherein the expression of the dye on the array surface is indicative of the expression of a
biomarker from Table A in the sample.

In an alternative embodiment, step (b), (d) and/or (f) comprises measuring the expression

of a nucleic acid molecule encoding the one or more biomarkers.

The nucleic acid molecule may be a gene expression intermediate or derivative thereof,
such as a mRNA or cDNA.

Thus, measuring the expression of the one or more biomarker(s) in step (b), (d) and/or (f)
may be performed using a method selected from the group consisting of Southern
hybridisation, Northern hybridisation, polymerase chain reaction (PCR), reverse
transcriptase PCR (RT-PCR), quantitative real-time PCR (qRT-PCR), nanoarray,

microarray, macroarray, autoradiography and in situ hybridisation.

For example, measuring the expression of the one or more biomarker(s) in step (b), (d)
and/or (f) may be performed using one or more binding moieties, each individually capable
of binding selectively to a nucleic acid molecule encoding one of the biomarkers identified
in Table A.

Conveniently, the one or more binding moieties each comprise or consist of a nucleic acid
molecule, such as DNA, RNA, PNA, LNA, GNA, TNA or PMO.

Advantageously, the one or more binding moieties are 5 to 100 nucleotides in length. For

example, 15 to 35 nucleotides in length.
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It will be appreciated that the nucleic acid-based binding moieties may comprise a
detectable moiety.

Thus, the detectable moiety may be selected from the group consisting of: a fluorescent
moiety; a luminescent moiety; a chemiluminescent moiety; a radioactive moiety (for
example, a radioactive atom); or an enzymatic moiety.

Alternatively or additionally, the detectable moiety may comprise or consist of a radioactive
atom, for example selected from the group consisting of technetium-99m, iodine-123,
iodine-125, iodine-131, indium-111, fiuorine-19, carbon-13, nitrogen-15, oxygen-17,

phosphorus-32, sulphur-35, deuterium, tritium, rhenium-186, rhenium-188 and yttrium-90.

Alternatively or additionally, the detectable moiety of the binding moiety may be a
fluorescent moiety.

In a further embodiment, the nucleic acid molecule is a circulating tumour DNA molecule
(ctDNA).

Methods suitable for detecting ctDNA are now well-established; for example, see Lewis et
al., 2016, World J Gastroenterol. 22(32): 7175-7185, and references cited therein (the

disclosures of which are incorporated herein by reference).

As detailed above, the sample provided in step (a) (and/or in step (c) and/or (e)) may be
selected from the group consisting of unfractionated blood, plasma, serum, tissue fluid,
pancreatic tissue, milk, bile and urine.

Conveniently, the sample provided in step (a), (¢) and/or (e) is serum.

By appropriate selection of some or all of the biomarkers in Table A, optionally in conjunction
with one or more further biomarkers, the methods of the invention exhibit high predictive

accuracy for diagnosis of pancreatic cancer.
Thus, the predictive accuracy of the method, as determined by an ROC AUC value, may be

at least 0.50, for example at least 0.55, 0.60, 0.65, 0.70, 0.75, 0.80, 0.85, 0.90, 0.95, 0.96,
0.97, 0.98 or at least 0.99.
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Thus, in one embodiment, the predictive accuracy of the method, as determined by an ROC
AUC value, is at least 0.90.

In the methods of the invention, the ‘raw’ data obtained in step (b) (and/or in step (d) and/or
(e)) undergoes one or more analysis steps before a diagnosis is reached. For example, the

raw data may need to be standardised against one or more control values (i.e., normalised).

Typically, diagnosis is performed using a support vector machine (SVM), such as those
available from http://cran.r-project.org/web/packages/e107 1/index.html (e.g. 1071 1.5-24).
However, any other suitable means may also be used.

Support vector machines (SVMs) are a set of related supervised learning methods used for
classification and regression. Given a set of training examples, each marked as belonging
to one of two categories, an SVM training algorithm builds a model that predicts whether a
new example falls into one category or the other. Intuitively, an SVM model is a
representation of the examples as points in space, mapped so that the examples of the
separate categories are divided by a clear gap that is as wide as possible. New examples
are then mapped into that same space and predicted to belong to a category based on
which side of the gap they fall on.

More formally, a support vector machine constructs a hyperplane or set of hyperplanes in
a high orinfinite dimensional space, which can be used for classification, regression or other
tasks. Intuitively, a good separation is achieved by the hyperplane that has the largest
distance to the nearest training data points of any class (so-called functional margin), since
in general the larger the margin the lower the generalization error of the classifier. For more
information on SVMs, see for example, Burges, 1998, Data Mining and Knowledge
Discovery, 2:121-167.

In one embodiment of the invention, the SVM is ‘trained’ prior to performing the methods of
the invention using biomarker profiles from individuals with known disease status (for
example, individuals known to have pancreatic cancer, individuals known to have acute
inflammatory pancreatitis, individuals known to have chronic pancreatitis or individuals
known to be healthy). By running such training samples, the SVM is able to learn what
biomarker profiles are associated with pancreatic cancer. Once the training process is
complete, the SVM is then able to determine whether or not the biomarker sample tested is

from an individual with pancreatic cancer.
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However, this training procedure can be by-passed by pre-programming the SVM with the
necessary training parameters. For example, diagnoses can be performed according to the
known SVM parameters using the SVM algorithm detailed in Table 6, based on the

measurement of any or all of the biomarkers listed in Table A.

it will be appreciated by skilled persons that suitable SVM parameters can be determined
for any combination of the biomarkers listed in Table A by training an SVM machine with
the appropriate selection of data (i.e. biomarker measurements from individuals with known
pancreatic cancer status). Alternatively, the data of the Examples and figures may be used
to determine a particular pancreatic cancer-associated disease state according to any other
suitable statistical method known in the art.

Preferably, the method of the invention has an accuracy of at least 60%, for example 61%,
62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, 77%,
78%, 79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98%, 99% or 100% accuracy.

Preferably, the method of the invention has a sensitivity of at least 60%, for example 61%,
62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, 77%,
78%, 79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98%, 99% or 100% sensitivity.

Preferably, the method of the invention has a specificity of at least 60%, for example 61%,
62%, 63%, 64%, 65%, 66%, 67%, 68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, 77%,
78%, 79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98%, 99% or 100% specificity.

By “accuracy” we mean the proportion of correct outcomes of a method, by “sensitivity” we
mean the proportion of all pancreatic cancer positive sample that are correctly classified as
positives, and by “specificity” we mean the proportion of all pancreatic cancer negative
samples that are correctly classified as negatives.

Signal intensities may be quantified using any suitable means known to the skilled person,
for example using Array-Pro (Media Cybernetics). Signal intensity data may be normalised
(i.e., to adjust technical variation). Normalisation may be performed using any suitable
method known to the skilled person. Alternatively or additionally, data are normalised using

the empirical Bayes algorithm ComBat (Johnson et al., 2007).
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Further statistical analysis of the refined data may be performed using methods well-known
in the art, such as PCA, g-value calculation by ANOVA, and/or fold change calculation in
Qlucore Omics Explorer.

As described above, a first (‘training’) data set may be used to identify a combination of
biomarkers, e.g. from Table A, to serve as a biomarker signature for the diagnosis of
pancreatic cancer. Mathematical analysis of the training data set may be performed using
known algorithms (such as a backward elimination, or BE, algorithm) to determine the most
suitable biomarker signatures. The predictive accuracy of a given biomarker combination
(signature) can then be verified against a new (‘verification’) data set. Such methodology
is described in detail in the Example.

It will be appreciated by persons skilled in the art that the individual(s) tested may be of any
ethnicity or geographic origin. Alternatively, the individual(s) tested may be of a defined
sub-population, e.g., based on ethnicity and/or geographic origin. For example, the
individual(s) tested may be Caucasian and/or Chinese (e.g., Han ethnicity).

Typically, the sample(s) provided in step (a), (c) and/or (e) are provided before treatment of
the pancreatic cancer (e.g., resection, chemotherapy, radiotherapy).

In one embodiment, the individual(s) being tested suffers from one or more condition
selected from the group consisting of chronic pancreatitis, hereditary pancreatic ductal

adenocarcinoma and Peutz-Jeghers syndrome.

The pancreatic cancer to be diagnosed may be selected from the group consisting of
adenocarcinoma, adenosquamous carcinoma, signet ring cell carcinoma, hepatoid
carcinoma, colloid carcinoma, undifferentiated carcinoma, and undifferentiated carcinomas
with osteoclast-like giant cells. Preferably, the pancreatic cancer is a pancreatic
adenocarcinoma. More preferably, the pancreatic cancer is pancreatic ductal

adenocarcinoma, also known as exocrine pancreatic cancer.
One preferred embodiment of the first aspect of the invention includes the additional step,

following positive diagnosis of the individual with a pancreatic cancer, of providing the

individual with pancreatic cancer therapy.
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Thus, a related aspect of the invention provides a method of treatment of an individual with

a pancreatic cancer comprising the following steps:

(a) diagnosing an individual as having a pancreatic cancer using a method according
to the first aspect of the invention; and

(b) treating the individual so diagnosed with a pancreatic cancer therapy (for example,
see Thota ef al.,, 2014, Oncology 28(1):70-4, the disclosures of which are
incorporated herein by reference).

The pancreatic cancer therapy may be selected from the group consisting of surgery,
chemotherapy, immunotherapy, chemoimmunotherapy, thermochemotherapy,
radiotherapy and combinations thereof. For example, the pancreatic cancer therapy may
be AC chemotherapy; Capecitabine and docetaxel chemotherapy (Taxotere ®); CMF
chemotherapy; Cyclophosphamide; EC chemotherapy; ECF chemotherapy; E-CMF
chemotherapy (Epi-CMF); Eribulin (Halaven®); FEC chemotherapy; FEC-T chemotherapy;
Fluorouracil (5FU); GemCarbo chemotherapy; Gemcitabine (Gemzar ®); Gemcitabine and
cisplatin chemotherapy (GemCis or GemCisplat); GemTaxol chemotherapy; idarubicin
(Zavedos ®); Liposomal doxorubicin (DaunoXome ®); Mitomycin (Mitomycin C Kyowa ®);
Mitoxantrone; MM chemotherapy; MMM chemotherapy; Paclitaxel (Taxol ®); TAC
chemotherapy; Taxotere and cyclophosphamide (TC) chemotherapy; Vinblastine (Velbe ®);
Vincristine (Oncovin ®); Vindesine (Eldisine ®); and Vinorelbine (Navelbine ®).

Accordingly, a further aspect of the invention provides an antineoplastic agent (or
combination thereof) for use in treating pancreatic cancer wherein the dosage regime

thereof is determined based on the results of the method of the first aspect of the invention.

A related aspect of the invention provides the use of an antineoplastic agent (or combination
thereof) in treating pancreatic cancer wherein the dosage regime thereof is determined
based on the results of the method of the first aspect of the invention.

A further related aspect of the invention provides the use of an antineoplastic agent (or
combination thereof) in the manufacture of a medicament for treating pancreatic cancer
wherein the dosage regime thereof is determined based on the results of the method of the

first aspect of the invention.
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Thus, the present invention also provides a method of treating pancreatic cancer comprising
administering to a patient an effective amount of an antineoplastic agent (or combination
thereof) wherein the amount of antineoplastic agent (or combination thereof) effective to
treat the pancreatic cancer is determined based on the results of the method of the first
aspect of the invention.

In one embodiment, the antineoplastic agent comprises or consists of an alkylating agent
(ATC code L01a), an antimetabolite (ATC code L01b), a plant alkaloid or other natural
product (ATC code L0O1c), a cytotoxic antibiotic or a related substance (ATC code L01d), or
another antineoplastic agent (ATC code LO1x).

Hence, in one embodiment the antineoplastic agent comprises or consists of an alkylating
agent selected from the group consisting of a nitrogen mustard analogue (for example
cyclophosphamide, chlorambucil, melphalan, chlormethine, ifosfamide, trofosfamide,
prednimustine or bendamustine) an alkyl sulfonate (for example busulfan, treosulfan, or
mannosulfan) an ethylene imine (for example thiotepa, triaziquone or carboquone) a
nitrosourea (for example carmustine, lomustine, semustine, streptozocin, fotemustine,
nimustine or ranimustine) an epoxides (for example etoglucid) or another alkylating agent

(ATC code L01ax, for example mitobronitol, pipobroman, temozolomide or dacarbazine).

In another embodiment the antineoplastic agent comprises or consists of an antimetabolite
selected from the group consisting of a folic acid analogue (for example methotrexate,
raltitrexed, pemetrexed or pralatrexate), a purine analogue (for example mercaptopurine,
tioguanine, cladribine, fludarabine, clofarabine or nelarabine) or a pyrimidine analogue (for
example cytarabine, fluorouracil (5-FU), tegafur, carmofur, gemcitabine, capecitabine,
azacitidine or decitabine).

In a still further embodiment the antineoplastic agent comprises or consists of a plant
alkaloid or other natural product selected from the group consisting of a vinca alkaloid or a
vinca alkaloid analogue (for example vinblastine, vincristing, vindesine, vinorelbine or
vinflunine), a podophyllotoxin derivative (for example etoposide or teniposide) a colchicine
derivative (for example demecolcine), a taxane (for example paclitaxel, docetaxel or
paclitaxel poliglumex) or another plant alkaloids or natural product (ATC code LO1cx, for

example trabectedin).

In one embodiment the antineoplastic agent comprises or consists of a cytotoxic antibiotic

or related substance selected from the group consisting of an actinomycine (for example
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dactinomycin), an anthracycline or related substance (for example doxorubicin,
daunorubicin, epirubicin, aclarubicin, zorubicin, idarubicin, mitoxantrone, pirarubicin,
valrubicin, amrubicin or pixantrone) or another (ATC code LO1dc, for example bleomycin,

plicamycin, mitomycin or ixabepilone).

In a further embodiment the antineoplastic agent comprises or consists of an antineoplastic
agent selected from the group consisting of a platinum compound (for example cisplatin,
carboplatin, oxaliplatin, satraplatin or polyplatillen) a methylhydrazine (for example
procarbazine) a monoclonal antibody (for example edrecolomab, rituximab, trastuzumab,
alemtuzumab, gemtuzumab, cetuximab, bevacizumab, panitumumab, catumaxomab or
ofatumumab) a sensitizer used in photodynamic/radiation therapy (for example porfimer
sodium, methyl aminolevulinate, aminolevulinic acid, temoporfin or efaproxiral) or a protein
kinase inhibitor {for example imatinib, gefitinib, erlotinib, sunitinib, sorafenib, dasatinib,
lapatinib, nilotinib, temsirolimus, everolimus, pazopanib, vandetanib, afatinib, masitinib or
toceranib).

In a stili further embodiment the antineoplastic agent comprises or consists of an
antineoplastic agent selected from the group consisting of amsacrine, asparaginase,
altretamine, hydroxycarbamide, lonidamine, pentostatin, miltefosine, masoprocol,
estramustine, tretinoin, mitoguazone, topotecan, tiazofurine, irinotecan (camptosar),
alitretinoin, mitotane, pegaspargase, bexarotene, arsenic trioxide, denileukin diftitox,
bortezomib, celecoxib, anagrelide, oblimersen, sitimagene ceradenovec, vorinostat,

romidepsin, omacetaxine mepesuccinate, eribulin or folinic acid.

In one embodiment the antineoplastic agent comprises or consists of a combination of one
or more antineoplastic agent, for example, one or more antineoplastic agent defined herein.
One example of a combination therapy used in the treatment of pancreatic cancer is
FOLFIRINOX which is made up of the following four drugs:

s FOL —folinic acid (leucovorin);
s F —fluorouracil (5-FU);
» IRIN —irinotecan (Camptosar); and

o OX - oxaliplatin (Eloxatin).

Thus, by combining certain optional embodiments from the above-described methods, the
invention may provide a method for diagnosing and treating pancreatic adenocarcinoma

(e.g. stage | or I1) in an individual, said method comprising:
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(a) obtaining or providing a serum or plasma sample for a human patient;

(b) detecting whether one or more (e.g. all) of the protein biomarkers from
Table A is/are present in the sample (e.g. by contacting the sample with one
or more antibodies, or antigen-binding fragments thereof, each having
specificity for one of the biomarkers and detecting binding of said antibodies
or fragments to said biomarkers);

(c) diagnosing the patient with pancreatic adenocarcinoma (e.g. stage | or Ii)
based on the amount of the one or more protein biomarkers in the sample;
and

(d) administering an effective amount of a chemotherapeutic agent
(e.g. gemcitabine) to the diagnosed patient and/or surgically removing the

pancreas, in whole or in part, and/or administering radiotherapy.

It will be appreciated that step (b) may, for example, comprise determining the presence
and/or amount in the sample of all the biomarkers listed in Table A (excluding IL-6 and
GEM) together with C1q. This step may comprise the use of an array, as described herein,
e.g. comprising a plurality of scFv having specificity the biomarkers immobilised on the
surface of an array plate.

It will be appreciated that step (c) may comprise one or more further clinical investigations
(such as testing a biopsy sample and/or in vivo imaging of the patient) in order to confirm

or establish the diagnosis.

It will be appreciated that step (d) may comprise administration of combinations of

chemotherapeutic agent and/or surgery and/or radiotherapy.

In one preferred embodiment, the patient is diagnosed with resectable pancreatic
adenocarcinoma (e.g. stage | or Il) and step (d) comprises surgical removal of the pancreas
in whole orin part (e.g. using the Whipple procedure to remove the pancreas head or a total
pancreatectomy) combined with chemotherapy (e.g. gemcitabine and/or 5-fluorouracil). It
will be appreciated that the chemotherapy may be administered before and/or after the
surgery.

In one embodiment, such methods permit the diagnosis of early stage pancreatic
adenocarcinoma prior to the phenotypic presentation of the disease (i.e. before observable
clinical symptoms develop). Thus, the methods may be used to diagnose pancreatic

adenocarcinoma in asymptomatic patients, especially those at high risk of developing
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pancreatic cancer such as those with a family history of the disease, tobacco smokers,
obese individuals, diabetics, and individuals with a chronic pancreatitis, chronic hepatitis B
infection, cholelithiasis and/or an associated genetic predisposition (e.g. Peutz-Jeghers
syndrome, familial atypical multiple mole melanoma syndrome, Lynch syndrome, BRCA1
mutations and/or BRCA2 mutations). Effective monitoring of such high risk individuals can
enable early diagnosis of pancreatic adenocarcinoma and so greatly increase the chances

of survival.

Another aspect of the invention provides a method for treating a pancreatic cancer-
associated disease state in a subject comprising or consisting of administering a pancreatic
cancer therapy to a subject, wherein said subject has a biomarker signature of the present
invention indicating the presence of the pancreatic cancer-associated disease state in the
subject. The pancreatic cancer therapy may be resection, chemotherapy, and/or
radiotherapy. In one embodiment, the pancreatic cancer therapy comprises the

administration of at least one antineoplastic agent, as described hereinabove.

The method may further comprise (e.g. prior to treating) measuring the presence and/or
amount in a test sample of one or more biomarker(s) selected from the group defined in
Table A (e.g. all the biomarker in Table A). The method may comprise determining a
biomarker signature of a test sample from the subject (e.g. prior to treating), as described
hereinabove.

Another aspect of the invention provides a method for detecting a biomarker signature of
clinical significance (e.g. of diagnostic and/or prognostic value) in or of a biological sample
(e.g. a serum sample), the method comprising steps (a) and (b) as defined above in relation
to the first aspect of the invention. Preferably, the biomarker signature comprises or
consists of all of the biomarkers in Table A.

A further aspect of the invention provides an array for diagnosing or determining a
pancreatic cancer-associated disease state in an individual comprising an agent or agents
(such as any of the above-described binding agents) for detecting the presence in a sample
of one or more of the biomarkers defined in Table A.

Thus, the array is suitable for performing a method according to the first aspect of the
invention.
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The array comprises one or more binding agents capable (individually or collectively) of
binding to one or more of the biomarkers defined in Table A, either at the protein level or
the nucleic acid level.

In one preferred embodiment, the array comprises one or more antibodies, or antigen-
binding fragments thereof, capable (individually or collectively) of binding to one or more of
the biomarkers defined in Table A at the protein level. For example, the array may comprise
scFv molecules capable (collectively) of binding to all of the biomarkers defined in Table A
at the protein level.

In an alternative embodiment, the array comprises one or more antibodies, or antigen-
binding fragments thereof, capable (individually or collectively) of binding to the following
biomarkers:
DLG1, PRKCZ, VEGF, C3, C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMKA4,
MAGI!, MARK1, PRDM8, APOA1, CDK2, HADH2, C4, VSX2 / CHX10, ICAM-1, I1L-13,
Lewis x / CD15, MYOMZ, Factor P, Sialyl Lewis x, TNFf and Complement C1q
(optionally including one or more biomarkers from Table B and/or IL-6 and/or GEM).
It will be appreciated that the array may comprise one or more positive and/or negative
control samples. For example, conveniently the array comprises bovine serum albumin as
a positive control sample and/or phosphate-buffered saline as a negative control sample.
Conveniently, the array comprises one or more, e.g. all, of the antibodies in Table 7.
Advantageously, the array comprises one or more, e.g. all, of the antibodies in Table 8.
A further aspect of the invention provides use of one or more biomarkers selected from the

group defined in Table A as a biomarker for determining a pancreatic cancer associated
disease states in an individual.

For example, all of the biomarkers (e.g. proteins) defined in Table A may be used together

as a diagnostic signature for determining the presence of pancreatic cancer in an individual.
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A further aspect of the invention provides a kit for diagnosing or determining a pancreatic

cancer-associated disease state in an individual comprising:

(a) an array according to the invention, or components for making the same; and
(b) instructions for performing the method as defined above (e.g., in the first aspect

of the invention).

A further aspect of the invention provides a use of one or more binding moieties to a
biomarker as described herein (e.g. in Table A) in the preparation of a kit for diagnosing or
determining a pancreatic cancer-associated disease state in an individual. Thus, multiple
different binding moieties may be used, each targeted to a different biomarker, in the
preparation of such as kit. In one embodiment, the binding moiety is an antibody or antigen-
binding fragment thereof (e.g. scFv), as described herein.

A further aspect of the invention provides a method of treating pancreatic cancer in an

individual comprising the steps of;

(a) determining a pancreatic cancer associated disease state according to the
method defined in any the first aspect of the invention; and

(b) providing the individual with pancreatic cancer therapy.

For example, the pancreatic cancer therapy may be selected from the group consisting of
surgery (e.g., resection), chemotherapy, immunotherapy, chemoimmunotherapy and

thermochemotherapy (see above).

A further aspect of the invention provides a computer program for operating the methods
the invention, for example, for interpreting the expression data of step (c) (and subsequent
expression measurement steps) and thereby diagnosing or determining a pancreatic
cancer-associated disease state. The computer program may be a programmed SVM. The
computer program may be recorded on a suitable computer-readable carrier known to
persons skilled in the art. Suitable computer-readable-carriers may include compact discs
(including CD-ROMs, DVDs, Blu-ray and the like), floppy discs, flash memory drives, ROM
or hard disc drives. The computer program may be installed on a computer suitable for

executing the computer program.

Preferred, non-limiting examples which embody certain aspects of the invention will now

bé described, with reference to the following figures:
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Figure 1. Classification of individual PDAC stages in the Scandinavian cohort

Data shown are derived when all 349 antibodies were used to classify NC from patient
samples of different PDAC stages, using SVM LOO cross validation. The results are
presented with ROC-curves and their corresponding AUC-values for (A) stage I, (B) stage
I, (C) stage lll, and (D) stage IV PDAC.

Figure 2. Classification of PDAC stages in the Scandinavian cohort, using biomarker
signatures

Utilizing data from the Scandinavian study, predictive models based on frozen SVM were
built. Two biomarker signatures were defined, using the backward elimination algorithm, for
classification of (A) NC samples from PDAC stage l/ll, and (B) PDAC stage HI/IV,
respectively. The results are presented as ROC-curves and their corresponding AUC-

values.

Figure 3. Validation of the consensus signature in stage 1/l PDAC from the US cohort.
The consensus signature generated from the Scandinavian cohort was validated in the
independent US cohort, by classifying (A) NC vs. PDAC stage I/ll patients, and (B) PDAC
stage I/l patients vs. chronic pancreatitis patients. The results are presented as
representative ROC-curves and their corresponding AUC-values.

Figure 4. Serum markers that are differentially expressed between different PDAC
stages

Serum markers that were differentially expressed over progression from stage | to IV were
identified by multigroup ANOVA. Presented are the most significant markers. Roman
numerals indicate PDAC stage. *: p < 0.05, g > 0.05 and **: p < 0.05, q < 0.05

Figure 5. Influence of diabetes on NC vs. PDAC classification accuracy
Decision values from an SVM model that had been trained on NC vs. PDAC were used to
analyse differences between diabetic and non-diabetic PDAC samples in the discovery

cohort. Significance values were calculated, using the Wilcoxon signed-rank test.

Figure 6 Classification of IPMN stages from NC samples
The consensus signature was used to classify NC vs. the different IPMN stages. All IPMN
samples from the US cohort were fed into an SVM model that had been trained on NC vs.
PDAC. Significance values were calculated, using the Wilcoxon signed-rank test. The
generated p-values were: NC vs. PDAC: 2.23 x 10'8; PDAC vs benign IPMN: 0.029; PDAC
vs borderline IPMN: 0.284; PDAC vs malignant IPMN: 0.401.
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EXAMPLE

Abstract

Background

Pancreatic ductal adenocarcinoma (PDAC) has a poor prognosis with a 5-year survival of
less than 10% due to diffuse symptoms leading to late stage diagnosis. The survival could
increase significantly if localized tumours can be detected earlier. Multiparametric analysis
of blood samples was used to derive a novel biomarker signature of early stage PDAC. The
signature was developed from a large cohort of well-defined early stage (I/Il) PDAC patients
and subsequently validated in an independent patient cohort.

Methods

A recombinant antibody microarray platform was utilized to decipher a biomarker serum
signature associated with PDAC. The discovery study was a case/control study from
Scandinavia, consisting of 16 stage |, 132 stage Il, 65 stage Ill, 230 stage 1V patients and
888 controls. The identified biomarker signature was subsequently validated in an
independent US case/control study cohort with 15 stage 1, 75 stage I, 15 stage llI, 38 stage
IV patients and 219 controls.

Resulis

Using the Scandinavian case/control study, signatures were created discriminating samples
derived from stage I/ll and stage 1lI/IV patients vs. controls with ROC-AUC values of 0.96
and 0.98, respectively. Subsequently, a consensus signature consisting of 29 biomarkers
was generated based on all PDAC stages and control samples. This signature was then
validated in an independent US case/control study and produced a ROC-AUC value of 0.96
using samples collected from PDAC stage VIl patients.

Conclusion

The validated serum signature detected early stage localized PDAC with high sensitivity

and specificity, thus paving the way for earlier diagnosis.

41



10

15

20

25

30

35

WO 2018/141804 PCT/EP2018/052423

Abbreviations

ANOVA, Analysis of variance; AUC, Area under the curve; BE, Backward elimination; CP,
Chronic pancreatitis; CV, Coefficient of variance; GO, gene ontology; IPMN, Intraductal
papillary mucinous neoplasms (IPMN); LOO, Leave-one-out; MT-PBS, Phosphate buffered
saline with 1% milk and 1% Tween-20; NC, Normal controls; PBS, Phosphate buffered
saline; NPV, negative predictive value; PPV, positive predictive value; PBST, Phosphate
buffered saline with 1% Tween-20; PCA, principal component analysis; PDAC, Pancreatic
ductal adenocarcinoma; ROC, Receiver operating characteristic; RT, Room temperature;

scFv, Single-chain fragment variable; SVM, Support vector machine
Introduction

In this study, PDAC stage I-1V patients were analysed in a large retrospective Scandinavian
cohort followed by validation in an independent US cohort, aiming at identifying stage I/lI

associated PDAC biomarkers in a simple blood sample.

Methods

Study designs

The two retrospective studies, performed on PDAC serum samples collected in Scandinavia
and the US, were conducted according to the Standards for Reporting Diagnostic Accuracy
Studies (STARD)?. PDAC staging was performed according to the American Joint
Committee on Cancer (AJCC) guidelines. Blood samples from patients with pancreatic
cancer were collected and processed at time of diagnosis, before operation or start of
chemotherapy. Blood samples from normal controls (NC) were collected, using the same
standard operating procedure (SOP). In both cases, 5 ulk of the serum samples was
subsequently used for the analysis, utilizing a recombinant antibody microarray platform
comprised of 349 human recombinant scFvs directed against 156 antigens (Table 5) (see
Supplement Methods, below). The rationale was to target the systemic response to disease
as well as the tumor secretome. Consequently, the selected biomarkers were mainly
involved in immunoregulation.

Demographics of study cohorts

The Scandinavian cohort comprised 443 PDAC cases, 888 NC, and 8 intraductal papillary

mucinous neoplasms (IPMN) (Table 1). The cases were diagnostic, and the overall
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resection rate was around 15%. Sixteen PDAC samples were from stage |, 132 were from
stage I, 65 were from stage lll, and 230 were from stage IV patients (Table 1). Of the eight
IPMN samples, five were benign and three were malignant.

The US cohort comprised 143 PDAC, 57 chronic pancreatitis (CP), and 20 IPMN cases as
well as 219 NC (Table 1). Fifteen of the PDAC samples were from stage |, 75 were from
stage I, 15 were from stage lll, and 38 were from stage 1V patients (Table 1). Of the 20
IPMN cases eight were benign, five were borderline, and seven were malignant. The cases
were diagnostic, and the overall resection rate was 18-20%.

Results

Affinity proteomics offer some atiractive features, such as delivering a highly sensitive assay
using minute volumes of sample. The present approach was based on a recombinant
antibody microarray platform comprised of 349 human recombinant scFvs directed against
156 antigens (Table 5). Since the focus was to interrogate the systemic response to PDAC,
as well as its secretome, the selected antibodies targeted mainly antigens involved in
immunoregulation. Two patient cohorts — one Scandinavian and one North American —
including well defined early stage PDAC were utilized to identify and validate a biomarker

signature for detection of stage I/ll cancer.

First, to interrogate the robustness of the data set in the Scandinavian case/control
discovery study, serum samples derived from patients with different PDAC stages were
compared to matched healthy controls, using a LOO cross validation strategy. The results
demonstrated that the different PDAC stages could be discriminated with high accuracy.
The AUC values for NC vs. stages IA, 1B, lIA, IIB, Ill, and IV were 0.91, 1.0, 0.99, 0.98, 0.99,
and 0.98, respectively (Figure 1). Of note, when using information derived from all

antibodies on the array the resulting AUC levels, except for stage 1A, reached 0.98 or higher.

Classifying PDAC stage l/Il with a defined biomarker signature

In order to identify the smallest biomarker signature, discriminating PDAC stage I/1l from
NC with optimal predictive power, the SVM-based Backward Elimination algorithm was
applied on the Scandinavian sample cohort? 28, Using this approach, biomarkers that do
not improve the classification are eliminated resulting in identification of the signature
providing the highest possible predictive power separating stage /Il vs. NC. This analysis

resulted in a signature comprising only the highest ranked individual biomarkers (Table 4)
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and the obtained AUC value for stage I/ll vs. NC was 0.96 (Figure 2A), correlating to a
specificity/sensitivity combination of 94/95% for NC vs. stage l/ll. For comparative reasons,
the obtained AUC value for stage HI/IV vs. NC was 0.98 (Figure 2B). These values are
based on an investigation of the statistical robustness and classification model stability,
where four randomly generated training/test sets were used, resulting in a mean AUC value
of 0.963 (range 0.94 - 0.98) for the classification of NC vs. PDAC stage l/ll. The
corresponding value for NC vs. stage Ill/IV was 0.985 (range 0.98 — 0.99). Of note, the
highest predictive signature did not include e.g. CA19-9, a Sialyl Lewis A antigen commonly

involved in analysis of PDAC, since it did not contribute with enough orthogonal information.
Validating the detection of early stage I/ll PDAC in an independent patient cohort

To obtain the highest predictive accuracy in the validation study, the highest ranked
biomarkers (Table 4) were combined to obtain a consensus signature, consisting of 29
biomarkers (Table 2). To validate the consensus signature for detection of early stage l/li
PDAC patients, this signature was tested in a consecutive validation study, using samples
derived from a completely independent US cohort. This validation analysis demonstrated a
highly accurate discrimination of PDAC stage l/ll vs. NC, with a ROC-AUC value of 0.963
(range 0.94-0.98), based on the thrée training sets (Figure 3A). This correlates to an optimal
specificity/sensitivity combination of 95/93% for stage I/ll. Corresponding optimal ROC-AUC
value for stage Il/IV was 0.97 and for stage I-IV was 91/91%.

The capability to discriminate chronic pancreatitis from PDAC was also analysed, since
differential diagnosis of pancreatitis vs. PDAC is a potential confounding clinical factor.
Classification analysis of chronic pancreatitis from PDAC stage /Il samples resulted in an
optimal ROC-AUC value of 0.84 (Figure 3B).

Influence of diabetes and jaundice on classification of early stage PDAC

The influence of diabetes on the classification accuracy was also investigated. In the
Scandinavian cohort, 103 (23.3%) of the PDAC patients were diabetic (Table 3), while 38
(26.6%) of the PDAC patients in the US cohort had diabetes, at time of sample collection
(Table 3). Newly onset diabetes (NOD), comprised 26.2% of the diabetic patients (n=37),
in both cohorts. Decision values from the SVM model were used to analyze any significant
differences between diabetic and non-diabetic PDAC samples in the discovery cohort. This
analysis indicated that diabetes, including NOD, is not a confounding factor in the
classification of NC vs. PDAC (p=0.47 and 0.96, respectively) (Figure 3). The same
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approach applied on the validation cohort indicated that jaundice is not to a confounding
factor (p=0.21).

Individual serum markers associated with different PDAC stages

Individual biomarkers displaying a temporal expression pattern associated with progression
from stage | to IV were also analyzed. By interrogating the data with multigroup ANOVA
several biomarkers were identified that were differentially expressed in early vs. late stage
PDAC patients. These included disks large homolog 1, PRDMS, and MAGI-1, which all
displayed increased expression in later stages, while properdin, lymphotoxin-alpha, and IL-
2 was more highly expressed in the early stages of PDAC (Figure 4). Of note, all these
biomarkers, except IL-2, were also present in the consensus signature (Table 2).

Classifying intraductal papillary mucinous neoplasm with the validated biomarker signature

IPMNs frequently progress to invasive cancer if left untreated. Consequently, it is of clinical
interest to detect such lesions so that they can be monitored by imaging, since this may
present an opportunity for early resection of premalignant lesions. Consequently, the
consensus signature was tested for its applicability to discriminate different stages of IPMN
vs. NC. Twenty IPMN samples derived from the US patient cohort (Table 1) were classified,
using the validated biomarker signature. Of note, the signature classified the borderline and
malignant IPMNs as having a cancer profile, while benign IPMNs were classified as non-
PDAC (p=0.029) (Figure 6).

Discussion

The key finding in this study is that a proteomic multiparametric analysis, using minute
volumes of serum could discriminate patients with early stage 1/ll PDAC from controls with
high accuracy. The clinical utility and intended use of such a diagnostic approach would
potentially be several fold, e.g. surveillance of (i) high-risk patients, such as hereditary
PDAC, chronic pancreatitis, and Peutz-Jeghers syndrome patients; (i) late onset diabetic
patients over the age of 50 years, who have up to eight times increased risk for acquiring
PDAC within the first three years of diabetes®® 3!, and (iii) patients with vague abdominal

symptoms, back pain, and weight loss.

WHO has proposed that millions of cancer patients could be saved from premature death if

diagnosed and treated earlier. To achieve this, more advanced diagnostic approaches have
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to be developed and applied to earlier detection of particularly lethal cancers such as PDAC.
Despite the fact that the evolutionary trajectory of PDAC disease progression is discussed®*
34 the available clinical data today supports the conclusion that earlier diagnosis leads to
an overall survival benefit of asymptomatic patients, due to an increased frequency of
resectable tumors* &' 3% To demonstrate clinical utility for early diagnosis for PDAC, the
test has to display a low frequency of false positives, since this would otherwise inevitably
lead to undesired consequences for the patient including anxiety, overtreatment, and
increased costs. With this risk in mind, we have performed a large proteomic study on
PDAC, including over 1700 case/control samples, and analysed 156 serum proteins derived
either from the tumor secretome or from a systemic immune response. To determine clinical
utility of a biomarker signature in a population, the prevalence of PDAC affects both the
positive predictive value (PPV) (the probability that a positive test indicates disease) and
the negative predictive value (NPV) (the probability that a negative test indicates absence
of disease). In our US validation cohort, the results suggest that with a specificity as high
as 99%, in patients with a higher risk than the general public for PDAC, e.g. first-degree
relatives (prevalence 3.75%), and newly onset diabetic patients over 55 years of age
(prevalence 1.0%)%, the PPV/NPV would be 0.75/0.99 and 0.46/1.0, respectively. This
signature, yielding the highest specificity/sensitivity for discriminating stage Il from
controls, did not include CA19-9, an antigen commonly involved in analysis of PDAC, either
alone or in combination with other markers™. in fact, CA19-9 was analyzed on the antibody
microarray but was not selected, since it did not contribute with enough orthogonal

information during the backward elimination process.

Since newly onset diabetes in patients over 55 years of age has a significant increased risk
of acquiring PDAC? this can be considered as an early indication of cancer, which could
lead to early detection of asymptomatic, early stage PDAC?®. Diagnosis of diabetic patients
with PDAC would consequently be of importance, since it would contribute to increased
resectability and an increased survival in these patients. Consequently, we tested the
consensus biomarker signature for its ability to discriminate between diabetic PDAC
patients and PDAC without diagnosed diabetes. A support vector machine analysis, based
on in total 141 diabetic patients with PDAC from both cohorts, of which 26.2% displayed
newly onset diabetes, demonstrated no significant difference between samples derived
from diabetic versus non-diabetic PDAC patients (Figure 5). This implies that the validated

biomarker signature potentially could contribute to clinically rule-out PDAC in diabetic
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patients, although this has to be demonstrated in a clinical study focusing on diabetic
patients.

Differential diagnosis of PDAC vs. pancreatitis is sometimes difficult but in a previous study
we demonstrated that late stage PDAC could be distinguished from different pancreatic
inflammatory indications?”. A follow-up study was previously performed on different
pancreatitis subtypes, such as acute, chronic, and autoimmune pancreatitis, where
biomarkers associated with these subtypes could be identified and distinguished from
PDAC?®. Even though the number of chronic pancreatitis samples is limited in the current
study, we could demonstrate that chronic pancreatitis could be discriminated from early
stage I/l PDAC, now with a ROC-AUC of 0.84 (Figure 3B). Furthermore, correct
classification of premalignant lesions of the pancreas (IPMN) represents a considerable
clinical value. The present consensus biomarker signature could discriminate samples
derived from patients with pathologically staged benign IPMNs from patients with stage /11
PDAC (Figure 6), while borderline and malignant staged IPMNs were classified as cancer
associated and could thus not be discriminated from PDAC. The limitation is that these
results are based on a fairly low number of clinical samples but could potentially contribute
to the detection of these difficult-to-diagnose lesions, when validated in a larger IPMN
case/control study.

Relevant to cancer progression are gradual changes in the tumor microenvironment that
can reflect back on the biomarker content in blood. Consequently, the data acquired here
was used to identify markers whose expression pattern varied with stage progression, i.e.
showed different levels in samples derived from early or late stage PDAC patients.
Interestingly, all proteins displayed in Figure 4, except IL-2, were present in the consensus
signature (Table 2). Among the markers that displayed the most significantly increased
expression from early to late stage PDAC was DLG1 (disks large homolog 1), a multi-
functional scaffolding protein that interacts with e.g. APC, B-catenin, and PTEN to regulate
cell proliferation, cytokinesis, migration, and adhesion. Although a candidate tumor
suppressor DLG1 has been reported to exhibit oncogenic functions*, potentially supported
by the present upregulation in late stage PDAC. MAGI-1 (membrane-associated guanylate
kinase, WW and PDZ domain-containing protein 1), also exhibited an increased expression
in samples derived from late stage PDAC patients and is a scaffolding protein with proposed
functions in epithelial cell-to-cell adhesion. Cancer related information in the literature is
scarce, but MAGI-1 has been reported to inhibit both apoptosis and stimulate cell
proliferation in HPV-induced malignancy*'. PRDM8 (PR domain zinc finger protein 8), also

known as BLIMP-1, was increased in samples from late stage patients. This DNA-binding
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protein regulates e.g. neural and steroid-related transcription, and is a regulator of
tumorigenesis in pituitary adenomas, where it most likely contributes to increased tumor
invasiveness*. This is consistent with our observation of its increased expression in late
stage patient samples. Furthermore, lymphotoxin-alpha showed a lower expression in late
stage samples. Lymphotoxin-alpha is produced by TH1 type T-cells to induce phagocyte
binding to endothelial cells. Some polymorphisms of this protein contribute to increased risk
for developing adenocarcinoma®, although mapping previously has shown low protein
expression in pancreatic cancer, a finding that could explain its decreased expression
during PDAC progression in our study*. The positive complement regulator properdin also
showed decreased expression in samples from late stage PDAC patients. Properdin
supports inflammation and phagocytosis via boosting of the alternative pathway of
complement. Although inherently complex, complement activation is generally recognized
as protective against cancer. Not only does inhibition of complement activation typically
promote cancer cell immune evasion, it has also been shown to hamper the efficacy of
cancer immunotherapy* %. Decreased expression of properdin is consistent with the
immune evasion observed in PDAC. Interleukin-2 (IL-2) exhibited decreased expression in
samples from late stage patients. IL-2 stimulates growth and response of activated T-cells
and is used in immunotherapy against e.g. renal carcinoma and malignant melanoma.
Several studies show that IL-2 treatment in combination with conventional therapy can
attenuate pancreatic cancer progression*” “8, Further study of serum proteins that are
associated with PDAC progression could potentially reveal mechanistic information on the
biology of disease progression.

In summary, this study has succeeded in identifying and validating a biomarker signature
based on two large case/control studies of PDAC patients. The findings show that this
biomarker signature can detect samples derived from stage I/ll PDAC patients with high
accuracy, indicating the possibility to diagnose pancreatic cancer at an earlier stage, using

a serum biomarker signature.
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Table 2. Consensus validation signature

Protein
Apolipoprotein A1
Aprataxin and PNK-like factor

Calcineurin B homologous protein 1

Calcium/calmodulin-dependent protein kinase type IV

Complement C3
Complement C4
Complement C5
Cyclin-dependent kinase 2
Disks large homolog 1
GTP-binding protein GEM
HADHM2 protein
Intercellular adhesion molecule
Interferon gamma
Interleukin-13

Interleukin-4

Interleukin-6

Lewis x
Lymphotoxin-alpha

1

PCT/EP2018/052423

Membrane-associated guanylate kinase, WW and PDZ domain-containing

protein 1

Myomesin-2

Plasma protease C1 inhibitor
PR domain zinc finger protein 8
Properdin

Protein kinase C zeta type

Protein-tyrosine kinase 6

Serine/threonine-protein kinase MARK1

Sialyl Lewis x

Vascular endothelial growth factor

Visual system homeobox 2
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Supplemental Information

Methods

Demographics of study cohorts

The controls for the Scandinavian cohort were obtained from the Copenhagen General
Population Study and were matched for gender, age, smoking habits, alcohol intake, and
date of blood sampling. Two controls were matched per case. None of the controls had
developed pancreatic cancer during a 5-year follow-up. Gender balance was 57:43 (%)
men vs. women in PDAC patients and 58:42 (%) men vs. women in NC. The median age
of the PDAC and NC subjects were both 68 years. Tobacco use was defined as current or
past regular use, while alcohol abuse was defined as current or past abuse. Based on
guidelines from the Danish Health Authority, the cut-offs for alcohol abuse were set at 168
g and 252 g alcohol per week for women and men, respectively. The ratio of tobacco users
in the PDAC group, control group and all subjects combined were 66%, 60%, and 62%,
respectively. The corresponding values for alcohol abuse were 22%, 24%, and 23%,
respectively (Table 1). Of all PDAC patients in the Scandinavian cohort, 23.3% suffered
from diabetes at the time of sample collection, while 25.0%, 28.7%, 26.2%, and 19.1% of
stages |, II, lll, and IV PDAC patients, respectively, had known diabetes at the time of blood
sampling (Table 3). Regardless of diabetic status, 70% of the tumors were located in the
head, 20% in the body, and 10% in the pancreatic tail (Table 3). These proportions
correspond well to the commonly reported data on tumor localization’. All other
parameters, including liver values and blood cell type counts, were comparable between
disease stages (Table 3). Staging for the Scandinavian cohort was based on pathologic
state of the resected tumor and lymph nodes and CT-scans (abdominal and thorax) in the

resected patients and on biopsy and CT-scans for the non-resected patients.

The controls for the US cohort were collected either during a blood drive targeting healthy,
non-cancer controls or during an office visit of non-cancer individuals and matched to
PDAC patients regarding gender and age at time of sample collection. None of the controls
had developed pancreatic cancer during a 5-year follow-up. Gender balance was 56:44
(%) men vs. women in PDAC patients, 53:47 (%) men vs. women in NC, 48:52 (%) men
vs. women in chronic pancreatitis (CP) patients, and 40:60 (%) men vs. women in IPMN
patients. The median age for PDAC, NC, CP, and IPMN subjects were 67, 63, 56, and 69
years, respectively. Staging for the US cohort was based on pathologic state, except in

the case where there was no resection, i.e. typically late stage disease. For those patients,
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staging was based on biopsy or imaging depending on the clinical course. Of all PDAC
patients in the US cohort, 26.6% suffered from diabetes at the time of sample collection,
while 26.7%, 26.7%, 20.0%, and 28.9% of stages |, II, lll, and [V PDAC patients,
respectively, had known diabetes at the time of blood sampling (Table 3). IPMN diagnosis
in both cohorts were based on surgically obtained pathology. Furthermore, the diagnosis
of chronic pancreatitis was made by, 1) symptoms, i.e. pain and/or pancreatic insufficiency
as determined by pancreatic elastase, following episodes of acute pancreatitis that were
biochemically confirmed with amylase and lipase determinations and had abdominal
imaging with CT scan that showed pancreatic and aperi-pancreatic inflammation, and
2) imaging - all patients had ERCP that showed pancreatic ductal changes consistent with
chronic pancreatitis and all had CT and/or MRI imaging. All patients went to surgery for

drainage procedures.

Sample collection

The Scandinavian study, denoted the BIOPAC Study “BlOmarkers in patients with
PAncreatic Cancer — can they provide new information of the disease and improve
diagnosis and prognosis of the patients”, was approved by the Regional Ethics
Committees of Copenhagen (VEK ref. KA-2006-0113) and the Danish Data Protection
Agency (jr. no. 2006-41-6848, jr. no. 2012-58-004 and HGH-2015-027, I-suite 03960). The
serum samples were collected between 2008 and 2014 at Herlev Hospital and
Rigshospitalet, Copenhagen, Denmark. At the time of diagnosis, the blood was collected
and allowed to clot for at least 30 minutes and then centrifuged at 2330 g for 10 minutes
at 4 °C. The serum was aliquoted and stored at -80 °C until further analysis. All samples
were collected and processed, using the same SOP and analyzed for serum CA19-9, liver

enzymes, and blood cell counts. Clinical data was gathered at time of sample collection.

The US study was approved by the Institutional Review Board of Oregon Health and
Science University. Blood was collected prior to any treatment, allowed to clot for at least
30 minutes, and centrifuged at 1500 g for 10 minutes at 4 °C. All samples were collected
and processed, using the same SOP. The serum was aliquoted and stored at -80 °C until

further analysis.

Data acquisition, quality control, and pre-processing

Signal intensities from the antibody microarray were quantified, using the Array-Pro

Analyzer software (Media Cybernetics, Rockville, MD, USA). Local background values
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were subtracted, and the adjusted intensity values were then used for subsequent data
analysis. Data acquisition was performed by trained members of the research team who
were blinded to sample classification and clinical data. Each data point represented a
background-subtracted signal average of three replicate spots per antibody clone, unless
the replicate coefficient of variance (CV) exceeded 15%. In such cases the replicate spot
furthest from the mean value was omitted and the average signal of the two remaining
replicates was used. The average CVs of replicates were 8.4% and 6.7% in the
Scandinavian and US study, respectively.

The raw data from the quality control samples was evaluated on an individual antibody
level for inter-slide and inter-day variance by CV-value analysis, box plotting, and 3D
principal component analysis (PCA) with analysis of variance (ANOVA) filtering (Qlucore
Omics Explorer, Qlucore AB, Lund, Sweden). Once data set homogeneity had been
assured the quality control samples were removed from further analysis. Data from PDAC
and control samples was transformed by log2 followed by adjustment and normalization in
two steps to reduce technical variation between days and slides. In the first step, day-to-
day variation was addressed by applying ComBat (SVA package in the statistical software
environment R), a method to adjust batch effects, using empirical Bayes frameworks
where the batch covariate is known? 3. The covariate used was the day of microarray
assay. In a second step, array-to-array variation was minimized, by calculating a scaling
factor for each array. This factor was based on the 20% of antibodies with the lowest
standard deviation of all samples and was calculated by dividing the intensity sum of these
antibodies on each array with the average sum across all arrays*. The data is available
from the corresponding author upon request.

Data analysis

Two-group classifications were performed, using support vector machine (SVM) analysis
in R. PCA, g-value calculation by ANOVA, and fold change calculation were performed,
using Qlucore Omics Explorer. Multigroup ANOVA was used to analyze differential
expression of individual protein markers in samples from the various PDAC stages
included in the Scandinavian cohort. The performance of individual markers was evaluated
with Student’s t-test, Benjamini-Hochberg procedure for false discovery rate control (g-
values), and fold changes. Sensitivities, specificities were calculated from SVM decision
values. Positive (PPV), and negative (NPV) predictive values were calculated in relation
to prevalence and lifetime risk for risk groups, such as newly onset diabetes (NOD)

patients over 55 years of age and first-degree relatives for PDAC patients.
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Before defining a biomarker signature that discriminated NC from PDAC Stage l/ll, the
power to classify individual PDAC stages was evaluated, using a leave-one-out (LOO)
cross validation approach in R based on all antibodies®. In short, an SVM was designed in
which one data point was partitioned into a separate subset (test set) and the remaining
data points were used as the training set. The process was repeated one sample at a time,
the results were used to create a receiver operating characteristic (ROC) curve, and the

corresponding area under the curve (AUC) value was calculated.

Next, to decipher a condensed biomarker signature, the data was divided into a training
set including 3/4 of the samples (approximately 1000 samples) and a test set including 1/4
of the samples (approximately 340 samples). The ratio of case vs. control samples within
the data sets was retained, but otherwise the sets were randomly generated. Four unique
test/training sets were generated, using this approach. An individual sample was only
included once in a test set. In order to identify the biomarker signatures, a Backward
Elimination (BE) algorithm was applied to each training set in R, excluding one antibody at
a time. For each BE iteration, the antibody with the highest Kullback-Leibler (KL)
divergence value obtained in the classification analysis was eliminated. Based on KL
divergence value analysis, the antibody combinations expressing the lowest values were
used to design the predictive biomarker signature. Consequently, BE allows an unbiased
selection of markers contributing orthogonal information, compared to other biomarkers®.
Of note, the BE process sometimes results in that previously defined tumor markers, such
as CA19-9 and Sialyl Lewis A in the case of PDAC, are not included in the signature, since
they do not contribute with enough orthogonal information. The identified biomarker
signature was then used to build a prediction model by frozen SVM in R, using only the
training data set®. Furthermore, to avoid overfitting, the model was tested on the
corresponding test set and its performance was assessed, using ROC curves and AUC
values. To further minimize over-interpretation and to ensure robustness this process was
performed on all four training and test sets. In this manner, a prediction model classifying
NC vs. PDAC stage I/ll patients was built and its performance was assessed, using ROC
curves and AUC values. As a comparison, this was repeated also for samples derived
from NC vs. PDAC stage IIl/lV patients.

Finally, to obtain a consensus signature with the highest predictive classification accuracy
data from all classifications of NC vs. PDAC stage l/ll patients as well as NC vs. PDAC
stage llI/IV were combined. The predictive accuracy of the consensus signature was then

validated in an independent US sample cohort.
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In the US study used for validation, the data was divided into three training/test sets of
approximately 280 samples (training) and approximately 140 samples (test). The ratio of
case vs. control samples within the data sets was retained, but otherwise the sets were
randomly generated. The consensus signature from the Scandinavian study was used to
build prediction models, using only the US training sets. The model was then tested on the
corresponding US test set and the performance was assessed, using ROC curves and
AUC values. To further minimize over-interpretation and to ensure robustness this process
was performed on all three training and test sets. The same approach was used for the
classification of chronic pancreatitis vs. PDAC samples, using a frozen SVM and the ROC-
AUC value was calculated. Finally, the consensus signature was used to classify NC vs.
IPMN patients. All IPMN samples in the validation cohort were fed into an SVM mode! that
had been trained on NC vs. PDAC. To investigate whether bilirubin levels or diabetes were
confounding factors in the antibody microarray analysis, patients with jaundice (49.7%)
and diabetes (26.6%) were compared to patients without jaundice or without diabetes,
respectively.

Sample labeling

In both studies, the serum samples were fabeled with biotin, using a protocol optimized for
serum proteomes®®. Briefly, 5 ul serum samples were diluted 1:45 in PBS to ~ 2 mg
protein/ml and labeled with 0.6 mM EZ-Link Sulfo-NHS-LC-Biotin (Thermo Fisher
Scientific, Waltham, MA, USA). Unbound biotin was removed by dialysis against PBS for
72 hours using a 3.5 kDa MWCO dialysis membrane (Thermo Fisher Scientific, Waltham,
MA, USA), changing buffer every 24 hours. The labeled serum samples were aliquoted
and stored at -20°C. To control for labeling quality, reference serum samples (LGC
Standards, Teddington, UK) were labeled alongside patient samples during each
biotinylation round. The signals from these quality control (QC) samples were compared
with the signals from a batch of identical previously labeled reference serum (see section

on microarray assay) to verify that the process had worked as intended.

Antibody microarray production

Identical antibody microarrays were utilized in both studies. The arrays comprised 339
human recombinant scFvs directed against 156 known antigens (Table 5). The scFvs,
selected and generated from phage display libraries, have previously been shown to
display robust on-chip functionality” 2. Alongside the scFvs, two full length monoclonal
antibodies against CA19-9 (Meridian Life Science, Memphis, TN, USA) were printed on
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the slides. The majority of the antibodies have previously been tested in array
applications®'?, and their specificity validated, using well-characterized control sera.
Furthermore, orthogonal methods such as mass spectrometry, ELISA,
MesoScaleDiscovery cytokine assay, cytometric bead assay, and spiking and blocking
ELISA have been utilized for assessing antibody specificities’>'5. The selected scFvs were

against serum proteins mostly involved in immune regulation and/or cancer biology.

His-tagged scFvs were produced in E. coli and purified from the periplasm, using a
magnetic Ni-particle protein purification system (MagneHis, Promega, Madison, WI, USA).
The elution buffer was exchanged for PBS, using Zeba 96-well spin plates (Pierce,
Rockford, IL, USA). Protein yield was measured using NanoDrop spectrophotometer
(Thermo Fisher Scientific, Waltham, MA, USA). Protein purity was checked by 10% Bis-
Tris SDS-PAGE (Invitrogen, Carlsbad, CA, USA). Antibody microarrays were produced on
black MaxiSorp slides (NUNC, Roskilde, Denmark), using a non-contact printer
(SciFlexarrayer S11, Scienion, Berlin, Germany). Prior to printing, optimal printing
concentration was defined for each scFv clone®. To allow for subsequent QC functions,
0.1 mg/ml Cadaverine Alexa Fluor-555 (Life Technologies, Carlsbad, CA, USA) was added
to the printing buffer. Fourteen identical arrays were printed on each slide in two columns
of seven arrays. Each array consisted of 34x36 spots with 200 [Im spot-to-spot center
distance and a spot diameter of 140 Tim. Each array consisted of three identical segments
separated by rows of BSA-biotin spots. Each antibody was printed in three replicates with
one replicate in each segment. Two additional rows of biotin-BSA spots flanked each
subarray, one above the subarray and one below it. Nine negative control spots (PBS)
were printed in each replicate segment. Ten slides (140 microarrays) were printed, for
each round of analysis. In the Scandinavian discovery study a total of 152 slides were
printed over 16 printing days. In the validation study a total of 48 slides were printed over
five printing days. The slides were stored for eight days in room temperature (RT) before
microarray assay.

Microarray assay

Ten samples were analyzed on each slide. The positioning of the samples was randomized
but the ratio of healthy and PDAC samples on each slide was approximately the same for
the cohort as a whole. Four positions on each slide were used for QC samples; three for
reference sera (two from LGC Standards, Teddington, UK, and one from SeraCare Life
Sciences, Milford, MA, USA) and one for a sample containing a mix of aliquots from healthy
and cancer samples included in the study. Each microarray slide was mounted in a
hybridization gasket (Schott, Mainz, Germany) and blocked with 1% w/v milk, 1% v/v
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Tween-20 in sterile D-PBS (MT-PBS) at RT for 1 hour with constant agitation. Meanwhile,
aliquots of labeled serum samples were thawed on ice and subsequently diluted 1:10 in
MT-PBS. The slides were washed four times with 0.05% Tween-20 in sterile D-PBS
(PBST) followed by addition of diluted serum samples to the wells of the gasket. Samples
were incubated on the slides at RT for 2 hours with constant agitation. Next, the slides
were washed four times with PBST, incubated with 1 Ug/mi Streptavidin Alexa-647 (Life
Technologies Carlsbad, CA, USA) in MT-PBS at RT for 1 hour with constant agitation, and
again washed four times with PBST. Finally, the slides were dismounted from the
hybridization gaskets, immersed in dH20 and dried under a stream of Nz. The slides were
immediately scanned with a confocal microarray scanner (LS Reloaded, Tecan,
Mannedorf, Switzerland) at 10 Om resolution, first at 635 nm, then at 532 nm. The first
scan image detected the Alexa-647 (streptavidin) signal and was used for quantification of
spot signal intensities. The second scan image measured the Alexa-555 (cadaverine)

signal and was used for quality control purposes.
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Table 3. Clinical data
Diabetes and jaundice in the Scandinavian and US cohorts
AJCC stage Diabetes Diabetes Jaundice
Scandinavian cohort (%) US cohort (%) US cohort (%)

A 2/10(20.0) 1/5 (20.0) 1/5 (20.0)
IB 2/6 (33.3) 3/10 (30.0) 4/10 (40.0)
A 7/32 (21.9) 8/27 (29.6) 13/27 (48.1)
(1B 31/100 (31.0) 12/48 (25.0) 32/48 (66.7)
i 17/65 (26.2) 3/15 (20.0) 6/15 (40.0)
v 44/230 (19.1) 11/38 (28.9) 15/38 (39.5)
-1V 103/443 (23.3) 38/143 (26.6)
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Table 3 (continued)

Tumor localization in the Scandinavian cohort

PCT/EP2018/052423

AJCC stage _Head (%) Body (%) Tail (%) Diffuse (%) _Unknown (%)
IA 6 (60) 3(30) - - 1(10)
B 5(83) 1(17) - - -
A 25 (78) 1(3) 4(13) 2 (8) -
10 B 84 (84) 10 (10) 3(3) 2(2) 1(1)
1l 43 (66) 18 (28) 1(2) 2 (3) 1(2)
\Y 46 (20) 34 (15) 5(2) 9 (4)

136 (59)
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Table 3 (continued)

Clinical parameters in the Scandinavian cohorts

AJCC | CA19- | BASP | Bilirubin | ALAT | ASAT | Platelets | Leukocyte | Neutrophil
stage 9 (U (uM) (U/) (ua) | (PLT/n) | (WBC/HI) | (ANC/ni)
(U/ml)

IA 59 77 8 15 29 284 12.2 18.7

B 36 107 8 22 36.5 375 6,6 9

A 458 209 28 94 72 300 10 10

1B 217 183 20 59 38 268 10 7

I 601 120 13 35 34.5 282.5 7.7 5.4

v 1980 175 13 35 39 314 9 6.3
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Table 4.

NC vs. PDAC stage I/l

© N o O~ Wb =

N N N N NN A& A A a 4O A A a2 - o« (o
G A O N3O0 ®NDD oA ®N SO

Plasma protease C1 inhibitor
Interleukin-4

Protein-tyrosine kinase 6

Complement C3
Serine/threonine-protein kinase MARK1
HADH?2 protein

Properdin

Complement C4

Cyclin-dependent kinase 2

Interferon gamma
Calcium/calmodulin-dependent protein kinase 1
Complement C5

Vascular endothelial growth factor
Visual system homeobox 2

PR domain zinc¢ finger protein 8
Intercellular adhesion molecule 1
Ubiquitin carboxyl-terminal hydrolase isozyme L5
Interleukin-6

Myomesin-2

Aprataxin and PNK-like factor
Apolipoprotein A1

Regulator of nonsense transcripts 3B
Lumican

Interleukin-9

C-C motif chemokine 13
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Table 4 (continued)

NC vs. PDAC stage HI/IV

® N o a bk~ w0 D=

- a2 W
N o= O

13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.

Plasma protease C1 inhibitor
Interleukin-4

Complement C3

Properdin

Complement C4

Sialyl Lewis X

Calcineurin B homologous protein 1

HADH2 protein
Protein-tyrosine kinase 6
Apolipoprotein A1

C-C motif chemokine 13

PCT/EP2018/052423

Membrane-associated guanylate kinase, WW and PDZ domain-containing

protein 1
Lymphotoxin-aipha

Disks large homolog 1
Protein kinase C zeta type
Interleukin-13

Complement C5

Serine/threonine-protein kinase MARK1

GTP-binding protein GEM
IgM

Interleukin-8

Vascular endothelial growth factor

Interleukin-6

Interleukin-9
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Antigen
AKT3

Angiomotin
ANMS
APLF
APOA4
APOA1
ARHGC
ATP5B

B-galactosidase

BIRC2

BTK

C1 esterase
inhibitor

C1q

C1s

C3

C4

C5
CBPP22
CD40
CD40L
CDK2

CENTG1

CHEK2
CHX10
CSNK1E
Cystatin C
DCNL1
Digoxin
DLG1
DLG2
DLG4
DPOLM
DUSP7
DUSP9
EGFR
Eotaxin
Factor B
FASN
FER

CA-19-9 (Full
Ab)

Table 5

scFv Specificities

Full hame

RAC-gamma serine/threonine-protein kinase
Angiomotin

Protein arginine N-methyltransferase 5
Aprataxin and PNK-like factor
Apolipoprotein A4

Apolipoprotein A1

Rho guanine nucleotide exchange factor 12
ATP synthase subunit beta, mitochondrial
Beta-galactosidase

Baculoviral IAP repeat-containing protein 2
Tyrosine-protein kinase BTK

Plasma protease C1 inhibitor

Complement C1q

Complement C1s

Complement C3

Complement C4

Complement C5

Calcineurin B homologous protein 1
CDA40 protein

CD40 ligand

Cyclin-dependent kinase 2

Arf-GAP with GTPase, ANK repeat and PH domain-

containing protein 2
Serine/threonine-protein kinase Chk2

Visual system homeobox 2

Casein kinase | isoform epsilon
Cystatin-C

DCN1-like protein 1

Digoxin

Disks large homolog 1

Disks large homolog 2

Disks large homolog 4

DNA-directed DNA/RNA polymerase mu
Dual specificity protein phosphatase 7
Dual specificity protein phosphatase 9
Epidermal growth factor receptor
Eotaxin

Complement factor B

FASN protein

Tyrosine-protein kinase Fer

CA-19-9 (Full Ab)
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GAK

GEM

GLP-1
GLP-1R
GM-CSF
GNAI3
GORS2
GPRK5
GRIP2
HADH2
Her2/ErbB2
HLA-DR/DP
ICAM-1
IFN-y

igM

IL-10

IL-11

IL-12

IL-13

IL-16

IL-18
IL-1-ra
IL-1a

IL-1B

IL-2

IL-3

IL-4

IL-5

IL-6

IL-7

IL-8

IL-9

INADL
Integrin a-10
Integrin a-11
ITCH

JAK3

KCC2B

KCC4
Keratin 19
KIAAQ0882
KKCC1
KRASB
KSYK
LDL
Leptin

GAK protein

GTP-binding protein GEM
Glucagon-like peptide-1

Glucagon-like peptide 1 receptor
Granulocyte-macrophage colony-stimulating factor
Guanine nucleotide-binding protein G(k) subunit alpha
Golgi reassembly-stacking protein 2

G protein-coupled receptor kinase 5
Glutamate receptor-interacting protein 2
HADH2 protein

Receptor tyrosine-protein kinase erbB-2
HLA-DR/DP

Intercellular adhesion molecule 1
Interferon gamma

lgM

Interleukin-10

Interleukin-11

Interleukin-12

Interleukin-13

Interleukin-16

Interleukin-18

Interleukin-1 receptor antagonist protein
Interleukin-1 alpha

Interleukin-1 beta

Interleukin-2

interleukin-3

interleukin-4

Interleukin-5

Interleukin-6

Interleukin-7

Interleukin-8

Interleukin-9

InaD-like protein

Integrin alpha-10

Integrin alpha-11

E3 ubiquitin-protein ligase ltchy homolog

Tyrosine-protein kinase JAK3

Calcium/calmodulin-dependent protein kinase type I
subunit beta

Calcium/calmodulin-dependent protein kinase type IV
Keratin, type | cytoskeletal 19

TBC1 domain family member 9
Calcium/calmodulin-dependent protein kinase 1
GTPase KRas

Tyrosine-protein kinase SYK

Apolipoprotein B-100

Leptin
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Lewis x Lewis x 2
Lewis y Lewis y 1
LIN7A Protein lin-7 homolog A 2
LUM Lumican 1

Membrane-associated guanylate kinase, WW and PDZ

MAGIT domain-containing protein 1 2
MAP2K2 Dual specificity mitogen-activated protein kinase 2 2
MAP2K6 Dual specificity mitogen-activated protein kinase 6 2
MAPK9 Mitogen-activated protein kinase 9 3
MARK1 Serine/threonine-protein kinase MARK1 2
MATK Megakaryocyte-associated tyrosine-protein kinase 2
MCP-1 C-C motif chemokine 2 5
MCP-3 C-C motif chemokine 7 3
MCP-4 C-C motif chemokine 13 3
MD2L1 Mitotic spindle assembly checkpoint protein MAD2A 2
MKO1 Mitogen-activated protein kinase 1 2
MKO08 Mitogen-activated protein kinase 8 3
Mucin-1 Mucin-1 4
MYOM2 Myomesin-2 2
NDC80 Kinetochore protein NDC80 homolog 2
NOS1 Nitric oxide synthase, brain 2
OSBPL3 Oxysterol-binding protein-related protein 3 2
OSTP Osteopontin 2
OTUeB OTU domain-containing protein 6B 2
OTUB1 Ubiquitin thioesterase OTUB1 2
QoTuB2 Ubiquitin thioesterase OTUB2 2
P85A Phosphatidylinositol 3-kinase regulatory subunit alpha 2
PAK4 Serine/threonine-protein kinase PAK 4 2
PAK5 Serine/threonine-protein kinase PAK 7 2
PARP1 Poly [ADP-ribose] polymerase 1 1
PARPGB Partitioning defective 6 homolog beta 2
Serine/threonine-protein phosphatase PGAM
PGAMS oahondi | Froein phosp CAMS, 2
PRD14 PR domain zinc finger protein 14 3
PRDM8 PR domain zinc finger protein 8 2
PRKCZ Protein kinase C zeta type 2
PRKG2 cGMP-dependent protein kinase 2 2
Procathepsin W Cathepsin W 1
Properdin Properdin 1
PSA Prostate-specific antigen 1
PTK6 Protein-tyrosine kinase 6 1
PTN13 Tyrosine-protein phosphatase non-receptor type 13 2
PTPN1 Tyrosine-protein phosphatase non-receptor type 1 2
PTPRD Receptor-type tyrosine-protein phosphatase delta 2
PTPRJ Receptor-type tyrosine-protein phosphatase eta 3
PTPRK Receptor-type tyrosine-protein phosphatase kappa 3
PTPRN2 Receptor-type tyrosine-protein phosphatase N2 2
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PTPRO Receptor-type tyrosine-protein phosphatase O 2
PTPRT Receptor-type tyrosine-protein phosphatase T 2
RANTES C-C motif chemokine 5 3
RPS6KA2 Ribosomal protein S6 kinase alpha-2 2
SHCA1 SHC-transforming protein 1 2
Sialyl Lewis x  Sialyl Lewis x 1
SNTA1 Alpha-1-syntrophin 2
Sox11a Transcription factor SOX-11 1
SPDLY Protein Spindly 2
STAP1 Signal-transducing adaptor protein 1 2
STAP2 Signal-transducing adaptor protein 2 2
Signal transducer and activator of transcription 1-
STATH algha/beta ° 2
TENS4 Tensin-4 1
TGF-B1 Transforming growth factor beta-1 3
TNFRSF14 Tumor necrosis factor receptor superfamily member 14 2
TNFRSF3 Tumor necrosis factor receptor superfamily member 3 2
TNF-a Tumor necrosis factor 3
TNF-8 Lymphotoxin-alpha 4
TOPB1 DNA topoisomerase 2-binding protein 1 2
uUBC9 SUMO-conjugating enzyme UBC9 2
UBE2C Ubiquitin-conjugating enzyme E2 C 2
UBP7 Ubiquitin carboxyl-terminal hydrolase 7 2
UCHLS5 Ubiquitin carboxyl-terminal hydrolase isozyme L5 1
UPF3B Regulator of nonsense transcripts 3B 2
VEGF Vascular endothelial growth factor 4
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Table 6: SVM script

(A) LOO (Leave One Out)

rawfile <- read.delim(filnamn)

samplenames <- as.character(rawfile[,1])

groups <- rawfile[,2]

data <~ t(rawfilef,-c(1:2)])

ProteinNames <- read.delim(filnamn,header=FALSE)
ProteinNames <- as.character{as.matrix(ProteinNames)[1,])
ProteinNames <- ProteinNames[-(1:2)]

rownames(data) <- ProteinNames

colnames(data) <- samplenames

PairWiseGroups<- as.matrix(read.delim("Test.txt",hecader=FALSE))

wilcoxtest <- function(prot,subset1,subset2){
res <- wilcox.test(prot{subsetl],prot{subset2])
res$p.value

}

foldchange <- function(prot,subset! subset2){
2(mean(prot[subset1]) - mean(prot[subsect2]))

Benjamim Hochberg <- function(pvalues){
# This function takes a vector of p-values as input and outputs
# their g-values. No reordering of the values is performed
NAindices <- is.na(pvalues)
Aindices <- INAindices
Apvalues <- pvaluesfAindices]
N <- length(Apvalues)
orderedindices <- order(Apvalues)
OrdValues <- Apvalues[orderedindices]
CorrectedValues <- OrdValues * N /(1:N)
MinValues <- CorrectedValues
for (i in 1:N){MinValues[i] <- min(CorrectedValues[i:N])}
Agvalues <- numeric(N)
Agvalues[orderedindices] <- MinValues
Qvalues <- pvalues
Qvalues[Aindices] <- Aqvalues
return(Qvalues)

}

library(MASS)
library(gplots)

redgreen <- function(n)

{

o
hsv(h=0/6, v=c( rep( seq(1,0.3,length=5) , ¢(13,10,8,6,4)),0)),
hsv(h=2/6, v=c( 0 , rep( seq(0.3,1,length=5) , ¢(3,5,7,9,11) )} ) )

)

}
pal <- rev(redgreen(100));

library(e1071)
source("NaiveBayesian")

symLOOvalues <- function(data , fac){
nl <- sum(fac==levels(fac)[1])

n2 <- sum(fac==levels(fac)[2])
nsamples <- nl+n2

ngenes <- nrow(data)

SampleInformation <- paste(levels(fac)[1]," ",nl," , " levels(fac){2]," ",n2,sep="")

res <- numeric(nsamples)

sign <- numeric(nsamples)

for (i in 1:nsamples){

svmtrain <- svm(t(data[ i]) , fac[-i] , kernel="linear" )

pred <- predict(svmtrain , t(data[,i]) , decision.values=TRUE)
res[i] <- as.numeric(attributes(pred)$decision.values)
facnames <- colnames(attributes(pred)$decision. values)[ 1]

if (facnames == paste(levels(fac)[ 1],"/" levels(fac)[2],sep="")){sign[i] <- 1}
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if (facnames == paste(levels(fac)[2],"/" levels(fac)[1],sep="")){sign(i] <- -1}

}

if (length(unique(sign)) >1){print("error")}

res <- sign * res

names <- colnames(data , do NULL=FALSE)

orden <- order(res , decreasing=TRUE)

Samples <- data.frame(names{orden],res[orden],fac[orden])
ROCdata <- myROC(res,fac)

SenSpe <- SensitivitySpecificity(res,fac)
return(list(SampleInformation=SampleInformation,ROCarea=ROCdata[ 1],p.value=ROCdata[2],SenSpe <-
SenSpe,samples=Samples))

}

Analysera<- function(groupl ,group2){

outputfiletxt <- paste(groupl,” versus ",group2," txt" ,sep="")

outputfilepdf <- paste(groupl,” versus ",group2,".pdf" ,;sep="")

subsetl <- is.element(groups , strsplit(groupl,”,")[[1]])

subset2 <- is.element(groups , strsplit(group2,","[[1]])

wilcoxpvalues <- apply(data , 1 , wilcoxtest , subsetl , subset2)

foldchange <- apply(data , 1, foldchange , subset1 , subset2)

QvaluesAll <- BenjaminiHochberg(wilcoxpvalues)

HugeTable <- cbind(ProteinNames,foldchange, wilcoxpvalues,QvaluesAll)

write.table(HugeTable, file=outputfiletxt , quote=FALSE, sep="\t",row.names=FALSE)

color <- rep(‘black’ , length(subset1))

color[subsetl] <- 'red'

color{subset2] <- 'blue’

pdf{outputfilepdf)

Sam <~ sammon(dist(t(data[,subset] |subset2])) , k=2)

plot(SamSpoints , type="n", xlab =NA , ylab=NA, main="All proteins" ,asp=1)

text(Sam3point , labels = colnames(data[,subset1|subset2]), col=color{subset1]subset2])

heatmap.2(data[ subset1|subset2] , labRow = row.names(data), trace="none" , labCol =" , ColSideColors=
color[subsetl|subset2],col=pal , na.color="grey", key=FALSE , symkey =FALSE , tracecol = "black" , main ="" dendrogram= 'both’'
, scale ="row" ,cexRow=0.2)

svmfac <- factor(rep(‘rest',ncol(data)),levels=c(group1,group2, rest'))

svmfac[subsetl] <- groupl

svmfac[subset2] <~ group2

svmResAll <- svmLOOvalues(data[ subset]|subset2] , factor(as.character(svmfac[subset1|subset2] ), levels=c(group1,group2)))

ROCplot(svmResAll , sensspecnumber=4)

write("" , file=outputfiletxt , append=TRUE)

write("All proteins" , file=outputfiletxt , append=TRUE)

write("" , file=outputfiletxt , append=TRUE)

for (i in 1:5) {write.table(svmRes All[[1]], file=outputfiletxt , append=TRUE, sep="1" , quote=FALSE)
write( ", file=outputfiletxt , append=TRUE)

}
dev.off()
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Table 6: SVM script (continued)

(B) BE (Backward Elimination)

getWorstAb <- function(errors, abNames, sortDe)

return(abNames[order(errors, decreasing = sortDe)[1]])

}

testModels <- function(models, elimData, averages, svinfac, cvSplitTm, cvSplitVal, nKfold, nRep, sortDe)
{

nsamples <- ncol(elimData)

d0 <- as.numeric(svmfac)-1

E <- numeric(nsamples)

analytes <- nrow(elimData)

errors <- numeric(nrow(elimData))

nSplits <- length(cvSplitTrm)

for(k in 1:analytes){
backup <- elimData[k,]
elimData[k,] <- averages[k]

nM <-1
aveE <- 0
aveAuc <- 0
for (nr in 1:nRep){
y <- numeric(0)
d <- numeric(0)
for (nk in 1:nKfold){
idx <-cvSplitVal[[nM]]
pred <- predict(models[[nM]] , t(elimDatal[,idx]), decision.values=TRUE)
d <- c(d, dOidx])
y <~ c(y, as.numeric(attributes(pred)$decision. values))
nM <-nM + 1
}

if (length(d) != nsamples || length(y) != nsamples) {
stop("Error: Lengths of prediction and target vector are wrong!")

y = 1-(L(1 + exp(-y)))

for (i in I:nsamples){
E[i] <- «(d[i]*log(y[iD+(1-d[i])*log(1-y{i]))

aveE <- aveE + sum(E)

if (sortDe) {
auroc <- roc(d,y)
aveAuc <- aveAuc + auroc$auc

}
3

if (sortDe) {

errors[k] <- aveAuc / nRep
} else §

errors[k] <- aveE / nRep

elimDatafk,] <- backup
}

retumn( errors )

getNewElimData <- function(etrors, elimData, sortDe){
tasBort <- order(errors,decreasing = sortDe)[1]
return{elimData[-tasBort,])

}

getSmallestError <- function(errors, sortDe){
if (sortDe) {
return(max(errors))
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} else {
return(min(errors))
}
}

getNewAverages <- function(errors, averages, sortDe){
tasBort <~ order(errors, decreasing = sortDe)[ 1]
return(averages[-tasBort])

}
backElim <- function(filename, resfile, plotfile, groupl, group2, nKfold, nRep, nKOut, nRepOut, sortDe){
rawfile <- read.delim(filename)
groups <- rawfile[,2]
samplenames <- as.character(rawfilef,1])
data <- t{rawfile[,-c(1,2)})

ProteinNames <- read.delim(filename,header=FALSE)
ProteinNames <- as.character(as.matrix(ProteinNames){1,])
ProteinNames <- ProteinNames[-(1:2)]

antal <- length(ProteinNames)
print(ProteinNames)

rownames(data) <- ProteinNames
colnames(data) <- samplenames

subset] <- is.element(groups , strsplit(groupl,",")[[1]])
subset2 <- is.element(groups , strsplit(group2,",")[[111)

svmfac <- factor(rep('rest',ncol(data)),levels=c(groupl,group2,'rest’))
svmfac[subsetl] <- groupl

svmfac[subset2] <- group2

svmfac <- symfac{subsetl|subset2]

smallestErrorPerLength <- rep(NA,antal)
averages <- apply(data, 1, mean)
abOrder <- rep(NA,antal)

elimData <- data[ ,subset]|subset2]
nsamples <- ncol(elimData)

subset] <- svmfac==groupl
subset2 <- svmfac==group2

print(paste(nsamples, "samples"),quote=F)
print(paste(" ",sum(subsetl), "in", group1),quote=F)
print(paste(" ",sum(subset2), "in", group2),quote=F)
models <- numeric(nsamples)

borttagna <- 0

wrst <-0
proc <-0
m<-0
for(i in 1:(antal-1)){
m <- m+(antal-i)*sqrt(antal-i)

}

control <- as.numeric(svmfac)

checkGrl<- svmfac[subsetl]
if{sum(control[checkGrl1)!= sum (controlfsubset1])){
stop("ERROR: Change the order of group! and group? in the data file!!!")

}
checkGr2<- svmfac[subset2]

if(2*(sum(control[checkGr2]))!= sum (control[subset2])) {
stop("ERROR: Change the order of group! and group2 in the data file!!!")
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cvSplitOuter <- createMultiFolds(svmfac, k=nKOut, times=nRepOut)

abOrderRank <- vector('numeric', antal)
names(abOrderRank) <- ProteinNames
avePerf <- vector{'numeric', antal)
for(no in 1:(nKOut * nRepOut)){
idx W <- cvSplitOuter{{no]]
elimDataW <- elimData[,idxW]
averagesW <- apply(elimDataW, 1, mean)
svmfacW <- svmfac[idx W]
nsamplesW <- ncol(elimDataW)

print(nKfold)
print(nRep)
cvSplitTm <- createMultiFolds(svmfacW, k=nKfold, times=nRep)
nSplits <- length(cvSplitTm)
if (nSplits != nKfold * nRep) {
stop("Error: Failure in cvSplits")

cvSplitVal <- vector("list", length = nSplits)
idx0 <- ¢(1:nsamplesW)
for (i in 1:nSplits) {

idx <- cvSplitTrn[[i]]

cvSplitVal[[i]] = idx0[-idx]

abOrder <- rep(NA antal)
smallestErrorPerLength <- rep(NA,antal)
for(j in 1:(antal-1)){

start.time <- Sys.time()
models <- vector('list', 0)
for (nM in 1:nSplits){

idx <- cvSplitTm[[nM]]

}

models[nM] <- list(svm(t(elimDataW[,idx]), svmfacW[idx], kernel="linear"))

errors <- testModels(models, elimDataW, averagesW, svifacW,

cvSplitTrn, cvSplitVal, nKfold, nRep, sortDe)

wrst<-getWorstAb(errors, row.names(elimDataW), sortDe)
abOrderfj] <- wrst

smallestErrorPerLength{j] <- getSmallestError(errors, sortDe)
averagesW <- getNew Averages(errors, averagesW, sortDe)
elimDataW <- getNewElimData(errors, elimDataW, sortDe)
borttagna <- borttagna + 1

proc <- proc + (antal-j)*sqrt(antal-j)

end.time <- Sys.time()
time.taken <- end.time - start.time

ans <- sprintf("(%d): %-30s eliminated, last perf: %.2f, time: %.2f",

J» wrst, smallestErrorPerLength[j], time.taken)
print(ans)
}
abOrder[length(abOrder)] <- setdiff{ ProteinNames, abOrder)

for (ii in 1:antal) {

abOrderRank[abOrder[ii]] <- abOrderRank{abOrderfii]] -+ log(ii)

avePerflii] <- avePerflii] + smallestErrorPerLength[ii]

}

}

avePerf <- avePerf / (nKOut*nRepOut)
abOrderRank <- abOrderRank / (nKOut*nRepOut)
abOrderRank <- abOrderRank{order(abOrderRank)]
abOrderRank <- exp(abOrderRank)

write.table(
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cbind(avePerf, abOrderRank, names(abOrderRank)),
file=restile, sep="\t", quote=F, row.names=F)

pdf(plotfile)

plot(avePerf, type ="b", ylab = "K-L Error", xlab = "Eliminations")

}

library(e1071, quietly = TRUE)
library(caret, quietly = TRUE)
library(pROC, quietly = TRUE)

doArgs <- FALSE
useROC <- FALSE

sortDe <- FALSE
if (useROC) {
sortDe <- TRUE

}

if{ doArgs) {

args <- commandArgs(trailingOnly = TRUE)

dataFile <- args[1]

resultFile <- args[2]

plotFile <- args[3]

nKfold <-as.numeric(args{4])

nRep  <- asnumeric(args[5])

nKOut  <- as.numeric(args{6])

nRepOut  <- as.numeric(args[7])

backElim(dataFile, resultFile, plotFile, "1", "0", nKfold, nRep, nKOut, nRepOut, sortDe)
} else {

dataFile <- 'Herlev Raw NC & PDAC_RF.txt'

resultFile <- 'md_rankRes.txt'

plotFile <-'rnd_rankPlot.pdf

nKfold <-10

nRep <-5

nKOut <-5

nRepOut  <-1

backElim(dataFile, resultFile, plotFile, "Normal", "PDAC", nKfold, nRep, nKOut, nRepOut, sortDe)

78

PCT/EP2018/052423



PCT/EP2018/052423

WO 2018/141804

[6 :ON Al ©AS] VVSOSIXIXSITIVIDTALINLXDDIAMIASOVASIOAAAYIAISHTD
SIVISVSLOSNSDSIHAdADSIUNINNAAITINVLIDdTODAMNAYNNDLNSNNDSISILAYDDLDSYSddDLTIASDSDDDDHSHDHDDHSHDDDSSALATLODDMAAND
AAAAAASDSOATISYIAANVLATIVHISNIWOIATLNASNGYHSILIYDNASALAL LADDDHISSAMITONDdVOUAMSINMYNSILIDSYVISTHISDODJOATODDSITIONT

(1)
Vadl

[3 :ON Al ©IS] YVSOSTAXXSIINDIDTALINLXDDANASASISSAASDIAA
Av3AIsYI9SIVISXSLOSHSOSIHAIADSIHONNYAITINGY LDOdTOOAMDADADYDINSSSDLISILAYDDdLDSYSddDLINASDSHDDHDSHDHHDSODDDSSALATLD
DOMADHLVYDLYIAAAVLAIVHISNINOTATLNNSNQYUSILIYDONASOVAALATOUDSIVSAMITONDdVOUAMSINVASSI LIDSYYISTUISODdOAIDDDSIXXXAT

(€)
€

[ :ON Al ©3S] vvSOSIAXISITNDIXIALINLDDDAAADHTINGASDD
AAQYIAISHIDSIVISVSLOSHSOSIUAdADSAUINNAAITINGY LD TOOAMNALNSDINSSSOSISILAYODdLOSYSddOLINSDSHDDDSHODDSHODDSSALATLD
DOMATAYYODUYIAAY LAIVHISNIWOTATLNNSNAHSI LIYONASAVAALSDOSOSIVSAMITONDAVOYAMSINVASSILIDSYVISTHISODJDATDDDSITIOA

(2)
€T

[9:ON Al ©3S] YYXOSIXXXSITHOIDIALTIXXDDIAMDNISAAMYYIAAAYX
Q3SUTOSIVISYSLOSHSOSIUAIADSIHONNYAITINGYLDOdTODAMNALNSOINSSSDSISILAYDDALDSYSddOLIASDSDHDDSHOHODSHODDSSALATLODOM
AQ4ADOSSIIIHUVIAAVYLAIVHISNINOTATLNISNAYSILIHONASAVAAIASSSSSISSAMITONDdVOUAMHINLAYDA 149SVYVISTHISODJdDATODDSITIOAT

(1)
€l

[S:ONal Om_w_ dUNSNOAITINAYLOdTODAMHATADYDIXSSSOLISILAYDDLOSYSddDLIASDSHDDHDHSHHOHHSHHODSSALATLOVD
MVYTTOAAD DDINVIAAAYLAIVHISNINDTATLNISNAUSILAYDNASAVIAIASOUSSISSAMITONDdVOUAMSNVAA DS LIDSYVYISTHISODdDATDODSITIONT

(€)
4l

[l :ON QI ©3S] YVSOHSIXXISITIDIDIALIIXXDDIATNNSDOVASSIAAAY
3A3SY1OSIVISYSLOSHSDSIHAdADSIUNSNOANTIHNAV LOdTOOAMHATADYDINSSSOLISILAYDDA LDSYSddDLIASDSDDODSHODHSODDDSSALATLODD
MYTTOAADDDINVIAAAYLAIVHISNADTATLNASN QUSILIYDNASAVIAIASOUSSISSAMITONDdVOUAMSINVYAAQ D4 L1DSYVISTHISDDdDATDDDSTIXXAT

(@
&l

[c :ON Al ©3S] VVSOSTAXXSITNOIDIXLTNLXDDIATNNSDOVASSIAAQY
3AISHTIOSIVISYSLOSHSOSIHAIADSIUNSNOAINT NIV LOdTODAMHATADYDINSSSDLISILAYODHLOSYSddOLIASDSHDDDSHODHOSHHDDSSALATLOOD
MYATIDAADLDINVIAAAYLATVHISNINDTATLNASN AU SILIYONASAYAAIASDUSSISSAMITON DdVOUAMSNVYAQ DL L4DSYVISTHISODdOATDDDSITIONS

(1)
rag|

[2 :ON @l ©3s] vvsSHSTAIISITHOIDTALIILXDDIAMDSISSAASDIAAQYXAIS
Y19SIVISVYSLOSHSOSIHAIADSIUNSNOAITINAYLDOdTOOAMHASADYDINSSLOLISILAHODdLOSYSddOLIASDSDDDOSHDHHSHDDOSSALIATLODOMSA
JAAVILOSLHONVIAAAYLATVHTISNIWOTATLNNSNGYUSI LIYDONINSAVAANOSDAASITYAMITONDdVOUAMNIAISASSILIDSYVISTHISODJOATDDDSITIOANT

(2)
eT-1i

[L :ON dl ©3s] vvSOHSIXXXSIHOIDIALTILXDOIVMONTSAAMVYYIAAQYIA
ASYIOSIVISYSLOSHSDOSIHAdAXSIYNSNDAITTI AV LOdTODAMNALNYDINSSSDSISILAYDDALDSYSddOLTASDSDDDDSHDHHDHSHHDHDSSALATLOOOMIA
AVMSAADSSHVYIAAAY LAIVHISNINDTATLNNSNAHSILIUONASAVAH LYSONMSADSAMITONDdVOIAMHINYASSILIDSYVISTHISODdDATDDDSITTONT

(1)
eT-1l

se|dwexg syi Ul pasn seipoqiiue AJos 8y} Jo seousnbss pioe oulwy — / ajqel

79



PCT/EP2018/052423

WO 2018/141804

[61 :ON QI ©3S] VVSOSIXXXSITOIXIALTHLXDDIAIDOAINAAMYSIAAAYIA3S
d19SIVISYSLOSHSOSIHAIADSIUNNNAAITINGY LOdTODAMHAGADYOINSSSD LISILAYD D LDSYSddDLTIASDSDDDDSHHHDSHHHDSSALATLOODMHD
JAD99TdAASINYVIAAAYLAIVYISNINDTATLNNSNAYSI LIYONINSAVAIIASSSSSISSAMITONDdYOUAMNINTASSTLIDSYYISTHISOOJDATIODSITTOAT

(2)
8-l

[31L :ON QI .Om_w_ YYSOSTXXASIINOIXIALTNLXDDIAMDSTISAAMYVIAAQY
AAISYIOSIVISYSLOSHSOSIHAdAXSIUINNTAITINAYLOdTOOAMHATADVYDINSSSDLISILAYDDALOSYSddDLTASDSDDDDSHDDHSHOHHSSALIATLODD
MAQINDATAQHYIAAAYLAIVYISNINOTATLNNSNAUSLLIYONASAVAALSDDAMSIISAMITONDIVOUAMSINDAAQI LIDSYVISTHISODIDATDODSITIOAI

(1)
8-l

[Z1 :ON Al ©3S] VIDIALILXDDINDASISSAASDIAAAYXXISHIDSIVIS
VSLOSISOSIYAdADSIUNSHOAITDIdVLDOdTODAMHAAADYDINSSSD LOSILAHDDdLISYSddOLTIASDSDDDDSHDHDHSHDDDSSALATLOOOMAATOAANCT
ADYANYAAYYIAAVYLATVHISNIWOTATLNISNAYSILIDODNASAVAH LISONMSADSAMITONDddDYAMHINAASA LIDSYVISTHISODIDATODOSITIOAT

(¢)
£

[91 :ON Al ©3S] VVSOSIXXISITIOIDTAXINXXDDANASOSISSAASDIAAAYXXISHTOSIV
ISYSLOSISOSTHAADSIUINNAAITINGVLDOdTODAMAASNSDINSSSDSISILAYODALOSYSddOLIASDSHDDDSHDDDSODOISSALATLODDMJIAIMNAMH
YDIHYVVASdOYVIAANYLAIVYISNINOTATLNNSNQYSI LAY ONASAAADISOSNM LIDSAMITONDdVOUAMHINDASS 1495V VIS THISDOJDATDODSITIOA

(1)
L1

[S1 :ON al ©3S] VYVSHSIXIISITXDIDTALINLXDDIAMYSSAASDIAAQY
Q3SHTOSIVISVSIOSNSDSIHAdADSAUINNAAITIIdVLOdTODAMAAANSDANSSSOSISILAHDD A LDSYSddDLIASDSDDDDSHDDDSHOHDSSALATLOVDMI
A4VAVVVIDOVHVYIAAAVLIATIVHISNINOTATLNNSNAYSILIYONASAYAALDADSSLISSAMITONDdVYOUAMHINDANSI LIDSYVISTHISODIDATIDDDSITIOAT

()
911

[71 :ON QI D3S] XXXT-XLXIXYD LAXTIXX-XIXXXXDXXITXXSSSAXXXSDSIXXXSITHOXX TALIXIXDDAXXXNAYAAMXXIAAAYXAXS
YTOXIVISXSLOSXSOSIHAIADSAHYNNYAIT AV LOdTODAMHASHSOINSSSOVISILAYDDALDSYSddDLIASDSDODDHSHDHHHSHHHDSSALATLODDMAAIN
DAATSSOUNYVIAAAVLAIVHTISNINOTATLNISNAYUSILIUONASAYAD LSOONMNIDSAMITONDdVOUAMHINDASSILIDSYVISTHISODJdDATODDSITIOAT

(1)
9-11

[cL ‘ON @l ©3S] vvsS9S1aIXSINDIDTALTINLXDDIASOSTSSAASD
JAAAVIAISHIOSIVISVSLOSHSDSIHAdADSIUNSNOAN TNV LOdTOODAMSAINYOINSSDOSISILAYODLOSYSddOLIASDSDDDDSHODDSHDDDSSALAT
190D A1FHINYVYIAAAY LAIVHISNINOTATLNNSNAUSILIYONASASAAIANSHSSISSAMITONDIVOUAMSINVYASSILIDSYYISTEISDDdDATODDSITIONI

(€)
S-11

[2l :ON dl ©3s] vvsSOSIXXISIINOIXIALINLXDDIASOSISSAASO
JAAAVIAISYIDSIVISVYSLOSHSOSIHAdADSIUNSNOAITINGY LOdTODAMSAANYDINSSDDSISILAHODLOSYSddOLIASDSDDDDSDODDDSIDODSSALAT
190OMNAFFHINYYIAAAY LATVHISNINOTATLNASNAUSILIUDNASASAAIANSHSSISSAMIION Dd YOUAMSIAIVASS LIDSYVISTHISODJOATIDDSITIOAT

(e)
ol

[L1 :ON QI ©3S] dUNSNOAITINIY.LOdTODAMSAINYDIXSSDOSISILAYODALOSYSIdDLTIASDSHDDDSHHDHSHHDDSSAIAT
190DV AFFHINYVYIAAAVY LATVHISNINOTATLNNSNAYSILIYDNASASAAIANSHSSISSAMITONOdVOUAMSINYASSILIDSYVYISTHISDDIDATDDDSITIOND

(1)
ol

[0l :ON @l ©3S] VYVSOHSTIAXXSITNDIXTAXIILXDDIAMOSTSSAASOIAAAYIAISYT
OSIVISVSLOSHSOSIHAdADSIUNSNOANTINAYLOdTODAMNILNSDINSSSOSISILAHDDdLDSYSddOLIASDSODODSHDDDSDODISSALATLOODMAQTLLAD
ADNSIADHAYVYIAAAY.LAIVHUISNIWOTATLNISNAUSI LIODNASAAAHLA DDNMSIDSAMITONDdVYOUAMHNDACASIL19SYYISTHISODIDATDDDSITIOAT

(7)
v-1I

80



PCT/EP2018/052423

WO 2018/141804

[62 :ON Al ©3S] YVSOS1AXISINDIDIALINLXDDIAIOSISAAMYY
JAAQVIAISHIOSIVISYSLOSNSOSIHAdADSIUNSNOAITTHIVLOdTODAMSAINNDINSYSOSISILAYD D LOSVYSddDLTIASDSDDDDSHDOHSHODDSSALATL
DUOMIAIVYIVYVIAAAVYLAIVITISNINDTATLNNSNQUSILIYDNASAVAALD DD LOIVSAMI DN DI VOUAMNIAISASSILIDSYYISTHISDOdDATDODSITIONT

(1)
ZT-1i

[8Z :ON i ©3S] VYVSDSIAIISINDIDIALIIXDDIAMOYTSAAMYVIAAAYIAIS
Y1OSIVISVYSLOSHSOSIYAdADSdYONNSAITINAVLOdTODAMHAAADYDINSSSDLISILAY DDA LOSYSddDLIASDSDDHHSHDDHDSHHDHHSSALATLOODMAC
INIOONAMANSHVIAANY LATVHISNNDTATLNNSNAUSI LAYDYASAVANLADSIOSIAVAMI1DN D dVOHIMSINAAGS L49SYVISTYISHDIDATODDSITION

(€)
TT-1l

[22 :ON @l ©3S] YVSOSIXXISITNOIDTIALILXDDIAMYNISAAMYYIAAAYIAISYTIOS
IVISVSLOSXSOSIHAdADSYHOAN YAV LOd TOOAMHAAAISDINSSSDLISILAYODdLDSYSddDLIASDSDDDDSHDDHDSHHHHSSALATLODOMIAIYAD
DOYASAGAAHYVYIAAAY LATVHISNINOTATLNASNQYSILIYONASAVAAAINSDAASIAVAMIT1ON OdYOUAMHINDASSHL14DSYYISTHISODJDATDDDSITIONT

(@
11

[9Z :ON Al ©3S] VVYSOSIXIXSITNVIDIALINLXDDIADLIDMXOIAAAYIAISYT
OSIVISYSLOSISOSIYAdADSIUNSNOAITIIAVLOdTODAMNADASOINSSSDSISILAYODELDSYSddDLIASDSHDDDSHDHDHSHHDHDSSALATLODDMIAIDD
dHOSLISAAAHYVYIAAVY LAIVHISNINDTATLNISNAYUSI LI ONASAVAANNSOAAY IHVAMITONDdVOUAMHINDINSI LIDSYVISTHISODdDATODDSITTOAT

(1)
TT-1

[SZ :ON dl ©3S] VVYSOSIXXISITNOIXTIALILXDDIATDSISAAMYVIAAQY
XA3ISYTOSIVISVSLOSHSOSIHAdADSIUNSNOAMTINYLOdTOOAMHADADVYOINSSSOLISILAH DD LISYSddDLIASDSDDDDSHHODSHDHOSSALATLODD

(€)
oT-1i

MIQ4VMUDNDYVIAAYLATVHISNWOTATLNISNAHSILIUONASAVAALSDDSDSIVSAMITON DdVOUAMSINVASSILIDSYVISTHISDDdDATIDDDSITTONT

v [¥Z :ON @l ©3S] YVSOSIaXISIMNDIDIALINLXDDIAAHYSISAAMYYIAAQY]
Q3SUTOSIVISVSLOSNSDSIHAdADSIHONNYAITINGVLDdTODAMHATADYOANSSSO LOSILAHD DA LOSYSddDLIASDSDDHDSHHHDSHOHDSSAIATLODD
MITIVMUDIDYVIAANY LAIVHTISNIWOTATLNNSNAHSILIYONASAVAALSDOSOSIVSAMITON DA VOUAMSINAASHA LIDSYVISTHISDDIDATDDDSITTONT

(@)
oT-T

[€Z :ON dl ©3S] VYvsSHSIAXXSITNOIDTALIHIXDDIAAHYSISAAMYYIAAAYX
AXSYTDSIVISVSLOSHSOSIHAdADSIHONNYAITINAY LOdTODAMHATGADYOANSSSD LISILAYDDHLDSYSddDLIASDSODDDSHODDSOIDDSSALATLODD
MIGIVMUDNDYYIAAAYLAIVHISNNDTATLNNSNAYSILIYDONASAVAALSDOSOSIVSAMITONDVOUAMSINAASYI LIDSYVISTHISDDJOATDDDSITTOAT

(T)
oT-1l

[2Z :ON al ©3s] vvsHSIaXISINVIDIALINIXDDIAMDDTISSAASDIAAAY
3Q3SHUTOSIVISYSLOSISOSIHAdADSIUINNAAITINDYLOdTODAMSAANSDINSASOSISILAYDDdLOSYSddOLTIASDSODDHDSHDHISHDHOSSALATLODOM
AQIAADSDDASHYIAANYLAIVHISNWOIATLNNSN AUSILIYDNASAVAANINSDAASIAVAMITONDdVOUAMHINDASSI LIDSYVISTHISODIOATODOSITIONT

(€)
6-1

[LZ :ON Al ©3S] SAYINNAANTINIYLOdTODAMSAANSDINSASOSISIIAYDDL9SYSddDLIASDSDDDDSHODDSHDDDSSAIATLODOM
AQIAADSDDASHVIAANYLAIVHISNINOTATLNNSNAYSILIYONASAVAMINSDAASIAVAMITONDdVOUAMHINDASSI LIDSYVISTHISODJdDATOODSITTONT

(2)
6-11

[0Z :ON Al ©3s] vvS9S1axaSITNOIXTIALTIILXDDIAASSS
L1ASSIAAQYIAIASHTIOSIVISYSLOSNSOSINAAADSIYNNNDOATINGYLOdTOOAMNASNADINSDSOSISILAYDDILDSYSddDLTIASDSHDHOHSHDHDHSHHHHSS
ALATLDODMHDALLIDAAAY LAIVHISNINDIATLNNSNQYSILIYDONASAVAAIASSSSSISSAMITIONOdVOUAMSINYASSILIDSYYISTHISDOJOATOOOSITIOA]

(1)
6-TI

81



PCT/EP2018/052423

WO 2018/141804

[6€ :ON Al D3S] YWIXAAAIAQIAHAAAOAHANAQXTYNIFTNLOOX4LHIAIADDD | (1) 0
JAALY4Q3dO1SSILTLIALOSDSDSIYSAADSDTISSYVAITINAYI DdNOODAMNIASSISOSYHI LILAYADASYSTSSISDLINDIASDDDHSHHODSHODOSSALIATLOOD | -INL
OMAQISASADHYVIAAAY LAIVHISNINDTATLNNSNAHSILIYDONASAVAALSDOSOSIVSAMITONDIVOUAMANDSSAILIDSYYISTHISDOJDATDODSITTOA

[8€ :ON al D3S] VYVSOHSTXXXSINODIDTIALTILXDDIAMDSISSAASOIAAAYXAISHTD (€)
SIVISYSLOSHSOSI4AdADSIHONNSAITINGY LOdTODAMHAGANYDINSSSOLISILAYDDLOSYSddDLIASDSDDDHSDDDNSHODDSSALATLODDMAASAA 19
dTVMSSSALSHYVIAAVLAIVHISNINDTATLNISNQUSILIYONASAVADLSOONMNIDSAMI DN DdVOHIMDIAAQSI LIDSYYISTHISODJDATODOSITIONT | 491
[2€ :ON Q1 ©3S] YvSHS1aXaSIMDIDIAXIILIDDIAMONTIAAMYYIAAQY (2)
3QISHIOSIVISYSLOSHSOSIHAdADSIUNSNOAITINGY LOd TOOAMHATADYOINSSSDLISILAYDOALOSYSddDLIASDSDDDDSHODHHSOHHDHSSAIATLODD 19
MAQTdUNDAYYIAAY LATVHISNIWOTATLNISNQYSILIYONASAVAHLYSONMSADSAMITONOdVYOHIMSINYAAD A L4DSYYISTHISODJdOATIDDDSITIONI | -491
[9€ :ON dI ©3S] vYvSOHS1aIISITHNDIDTAXIILXDDIAMDSISSAASDIAAQ (1)
V3AISYTOSIVISVSLOSHSOSIHAIADSIHONNSAITINIV LOdTOOAMNALNSOINSSSDSISI LAYDOALOSYSddDLIASDSDDDDSOHDHHSHHHOSSALIATLOOD 19
MAGHAALTLDYLIAAAVLAIVHISNINOTATLNISNAYSILIYONAIADAALLDDAISAAYAMITONDdVOUAMSINVALSILIDSYYISTHISODIDATOODDSITIONT | -491
[GE :ON Al ©3S] YVYSOSIXXISITHIXIDIALINIXDDIASDSISOAASDIAAAYIXASHTIDS ()
IVISYSLOSXSDSIUAdAXSIUNSNOAITINGY LOd TODAMHATADYOINSSSOLISILAHODALDSYSddDLIASDSDHODSHDONSHDDDSSAIATLODOMJAIMN | 493A
A9IAMODASSYIAAAY LAIVHISNINOTATLNNSNAUSILIYONASAYADLSOONMNIDSAMITONDdVOUAMNINSASSI 14DSYVISTHISODIDATDDDSITTOAT
[P€ :ON dl ©3S] VYvSHSTAXISITNOIDIALTILXDDHNGASTISAAMYYIAAQY] (1)
Q3SYTOSIVISYSLOSXSDSIHAdADSIHONNYAITINAY LOdTODAMHATADYDINSSDO LIS LAYDDALOSYSddDLIASDSDHDDSHDODSHDHDDSSALIATLODD | 493A
MIQIYNDUALLIYVIAAAYLAIVHISNINOTATLNNSNAYSILAYONASAYAALIDDSOSISSAMITONDdYOHIMSIWINSSILIDSYVYISTHISODdDATDODDSTTTOAI
[€ :ON QI ©3S] YVSHSTIAXISITNDIDTIALTILXDDIDLNSAMLIDIAAAYIAT (€)
SYTDSIVISYSLOSHSDSIHAIADSIHONNSANTHAVLOd TOOAMNALNSOINSSSDSISILAYDDE LOSYSddDLIASDSHDDDSHODHDSHDDDSSALATLODOMAG | €1-1I
INDAAALMMDDSHYIAAAY LAIVHTISNINDTATLNNSNAHSILIYONASAVAAIASSDSSISSAMITONDdVOUAMNINSASSLIDSYVYISTHISOOIDATODDSITTOAI
[2€ :ON QI D3S] XXXXYXXXdIHOTYXXXdTVXXHD LAANXISXXHILIXSAIXXIdXYXS-HHHHHHYXYSOS1X3SITNDIDTALIILXDDAIDLNSAXLIDAAQYXAT (2)
SYTIDSIVISYSLOSNSDSIHAADSIHONNSAITINAY.LOdTOOAMNALNSDINSSSOSISILAYDDC LOSYSddOLIASDSDODHSHHHHSHHHDSSALATLODOMAC | €T-T1
INDAAALMMDDSHYIAAAY LAIVHISNINDTATLNNSNQUSI LAY ONASAVAAIASSDSSISSAMITONDdVOUAMNINSASSILIDSYYISTHISODIDATDDDSITIOAT
[L€ :ON dl D3S] DOHMLIDAAAYIAT (1)
SYTIOSIVISYSLISHSOSIHAIADSIYONNSAN YLD dTODAMNALNSOINSSSOSISILAYDDd LDSYSddDLIASDSDDODSDDDDSHDODSSAIATLODOMAA | €T-1I
INDAAALMMODSHYIAANY LAIVHISNINDTATLNNSNGUSILIYONASAVAAIASSDSSISSAMITONDdVOUAMNINSASSLIDSYVISTHISODdDATD9DSITTOAT
[0S :ON Al ©3S] YVSOSIXXISITIDIDIALTILODDIAYONAYAAMYYIAAAYIC (2)
ISYIDSIVISYSLOSHSOSIHAdADSIUNSNOAITINAY.LOdTODAMHAGADYOINSSSOLISILAYDOd LOSYSddDLIASDSODDOSDHOD9SODDISSALATLOODOMI | ZT-Ti

A4VAdSSUYSOUYVIAANVYLAIVHTISNINOTATLNISNAUSI LIOONASAYAHLYSONMSADSAMITONDdVOUAMSINAAQSI LIDSYYISTHISODJDATOODDSITIOAT

82



PCT/EP2018/052423

WO 2018/141804

[6¥ :ON Al ©3S] YVSOHSTAIISNOIXTIAXIIXXDDIAMIADSISSAASDIAAAY (€)
IAISYTIDSIVISYSLOSNSOSIHAIADSIUNSNDOAITINAYLOdTOOAMNALNSDINSSSOSISILAHDDALDSYSddDLTIASDSDDDOSDDDDSHODDSSALATLOOOM | BIT
AQIHYVAAYTIVIAAAY LAIVHTISNINOTATINNSNQYSI LA YONASAAAALLY DUDDIOVAMI1ONDdVOUAMNINSASSI LIDSAYISTHISODIDATOODOSITION A

[8F :ON dl ©AS] YVSOHSXXXXSITIDIDIALIIXDDIAADDLOXIDIAAAYIA ()
XSHTOSIVISYSLOSHSOSIHAIADSIYNSNDOAITINGY LD TODAMNAYNNDINSSSDSISI LAYDOd LOSYSddDLIASDSDDDDSHODDSHODOSSAIATLOODMA | &I
AWDAATOYATYVIAAAY LATIVHISNNDTATLNNSNAUSILIYDONASAVAALNODSOSIVSAMITONDdVOUAM LINYANSA L4 DSYVISTHISODdDATDDOSITTOA o

[t :ON Al ©3S] VYVSOHSIAIXSIHIVIXIAXTILXDDIAADSISSAASOIAAAYIA (1)
ASHTIOSIVISYSLOSHSOSIHAIADSIUNNNDAITINY LOd TOOAMHAAADYDINSSSO LISILAYDDdLOSYSddDLIASDSDDODSHDDDSHODOSSAIATLO0OMI | BIT
Q4VHYAGDAQHYVYIAAAY LATVHISNINDTATLNNSNAYSILIYOMASAVAALSODSOSIVSAMITONDdVOUAMSINMHLAL 14DSVYVISTHISODJOATODOSITIOA] -1

[oF :ON Al ©3S] YVYSOSTIAXXSIHIDIXIALIIIXDDIAMDSISSAASOIAAAY | (2) 9
3AISY1OSIVISYSLOSXSDSIHAdAXSAYNSNDOAITINAYLOdTOODAMHATADYDINSSSD LISILAYDOd LOSYSddDLTASDSDDDDSHODDSHOHDSSAIATLODD | -INL
MADNVSOTHYLIAAVYLAIVHISNINDTATLNNSNAUSILIYONASAYAAMINSDAASIAVAMITDNDdVOYAMSINIDAAQG LIDSYVYISTYISDDJOATODDSITIONI

[SF :ON Al ©3S] dYYLWLIXXXAIQHANAQDAHANAXXTENITINLO0O41d1amvo0d | (T) g
AALV4Q3d01SSILTLAALDSDSDSIYSIADSDISSYVAITIIAYIDINODAMNIASSISOSYHILILAYADASYSISSISOLNDIASDDDDSHODDSHODDSSAIATLOND | -INL
MAQWAQMAADYYIAAAYLAIVYISNWDTATLNNSNAYSILIYDONASAVASLSSSSOAISSAMITONDdVYOUAMAIWNASS DS LIDSYYISTHISODJdOATDDDSITTOA]

[b¥ :ON Q1 D3S] YVYSOSIXXISITIXIDTALTILXDDHIANIOLOMLOIAAAYXA (€)

ASHUIDSIVISYSLOSHSDSIHAdADSIYHONANAITINGYLOd TOOAMHATADYDINSSSOLISILAYDODdLDSYSIdDLIASDSDDDDSHODDSHDDOSSALATLODOM | 45D
AQSADYTISADYVYIAANYLAIVHISNINDIATLNISNAYSI LAY ONASAYSAINSDAASIAVAMI 1D DdYOUAMSINVASST LIDSYVISTHISOOJDATDDOSITIONT | -IND

[er :ON Al ©3S] YVSOSTAIXSIHNDIDTIAXTILXDDIIANIDLOMLIDIAAAYIA (2)

ASHIDSIVISYSLOSHSDSIHAdAXSIHONANAN AV LD TODAMHAGADVYDINSSSO LISILAYDDALDSYSdDLIASDSDDDDSHDDDSODDDSSALATLODOM | 45D
AQSADYISdDYYIAAYLAIVHISNINOTATLNISNAESILIH ONASAYSAINSDAASIAYAMI DN DdVOUAMSINYASSTLIDSYVISTHISODJOATIOOOSITTOAT | -IND

[Z¥ :ON QI ©3S] YVSOSIXXISIHDIDIALTILXODIAATOINSAAMYYIAAAY] (1)
Q3ISHUTIDSIVISYSLOSHSOSXYAIADSAUINNAATTINAY LOd TOOAMNALNSDINSSSDSISILAYODHLDSYSddDLIASDSDDODSHODDSHDDOSSALATLODOM | 4SD
AGAdVYSINDDAYYIAAY LATVETISNIWOTATLNNSNAYSILIHONASAVAANINSDAASIAVAMITONDdVOUAMHINDASSI LIDSYVISTIISODIDATOOOSITIONT | -IND

[Ly :ON Q] ©D3S] YWIAAAAIAGIAHAIAGDAHANAXXTYNIITILODO14d4A | (€) 0
ADDIAALYAAIdDISSILTLAAL9SDSOSIHSAADSOTSSYVAITINAYI OdNODAMNIASSISOSYHI LILAYADASYSISSASOLINDIASDDDOSHHDDSHODDSSALAT | -INL
LODOMATTAYDYYIAAAYLAIVHISNINO TATLNNSNAUSILIU DIASAYAS LDODAASSISSAMITONDdVOUAMSIASASDH L4DSYYISTHISDDJDATDDDSITION]

[Ov :ON al D3S]  XXXXXXAXXXXTVHIXA-TYIXXXMYS-HHHHHHXYYXAXXXXAQIAHANAQXQHAAQXTHMIITILODD411dHADYODIAALYHA | (Z)©
3d01SSIL114AL9SDSDSHYSIADSDISSYVAITINAYIDINODAMNIASSISOSYHI LILAYADASYS1SSISOLNDIASDDODSHDDDSHDDISSALATLODDMAGHA | -INL

VAMHYIAHSAAYVIAAVLAIVHISNIWOTATLNNSNQYUSILIYONASAYAALSDDSOSIVSAMITONDdVYDUYAMSINTYASSILIDSYYISTHISODIDATDODSITIOAT

83



PCT/EP2018/052423

WO 2018/141804

[6G :ON @I ©3S] YVYSOHSIXXISITNDIXIALTILXDDIATNNNAAASSIAAAYIAISHIOSIY (€)
ISVSLOSNSDSIYAdADSIHONNYAITIIAVLOdTOOAMHIAADYOINSSSDLISILAHODC LDSYSddDLIASDSHODDSHHDDSHDODSSALOTLDOOMATINDAC | qT-Ti
AMOSLAMASYIAANYLAIVHTISNINDTATLNISNQYUSILIHONUSAYAAINNDAASAAVAMITON D dVOUAMSIAMASSHL4DSYVISTHISOOdOATODDSITTOA

[8G :ON QI ©3S] YVYSHSIXIISINDIXIXLIXIXDDIAIONISAAMYVYIAAAYIAISHTO (2)
SIVISVSLOSHSDSIDAADSIUNSNDAITINGY LDdTODAMHATADYDINSSSO LISILAYODILOSYSddDLIASDSDDDOSHDDDSHHDHSSAIATLODOMIALVA | aT-1I
dAADSSAAAYNVYIAANY LAIVHISNINDTATLNISNGYSI LAY ONNSAVAALYSDODSIISAMITIONDdVOUAM LINAAYSH L IDSYVISTHISDOJOATOODSITTOA

[ZG :ON dl ©3s] YvSOSIXXISITDIDTALIILIXDDIAAYSTSSAASOIAAD (1)

VXAISYTOSIVISYSLOSHSDSIHAdADSIUNSNOAITINGY LOdTODAMHATAJYDINSSLOLISILAHDDLOSYSddDLTIASDSHDODSHDDHSHHOOSSAIATLOO | qT-Ti
DMAVYASOSNOUYAYVYIAAAY LATVHTISNINDTATLNISNAHSILSYONASAVAALLSDSSSIASAMITON DdVOUAMSINYASSALIDSYYISTYISODIOATDO9STTTONT

[9G :ON Al ©DAS] dYSNOVAITINAYLOdTODAMSIINYDIHSSODSISILAYODA1DSYSddDLIASDSDDDDSDDDDSHDDDSSALATLODOM (2)

IAIVHAMNDYVYIAAAYLAIVHISNINDTATLNMISNQHSILIYONASAVAHLUSONMSADSAMITONDdDVYAMHIDHYSILIDSYYISTHISODIOATOODDSITIONT | A-N4!

[SG :ON Al ©D3S] AVYSOSIXIISIHIXIDTALILXDDIAD IO LOMXOIAAAYIGISY (1)

T1OSIVISVYSLOSXSOSIHAdAXSIUNSNOAN IV LIOd TODAMNAYNNDINSSSOSISILAYO DAL DSYSIdDLTASDSDDDOSHDDDSHDDOSSALATLODOMIAHAA | A-N4I
XMDHOLYOUYVIAAAVYLAIVHISNINDTATLNNSNAUSLLIYONASAVAHLYSONMSADSAMIIONDdVOUAMHINDASSHLIDSYVYISTHISOOJOATDODSITIONT

[¥S :ON QI ©3S] YVYSOHSTAXISIHDIDIALDILXDDIAAYNTHAAMYVYIAAAYIA | (T) ¥

ASYIDSIVISYSLOSHSOSIYAdADSIYNSNOAITINGY LOdTOOAMNALNSIINSSHDSISILAYDDELDSYSddDLTASDSDDDDSDHHHSHHDDSSALATLODOMAA | -dIN
AVMOSSADDYVYIAAAYLAIVHISNINO TATLNISNAYSILIDONASAAAHLIDONMSIOSAMITON DI VOUAMHINDASSH LIDSYYISTHISODdOATODOSITIONT

[€G :ON Al D3S] YVYSOSTAXISIHIXIDIAXDIXXDDIAMOSTISNAASXIAAAYIA (@)

ASHIDSIVISYSLOSHSDSIYAdADSIHONNYAITINGY LOdTODAMNAINSDINSSSDSISILAYDOdLDSYSddDLTASDSDDDOSHDDDSHODDSSALATLODOMAG | 8T-11
119VLIVOUYdSHVYIAAAY LAIVYISNINDTATLNNSNAYSI LIYDNASAVAALADO LDIVSAMITON DdVOUAMHINOASSILIDSYVISTHISODJOATIOUDSTTTOA

[2S :ON QI ©3S] YYSOSIXXXSITIDIDTALTILXDOAINNSOVYXSSIAAAYIA (1)

ASY1DSIVISYSLOSXSDSIYAdADSIYONNYAITINGY LOd TODAMHAAADYDINSSSOLISILAHD DA LDSYSddDLIASDSDDDHSHHODDHSHDDISSALATIOOOM | 8T-Ti
dQ449OYHTAYVIAAVYLIAIVHISNWOTATLNISNAUSILAYONASAVYAD LSODONMNIDSAMITONDdVOUAMHINDASSS L IDSYVISTHISDODIDATODOSITTOA

[LG:ON @l ©3s] vvsSos1a3IISIMDIXTALDILXDDIATOSTHAAMSYIAAAYIXIS (2)

Y19SIVISYSLOSXSOSIYAdADSAYONNYAITINIV.LOI TOUAMNALNSDINSSSDSISLLAYDOdLOSYSddDLIASDSDDDNSHODDSDDDOSSALATLODOMIALY | 9T-Ti
HIADOATYVHVYIAAAYLAIVHISNINOTATLNNSNAYSI LIYONASAVAH LYSONMSADSAMI 19N DdVOUAMSINVHNSI 14DSYVISTHISODdOATDODSITIONT

[0S :ON @l D3S] YVYSOHSIaxXaSImDIDIALTILXDDIAIDSTHAAMSYIAAAYIAIS (1)

Y19SIVISYSLOSHSOSIYAdADSIHONNYAITINIYLOd TODAMNALNSDINSSSDSISILAYD DAL DSYSddDLIASDSDODNSHDODSHDHDDSSALATLOVOMIAIY | 9T-1I

HIADDATYYHVYIAAAVYLAIVHISNWWOTATLNISNQYUSILIUDNASAVAHLYSONMSADSAMITONOdVOUAMSINYHNS L49SYYISTHISODIDATDODSITIOAT

84



PCT/EP2018/052423

WO 2018/141804

[69 :ON Al ©3S] YVSOHS1AIISIINOIDIALTELXDDIANMNSSOVASSIAAAYXAISY | (T) €
19SIVISVSLOSNSOSIHAIADddUNSATAN IV LOd TODAMNAYNNDINSSSDSISILAYD DG LOSYSddDLIASDSDODDSHDHHSHOHOSSALATLODDOMIQAVY | -dIN
TINDSOIVAYVIAAAYLAIVHISNINDTATLNNSNAYSI LIYYNASNAAHLYSONMSADSAMITON O dVOUAMHINDALSS L4DSYYISTHISODIOATODDSITTOAT

[29 :ON Q1 ©3S] VYVSOHSIAIXSIINDIDTALINLIXDDIAADSISAAMYYIAAAYX | (€) T
A3SYT19SIVISVSLOSISOSIHAADSIYINNAAITINAY LOd TOOAMNAINLDINSSSDSISILAYO DA LOSYSddDLIASDSDODDSHOHOSHHODSSALATLODOM | -dIN
AQ4S1ILAAAHSHVIAAMYLAIVHTISNIWOTATLNYSNAUSILIYONASAVYAAINSDAASIAVAMI 19N DdVOUAMHINDANS LIDSYYISTHISODdDATDDDSITIOAT

[29 :ON I ©3s] vvsSOHS1aXISIMOIXIALINLXDDIAADSISAAMYYIAAAYI | (2) T
Q3ISYTIOSIVISYSLOSHSOSIHAdADSHUNSNDAITINGY LOdTODAMNALNYOINSSSOSISILAYDOdLDSYSddDLIASDSDHODSHDDDSHOHOSSALATLOOOM | -dOW
AGANMDSNAYIYYIAANY LAIVHISNINOTATLNYSNAUSILIYONASAYANLASSSSSIASAMITON DdVOUAMSINYASSE LIDSYYISTHISODdDATODDSITIONT

[90 :ON Al ©3S] VYVSOSIXXISIHODIXIALTILXDDIIMONISAAMYVYIAAQY | (T) T
IXISUTIOSIVISYSLOSHSOSIHAdADSAHYSAYAITIIAY LOd TOOAMSAANNDINSSSDSISILAND DA LOSYSddDLIASDSDDODSHOHDSHODDSSALATLOVOM | -dIN
DOTODHODUVYIAANYLAIVHISNINOTATLNNSNAYSILIYONASAVAHLUSONMSADSAMITONOdVOUAMSINYASSILIDSYYISTIISOOdDATODDSITIOAT

[G9 :ON aI ©D3S] YVSOHS1AXaSITNOIDTALLXDDIADIAYAAMYVYIAAQYIAISHT (€)

OSIVISYSLOSHSOSIHAIADSIHONNYAITINGY LDOdTOOAMSAANNDSHASSOSISILAYDDALOSYSddDLIASDSDODDHSHHHHSHHHHSSALATLOODOMAAIND S3
AANHSYTHdYYIAAAYLATVHISNINOTATLN SN QUSILIYYNASAAAHLYSONMSADSAMITONOdVOUAMNIADANS LIDSYYISTHISODIOATODOSTTTOAT | LNVY
[9 :ON a1l ©3S] JdHONASAITIHdY.LDdTODAMAAAQSDINSSSOSISILAYDDALDIVSddOLTIASDSDDDDSHHHHSHOHDSSALATLODIM (2)
AQ4LASSAGNQYVYIAAVYLAIVHISNINOTATLNISNAYSILIYONASAVAALSDOSOSIVSAMITONDIVOUAMSINYASSI LIDSYVISTHISODdDAIDDDSITTOA s3
LINVY

[€9 :ON Al ©3S] YVSOSIXXISINDIDIALTILXDDIAMOSISNAASOIAAAYIAIS (1)
Y19SIV14VSLOSHSDSIHAdADSSHOAQHUAITIIAYLOdTOOAMHAASDYDINSSSOLISILANDDALOSYSddDLIASDSODHHSHHNNSHODDSSALATLOODMAA S3
JAAQQADSYQYVIAAAYLAIVHISNINOTATLNASNQYSILIYONASAVADDLOANSIAVAMITTON DdYOUAMHINDASSILIDSYVISTHISODIOATDODSITIONAT | LNWY

[29 :ON al ©3S] vYvSDS1aIISINDIDIALHIXDDOXAYDSTISAAMYYIAAGYXAT | (€) Ul
SY19SIVISYSLOSHSOSIHAdADSIHONNYAITINAV LD TOOAMNALHSDINSSSDSISILAYDDC LDSYSddOLIASDSHDODSHHDHOHSHHDHHSSALATLOVOMIA | Xe103
dMDVAVAVHVYIAAAY LAIVHISNIANDTATLNISNQYSILIUONASAYAH LYSONMSADSAMI 19N DdYDUYAMSINVADYA L19SYYISTYISODIDATDDDSITIONT

[LoON| (Dw

A D3aS] XXXXXIXXXIXXVASTAIHXXXIXNA TXXXNDLXANAISIMHILXXSAIdHIdXYdS-HHHHHHYYXSDS TXXXSITNOIDIALTIIXDDIAIONTISAAMYVYIAA | xe103
Qv3IQ3Isy1OSIVISYSLOSXSOSIHAdADSIUNANAAITIIdYLOdTOOAMNALSSDINSNSDAISILAYDD A LDSYSddDLIASDSDDDHSHHHDSHHHDSSALATLOD
DMAQIATODLOYVIAAAY LAIVHISNIANDTATLNNSNAUSILIYONASAVAALSOOSAIASAMITONDdVOUAMLINMAYSLIDSYVISTI1SODdDATODDSITIOA]

[09 :ON Al ©3S] VVYSXSTAXXSITHDIDIALTILXDDIAIDSISAAMYVYIAAAYIAISYTOS | (T) ut

IVISYSLOSXSDSIHAdADSIUNSNVAITINIVLOITOOAMNAYNNDINSSSDSISILAYDDALOSYSddOLTIASDSDHDDSHHDHHSHODDSSALATLODIMMOAYYY | Xe103

OdIANVILONDNADAAAY LATVHTISNINDTATLNISN QUSILAYONASAYAH LYSONMSADSAMITON D dVOUAMSINMASSILIDSYVISTHISODIOATDDDSITIONAT

85



PCT/EP2018/052423

WO 2018/141804

[8/ :ON Al ©3S] YVYSOSIXXXSITNOIDTIAXINLXDDIAMDSTANAASDIA

(1)

AQV3IAISYIOSIVISYSLOSHSOSIUNADSIUNLINDAITINAY LOdTOOAMHAGADYOINSSSOLISILAYDDdLOSYSddDLIASDSDDODSHHODSHDODSSAIATL | WS
DOOMAQLSYIADDYYIAAAYLAIVHISNINOTATLNISNAYSILIHAUASHYAAI DSOIVSAMITONDdVOUIMSINAAQSA LIDSYVISTHISODdDATIDDDSITIOAT
[/ :ON Al ©3S] YVYSOSIXXISITIOIXIALTILXODIAAIDXISSAASDIAAQYI | TIE
A3ISYUTIDSIVISYSLOSXSDSIUAdADSIYALASAITINGY LDd TOOAMHATADYDINSSSD LISILAYODdLOSYSddDLIASDSDDHDSOHDHDHSHDHDSSALATLOVOM uu |
SAIMNDTdSASYIAAAVLATVYISNIWOTATLNNSNAHSILAYONASAVAALSOASOSIASAMITONOIADYAMSINMAY YA L4DSYYISTHISODIDATODOSITIONT | So1u)
[9/ :ON QI ©3S] YVSOHSTIAXISIHDIDIALIILXDDIAADSISAAMYYIAAQY |  OTe
3QISYTOSIVISYSLOSHSDSIHAdADSIUONNSAITINAY LD TODAMSASNSDINSSSDSISILAHODA LDSYSddDLIASDSDODDSHHHHSHHDHDSSALATLOVDM uu
[A4VATLYAYQUYIAAVYLAIVHISNINDTATLNNSNAYSILIYONASAVAALYDDSOSILSAMITONDdYOUAMNINNALSI LIDSYYISTHISODJOATDDOSITIONT | o1u)
[G/ :ON QI ©3S] YWIAAXANAXDIALIILXDDIDOMONINLATAYYIAAQYIA u
ISHTIOSIVISYSLOSNSOSIHAdADSA TIAAAAITINIVINDd TOOAMNALNDDINSASOSISILAYDDdLDSYSddDLTIASDSDDDDSHDDDSHDHDSSALATLODOMA | nda]
ANDAAIDVTHHVYIAAAY LAIVHISNINDTATLNNSNAHSI LIYOIASAAAANASOTONINYAMITOND YO UAMSINYLA DI LIDSYVISTHISDDIOATDODSTTTONAT
[vZON | (@) w
Al OS] XXIXXXTYXXIXXXXXXIADLXXNAIXXXHIXIXSAIXYXXX Y S-HHHHHHYXYIXAAAIAQIAHAXAGDAHAAXDTALTILXDDIAADSISAAMYYD | J0wo
AAVIAISYTIOSIVISYSLOSHSDSIHAIADSA1IAAIAITIHIVLOdTODAMSASNLOINSDSDSISILAYDD A LOSYSddDLINSDSDDDOSHODDSHDDOSSALATLD | 18Uy
DOMAQIAGTHIYYIAAAVYLATVHISNINDTATLNISNAHSI LA DONASAVAALLSOSSSIASAMITON O dVOUIMLINAAONA L1DSYVISTHISDOJOATDDDSITTOA
[£7 :ON Al ©3S] XXOIXXXAXAIXXMXILIYSAIHIXMYAS-HHHHHHYYXXAAAaxXXaiaHaXAaDAHAXAADIALIILXDDIAMONTISAAMYYIAAAYXAT | (T) w
SYIOSIVISYdLOSXSDSIHAJADSIHONAYAITINDY LDd TOOAMNALNYDINSNSDSISILAHODALOSYSddDLINSDSDODDSHHDHDSHODHHSSALATLOVOMIA | I0Wwo
AVOAVMLAYVYIAAAY LATVHISNINOTATLNNSNAYSILIYONASAVAH LYISONMSADSAMITONDdVOUAMAWAHASILIDSYYISTHISODIOATODDSITIONT | 18uy
[2/ :ON Al ©3S] YWIAAAANAXDTIALINLXODODIAMSNAAMYYIA |  9se
AQVIAISYUIDSIVISYSLDSXSDSIYAdADSIUNHNAAITINGY LDd TODAMAAANSDINSSSDSISILAHDDALDSYSddOLIASDSHODDSHHHDSHODDSSALATLOD | PIsol
OMIQIOHAIDDYYIAAY LAIVHISNINOTATLNISNQYSILIYONASADAAINIDAAVIAVAMITONDdYOUAMHINYASSILIDSYYISTHISODIOATIDDDSITIONT | dejed
-9
[LZ :ON @l ©3S] YVYSOSIXXISINDIDIALTILXXDAASYSSHMIWIAAQYXAT | (€) €
SY1DSIVISYSLOSNSOSIHAdADSIYNNNOAITINGYLOdTODAMAASNLDINSSSDSISILAYDDALOSYSddDLIASDSHDDHHSHHHOHSHOHDHSSALATLODDMAAL | -dIN
MDMOSSADAYIVIAANY LATIVHISNINDTATLNNSNAYSILIYONASASASALNSIODIAYAMITONDIVOUAMSINMAIST LADSY VIS THISOOIDATODDSITTONT
[0/ :ON @l ©3S] YVYSOSIXXXSITIDIDTALIILXDDIAAASTSAAMYYD | (2) €
AAQYIAISYTIOSIVISYSLOSHSOSIHAIADSIHONNYAITTIIAV LD TODAMNAYNNDINSSSDSISILAHD DA LOSYSddDLIASDSDDHDSHHHOHSHDHDSSALATL | -dIN

ODOMAVISHDYVIAAAYLAIVHISNINOTATLNISNQYSILIYYIDSAYAHLSHOSYSIOSAMITONDIVOUAMSINANSSTLIDSYVISTHISODJOATDHDDSITTOA]

86



PCT/EP2018/052423

WO 2018/141804

[88 :ON QI DIS] YYSXSIXXXSITIDIDIALTILXDDIAADNTISAAMYYIAAG uix
VIQ3ISYIDSIVISYSLOSHSOSIHAdADSIHONNYAITINGVLOdTOOAMAAANSDINSSSOSISI LAY LDSYSddDLIASDSDODDSHHHHSHOHDDSSALATLODD | 081
MAQIDADLYHYIAAVYLAIVHISNINDTATLNNSNAUSILIYONASAVAANSSDAHMIAVAMITONDdVOUAMSINVYASSALIDSYYISTHISODdOATDDOSITIONT

[28 :ON @l ©3S] AMTHIAVLOITODAMAAANSDIXSSSDSISILAYD DI LOSYSIdDLIASDSDDDDSDHDHSDDDDSSALATLODDMATT] (T)
ASSOSAUNTHAVIAAAYLAIVHISNNDTATLNNSNAUSILIYONASAVAD LSOONMNIDSAMITTONDdVOUAMSINVYANSILIDSYVYISTHISDOJDATOOOSITIONI | Mlg
[98 :ON QI DIS] YWIAAAXIAXDTIALTILXDDIADONTSAAMYVYIAAGY3 M
d3SUdOSIVISYSLOSXSDSIHAdADSIUNNNODAITINGVYLOd TOOAMNAVASDINS LSOSISILAYHDD LDOSYSddDLIASDSHDHDSHDDNSHODOSSALATLODOM |  uisd
NAWODASDYAYVIAAY LAIVHISNINOTATLNNSNAYSILIYDNASAVAALSDDSYSINSSAMITON O dVOUAMSINYASSI LIDSYVYISTHISODdDATODOSITIONT | ayle
J04d
[G8 :ON @l DIS]T XXTXXXXXXXXXXXXXXXXXDOONXXXXHHHHYYXSDSTAXISITNOIDTALINIXD941INAIDYNSSIAAG X
VIXISYTOSIVISYSLISNSOSIYAdADSIYONNSAITINGY LOdTOOAMNALALDINSSSOSISILAYDDALDSYSddOLIASDSDDDHSHHHHSHODDSSAIATLOD | [Alels
M131D9DUDYDUYIAAVYLATIVHISNINDTATLNISNAHSILIYONASAVAAIASNDSSISSAMITONDdVDUAMSINVASSTLIOSYYISTHISODdOATDDOSITIOAT
[Y8 :ON QI D3S] YWIAAAXIAGXTALTILXDDIAYTDDTSHAASDIAAAYX A
Q3ISHIOSIVISYSLOSHSOSIHAdADSdUNNNDAITINAY LOd TOOAMHAANSOINS LLOSISILAYDOHLIOSYSddDLIASDSDDDDSHDDDSHDODSSALATLOOOM | SIMaT
AQTOYdAADAANASYIAAAY LATVHISNINOTATLNNSNAYSI LAY ONASAYAALSODNSSIVSAATION OdVOUAMHTLASSA LADSYVISTHISOOSOATODDSITIONI
[€9 :ON a1 ©3S] YYIAXXANAXDIALTILXDDIAMOSISAAMLYIAAQYIAXSY | (2) X
1DSIVISYSLOSNSDSIYAdADSIUNINLAITINGY LDd TODAMNALNSDINSNSDSISILAYDOdLOSYSddDLTIASDSDDNDSHOHDSHODOSSALATLODDMACIND | SIMS]
ASMOSSTDIIVIAANY LATVHISNINOTATLNISNAYSILIYDONASAVAADISO AN INVAMITTONDIVOUAMHINMAYST LIDSYVYISTHISODdDATOODOSTTTONI
[28 :ON dl ©3S] YWYXAQAAIAGDIALTILXDDIAMODSISAAMSYIAAQY | (T) X
3Q3SY1DSIVISYSLOSHSOSIYAdADSIYONNSAITINGY LD TODAMNALNSDINSSSDSISLLAYD DAL DSYSddDLIASDSDDDDSHDDISHHDOSSALATLODOM | Sima
AQT194S1IDTHVIAAAVYLAIVHISNIWOTATLNISNAUSILIYONASAAAANISDAININVAMITONDdVOUAMHINMANS LIDSYYISTHISODdDATODDDSTTION]T
[18 :ON QI D3S] YWIAXXAIAAOIALTILXDDIAAYONINAAMLYIAAAYIAISYTD | VSd
SIVISYSLOSXSDSIUAdADSAYON LHAI TNV LD TOVAMSAINADINSSSDSISILAYDD A LDSYSddOLTIASDSDOHDDSDHDOSHDDHDSSALATLODDMATINDAS
AADSMAAATIYAIAANY LAIVHISNINOIATLNISNQYSILIYONASAVAQLAADNDDIAYAMI1DN DdVOYAMNINIAS A LIDSYYISTHISODIDATDDDSITIONT
[08 :ON Al ©D3S] YWIAXXANAQIAHAXAQDAHANAXXIALTILXDDIAMONISAAMYVIAAAYXAISY (2)
TOSIVISYSLOSXSDSIHAdAXSIUNNNTAITINIVLOdTODAMSAINNDISSSSDSISILAYDOALOSYSddDLINSDSDODOSHODDSHODOSSALATLODOMIAAVA | 107
NSAMDSSANNAYVIAAAYLAIVHTISNIWOTATLNISNAYSILIYONASAVAAIANSSLSISSAMITON D dVOUAMSINMYNSILIDSYYISTHISODIDAIDDDSITIONI
[64 :ON Al ©D3S] YVSOSIXXISIHDIDIALTILDDDIADYD LDOMLDIAAQYIAISY (1)
TDSIVISYSLOSNSDSIHAdADSIHYANDAITINAYLOdTODAMNAYNNDINSSSDSISILAYDDALOSYSddDLIASDSDDDOSHOHDSHHDDSSALATLODOMAAIA | 1a7

ODAAAASAYYYVHVIAAAY LAIVHISNINOTATINNSNQYSILIYDONASAVAHLYSONMSADSAMITONDdVOUAMSINAAQSI LIDSYYISTHISDDIDATDDDSITIONT

87



PCT/EP2018/052423

WO 2018/141804

[96 :ON QI D3S] VVYSXSIXXISITHOIXIALTLXDOIAIOSISAAMSYIAAQY
XXISHTOSIVISYSLOSHSOSIHAADSIUNSNOAITINIY.LOdTODAMODATGAYYDINSSSD LIS LAYD DAL DSYSddDLIASDSHHODSHDHHHSHHHDISSALATLOVD
MIA4VATODdAYVIAMAYLAIVHISNINOTATLNASNAYSILIYONASAAAILATDDYSIDSAMITON OdVOUHIMSINAATSALIDSYYISIXISDOJdDATDDDSITIOAT

‘yui
|

[26 :ON QI D3S] VVSOSIXIISIHIDIXIALINLXDDIAMOSTSAAMYVIAAD
VXAASHTIOSILISYSLOSHSOSIHAIADSIUNSNOAITINAY LDOd TOOAMNALNSDINSSSD LISILAYD DA LDSVSddDLTIASDSDDHHSHHHHSHHODSSALATLODD
MAQ449SNIYVOAANAVYLATIVHISNINOTATLNISNQYHSILIYONASAVAH LYSONMSADSAMITONDdVOUAMNINSAYSH LDSY VIS THISOOJDATDODSITTOAT

(@)
o)

[96 :ON Al ©3S] YXSOSIXXISIHNOIXTALTIXXOXIAMHYTSSAASOIAAQYXAISY
TOXIVISVSLIOSXSOSI4AdAXSIHONNYAITINGY LDOdTOOAMHATGADVYDINSLYD LISILAYD DA 1DSVYSddDLIASDSDDDHSHHDDSHHHOSSALATLOODMAAS
AAHOSIMODDYVIAANYLATVUISNINOTATLNISNAYESI LI ONASAYAALSDDSOSIVSAMITONDdVOUAMNIWYASSILI9SYVISTHTSODJDATDODSITTOAI

SJ

[S6 :ON Al ©3S] YVSOSIXXISITHOIXIALINLXDDIAADSISSAASDIAAAYIAIS
Y1OSIVISVSLOSHSOSIHAADSIUNSNAAT NIV LOdTODAMHAANADYDINSSSD LIS LAYDDd L1DSYSddOLIASDSDDHDSHHHHSHOHDSSALATLODOMAA
INDAYSTSIANdHVIAAAY LAFVHTISNINDTATINNSNAYSI LIYDMASAVAS LMD DVATLSAMI DN DdVOUAMSINDASSI LIDSYYISTHISDDIDATDDDSITTOAT

(1)
D

[76 :ON @l ©3S] YvSDSIAIISITNOXDTALINLXDDIAMSDSTSSAASDIAAAYX
Q3ISYTOSIVISVSLOSNSDSIUAdADSIHDANYAITINAY LD TODAMNAIHNDINSSSDSISILAYDD A LISYSddDLIASDSHDDHSHDDDSHOHHSSALATLODOM
AANDSdTIdHYAYVYIAAMVYLAIVHISNWOTATINISNGHSILIYDOUASAVAHIALNSOSISSAMITONDdVOUAMINYALSA149SVVISTHISODdOATODDSITION]

(2)
€

[£6 :ON Al ©D3S] YVYSOSIXXXSITNDIDTALINIXDDIAMINTLAAMYYIAAQYIA
ASYIOSIVISYSLOSISOSIYAdADSIUNSNDAITIIAV LOdTODAMSAIHWD INSYSDOSISILAYD D LOSYSddDLIASDSDDDDSHOHDHSODHHSSALATLODDMI
A4VANDIMUAYVIAAY LAFVHTISNWOTATLNISNAUSI LAY DIASAVAALDDDSOLASSAMITIONDdVYOUAMSINVYASSI LIDSYVISTHTISDOIDATDDDSITIOAT

(1)
€

[26 :ON Al ©3S] YVYSOSIXXXSITXOIXTIALIIXXODITANONTHAAMYYIAAAYIA
ASYTOSIVISVSLOSXSOSIUAdADSAUNNNSAITINGYLOdTOODAMNAVLSOINSSSDSISILAHDDH LDSYSddOLIASDSDDDDSHDHDSHHDDSSALATLOVOMII
AAVVVINWHYVIAAAY LAIVHISNWOTATLNNSNQUSILIYDNASAVAHLYSONMSADSAMITONDdVOUAMSINVASSI LIDSYVISTHISODIDA1DDDSITIOAT

STD

[16 :ON

ai Omwu XOOKXXX A X HXXXEXXATXXIXXXXXXAISAXXILXHSXIdHIdMYdS-HHHHHXXYVYSDSTIXXISIDIOIDTIALTILXDDIAAADNASAAMYVYIAAAYXQAISYT
DSIVISYSLOSHSOSIHAdAXSIUNNNIAIT NV LOd TODAMHATADYDINSSSDLISILAHD D LDSYSddDLIASDSDHDHHSHHDHHSHDHDHHSSAIATLODOMIQIVD
SAMAADYODDUVIAANAVYLAIVHISNNDTATLNISNGYSI LIUYDOASHVAI LLYOSDSIVSAMITONDdADHUAMSINDAAG S 1IDSYVISTHISODIDATDDDSITIOANT

bt)

[06 :ON @l ©3S] VYVSOSTXAXSIMOVIXIALINLXDDIAADSTSSA4SOIAAAY
JQISIDSIVISVSLOSHSOSIHAIADSIUINNAANT AV LOdTODAMHAQLDYDINSSSO LISILAYO DA LDSYSddDLTIASDSDDDHSHDHDSHHHISSALATLODD
MAGIDIAVNYLADAAAVLAIVHISNNOTATLNISNQYSILSUDNASIVAALSDOSOSIVSAMITONDdVOUAMHNDASNI LIDSYVISTHISDDIDATDDDSITTOA]

-d19

[68 :ON @l ©3S] VYVvS9S1aIISIHOIDIXLILODDIAIDSTOAAMYYIAAAYIAIS
HTOSIVISYSLOSHSOSIHAIADSIYNSNOAITINGV LD TOOAMHATADYDINSSSOLISILAYDDHLDSYSddDLIASDSDHDHDSHDDDSDIDDSSALATLDVOMAQAI
HAMNNOWIIVIAAAVLATIVHISNINOTATLNNSNQUSILIYDONASAVADLOVSNMSTDSAMITONDdYOUAMHINDASHA LI1DSYYISTHISODIOATDDDSITIONT

4T
-d1D

88



PCT/EP2018/052423

WO 2018/141804

[801 :ON @l ©3AS] YVYSOSIXXISIIDIXTAXINIXDDIAAYNTHAAMYVYIAAGYIX
ISYTOSIVISYSLOSHSDSIHAdADSIUNSNOAITINGY LOdTODAMNALNSIINSSYOSISILAYDDALDSYSddDLTASDSDDDNSHHHHSHODHSSALATLDOOOMAT
AVMDSSADDUYIAAAVLAIVHISNINOTATLNNSNAYSILIOONASAAAH IDDONMSIOSAMITONDdVOUAMHINDASSH 1 4DSYYISTHISOOJOATDDOSITTOAT

(€) v
-dJN

[201 :ON @l ©3S] YVSOSIXXISINVIDIALTILXDDIAMDSISAAMYVIAAQY
FAXSHTOSIVISVSLOSHSOSIHAdADSAUINNAANTHIVLOdTODAMHAAADYDINSSSOLISILAYDDA LDSYSddOLIASDSDDDDSHODHSODDDSSALATLO0D
MAQINOATAAHYIAAAVYLAIVHISNIWOTATLNNSNQUSILIYONASAVAALSDDAMSIISAMIIONDIVOUAMSNDAAQ 1495V YIS THISDODIDAIDDDSTIXOAT

(€)
8-1i

[901

ON Q1 D3S] XNXXXXIdXHYXXXNTOLXXdXIMAUUXIAAXXHILIXSAIdYIXXYdSXHHHHHHYXVYSOSTAXXSI OIX TALTILXDD4AMDSISAAMAYIAAC
VIA3SHIXSIVISVSLOSISOSIYAdADSITIAAAATINGYLOdTOOAMHATGADYDINSSSDLISLLAYDDA LDSXSddDLIASDSDDODSHDHHSODDDSSALATLOOD
MIQIVAALDSYdOUYIAANVYLAIVHISNINOTATLNANSNAYSILIYDNASAVAAILSSSSISSAMITONDdVOUAMSINANSSILIDSYVISTHISDDdDATDDDSITTOAT

(v)
9-1

[SOL :ON Al D3S] YVSOSIXXISITNDIDTALIILXDDIAMYSSAASDIAAAYS
X3ASYTOSIVISYSLOSHSOSIHAJADSAUNINNAAITIIAY LOdTODAMAAANSDANSSSOSISILAYD DA LOSYSddDLIASDSDDDDSHODDSHDDDSSALATLODOMI
Q4VAVYVIOOVUVIAAAYLAIVYISNINOTATLNNSNAYSILIYDONASAYIALDADSSLISSAMITON DdVOUAMHINDANSI LIDSYVISTHISDDIOATIDDSITIONT

(€)
9-11

[7OL :ON dl ©3S] VYVSOSIXXXSITIDIDIALTNIXDDIAXSNSDOVYXSSIAAXYIAISY
19SIVISVYSLOSXSOSIHAdAXSAHONNYAITINAY LOdTOOAMNALNSDIXSSSDSISILAYDDA 1 9SYSddOLIASDSDHDDSHDDDSIDDDSSALATLOODIMAAIND
SAAMAADYHYLASHYIAAAY LATVHISNINOTATLNNSNAHSILIYONASAVAN LASSSSSIASAMITON DA VOUAMNIAISASSILIDSYYISTHISODJDATODDSITIONT

(€)
eT-1i

[0l ‘ON Al ©3S] YYSXSIXXXSIOIDIAXTNLXDDIAMYSISSAASDIAAAYXXIS
YTOSIVISYSLDSXSDSIHAdADSIHONNYAITINAYLDdTODAMHAQADYDINSSSOLISILAY DD LOSYSddDLINSDSDHDDSHODHHSHDHDSSALATLODOMIA
1VSUSADADHYVYIAANVYLAIVHISNINOTATLNISNAYSILIY ONASAVAMINSOAASIAVAMITONDdYOUAMHINDAUSILIDSYVISTHISDOdDATODODSITTOA

(€)
ST-I

[201 ‘ON @l ©3S] VYVS951aIISITIDIDIAXTLXDDIAMIDNTSAXMYVIAAD
VIXXSHTOSIVISYSLOSHSOSIYAdADSIYONASAITINAVLOdTOOAMNALNSOINSSSOSISILAHODALOSYSddDLTASDSHDDDSHHDDSHHDDSSALATLOVD
MIQ4VADYIHVYIAAVYLAIVHISNIWOTATLNISNAUSILIYONASAYADLSODONMNIDSAMITON OdVOUAMHINDASSILIDSYVISTHISODJOATODDSITIXAT

(€)
9T-1

[LOL :ON @l ©3S] vvsSOS1aIXSINDIXIALINLXDDIAMDSTSSAASD
JAAQYIAISYIOSIVISYSLOSHSDSIHAdADSIUNSNDAITINGYLOdTOODAMNALNSDINSSSDSISILAYD DA LOSYSddDLTASDSODDDSHDODSHDDOSSALAT
LOOOMAUMLLIDAAYLAIVHISNINOTATLNASNAYSILIYOINASAVAALNADSOSALSAMITONDdVOUAMHINDAGSS L1DSYYISTUISODJDATDDDSITIONT

(v)
r4nall

[001 :ON dl ©3S] YVSOSIAXISINDIDTALIIXXDOITADSISLAASDIAAAYXAT
SYTIDSIVISYSLOSHSDSIHAIADSIUNNNOANTHAV LOdTODAMHAGIOYOIXSASOLISILAYD D LDSYSddOLTIASDSDDODSHDDDSHHDDSSALATLOODOMA
A44AMOSSADNYIAAAY LAIVHISNWOTATLNASNAYSILIYDIASAVAISOUVYNOHISVAMITONDOdVOUAMHINDAY ST LIDSYVISTHISDDdDATODOSITIONT

(€)
ZT-1

[66 :ON QI ©3S] VYVSOHSIAXASIINDIDIALINLXDDIAAYDONTIAAMYVYIAAAVYXA
ISYTOSIVISYSLOSNSOSIHAdADSIUINNAAITINAY LDOd TOOAMHAGADYDINSSSDLISILAYDDLOSYSddDLTASDSHDDDSHDHDSHDDHDSSALATLODDOM
NANVINDDASHYIAAYLGIVHISNINOTATLNISNAYUSILIYDONASASAAHYO AASINVAMITONDdYOUAMNINSASSI L4DSYVISTH1SODdOA1DDDSITIONT

(1)
guJ
oloe4

89



PCT/EP2018/052423

WO 2018/141804

[6L1 :ON QI ©D3S] YVSOSIXIXSINOIXTIALIILXDDINDONISSAASOIAAAYIA (9)
ISYTIOSIVISYSLOSXSOSIYAdAXSIHONNYAITINGVYLOdTOOAMNAYNNDINSSSOSISILANDDALISYSddDLIASDSDODDSHHHHSHODDSSALATLODOMA | NS
GDAAAAIN LAY VIAAAY LAIVHISNINDTATLNNSNQUSI LIYDIASAYAALSDDSAIASAMI DN D dVOUAMNINIASDAL4DSYVISTHISODdDATODDSITIONT

[8L1 :ON @I ©3S] VvVSOSTAXXSIINOIDTALTILXDDIALNLSXXSSIAAQYXAXSYT (€)

OXIVISVSLOSXXDSIHAdAXSdYNSNDAITINAV LOdTOOAMNALNSDIXSSSDSISILAHDD LDSYSddDLIASDSDODDSHDHDDSHODOSSAIATLOODMAANAA | NS
AADDASSSAADYYIAAAYLAIVHISNINDTATLNNSNAHSILIYONASAYADISOSNMSIDSAMITONDdVOUAMSINYASSSLIDSYYISTIISODIOATODOSITION]

[Z11 :ON @l D3S] YWIAAAANAXXIALIIXXDDAATOXISAAMYVIAAQY (v)

XAISYTOSIVISYSLISNSOSIYAdADSIUNINDAITINGYLOI TODAMAATADYDINSSSDLISILAYDDALOSYSddOLIASDSDDODSHHHDSHHHOSSALATLOOD | 0vad
MTANDSODYTIHVYIAAYLAIVHISNINDTATYNISNAHSILIYDYASAVALIASSDOSIASTMITONDdVOYAMHINOALSA LI 19SYYISTHISODIDATODDSITIONT

[911 :ON QI ©3S] JSILAHDDLDSXXddDLIASDSHODDSHDDDSHHODSSAIATLOOD (€)

MTANOSODYTYYIAAAVYLAIVHISNINOTATYNISNAUSILIYDYASAVAIIASSODSIASTMITONDIVOUAMHINDALSIL4DSYYISTEISODIDATOOOSITIONT | 0vad

[GL1 :ON dI D3S] SLSHSISILAYDDALDSYSddDLTNSDSDDDDSHDDDSHODDSSAIATLOOOMAA (2)

WOAMALNYYIAAAYLAIVHISNIWOTATINISNQHSI LAYONASAYAALSD DOOSIDSAMITONDdVOUAMHINMAYSIL4OSYVISTHISODdDATDODSITIOAT | OvAD

(P11 :ON Al ©3S] vvSOHSIAXISITIDIDTALIIXXDDIAIDONTSAAMYYIAAAY (€)
XQA3SHIOSIVISYSLOSNSDSIHAIADSIUNNLSAITINAYLDd TODAMHIAADYOINSLYD LIS LAYHDDdLOSYSddDLIASDSDHDDDSHODDSHOHOSSAIATLOD | ¥-1I
MAQ1dHVVIVHVIAAAY LAIVYISNINOTATLNNSNAUSILIYONASAVAALSDOSOSIVSAMITONDdVOUAMSIAMYNS LIDSYVISTHISODdOATDODDSTTIONT

[S1]1 :ON Al ©3S] YYSOSIXXXSITDIDIALTILXDDIAAXXTSAAMYVIAAD (v)
YXQAISYTOSIVISYSLISXSDSIHAdAXSIYNSNIAITINGY LD TODAMAAINODINSNSDSISILAYDOHLDSYSddDLIASDSDDDNSHODOSHDDOSSALATLOND | 493A
MAQIANXXXXXXXXIAAAY LATVYTISNINDTATLNNSNAHSLLIYONASAVYADISOXXMSIXSAMITONDIYOUAMSXAXXXA L4DSVYVISTUISODdDATDDOSTTIOAT

[ZLL :ON @l D3S] XIXdXXXLXXXXANAIXdMHIXIXSAIdHIdXY dS-HHHHHHYYXSOSTXXXSITNDIXIAX XD DDIAMIADSISAAMYVIAAGY (€)
XAISYTOSIVISVSLISXSDSIHAAXSIHONNSAITINGY LOd TODAMHAAADYDINSSSD LIS LAHDDA LDSYSddDLIASDSDDDNSHOHDSHHDDSSAIATLOOD | 4DIA
MIQIVADADIUYIAANY LAIVHISNIWOTATLNISNAUSILIYONASAVAALIDOSOSIOSAMITON DdVOUAMNINIASS A LIDSYYISTHISODIDATOODSITIONI
[L11 :ON @l ©3S] vvSOSIXXXSIIXIXIALTIXODDIAMDSISYAMYYIAAQYIAT | (V) d
SY1DSIVISVSLOSNSDSIHAADSAUNSNOAITINDY LD TODAMNAIHSDINSSDDSISILAYDOd LDSYSddDLIASDSDDDDSOHDDSHDDDSSALATLODOMAA | -4NL
INDAAANYYHISYIAAAYLATVHISNNDTATLNNSNAYSILIYONASAVAHLYSONMNADSAMI1ONOdVDUYAMSINMASSA L1DSYYISTHISDDIDATDDDSTTTONT

[0L1 :ON @l ©3S] YYSOHSIXXISINOIXIALIXLXDDIAIDIIAAMYIDAAGY | (€) 9
3Q3SHTIOSIVISYSLOSHSOSIYAdADSTINLNDAITINAYLOd TOOAMLALNSDINSSSDSISILAHDDLDSYSddDLIASDSDDDDSDHHDHSHODOSSALATLOVOM | -ANL
134VSYdDOMODYYIAAAVYLAIVHISNINOTATLNISNQUSI LI ONASAYAALSDDSOSIVSAMIIONDIVOUAMHINDASSI LIDSYVISTHISODdDATDDDSITIONT

[601 :ON @l ©3S] X4ddXXXXXXTXIXXXIADOXXXXXIXXMHILIYSAIdHIXXHdS-HHHHHHYXYSDS1QIISITNVIXTAXTILDDDIAISNIOAAXYVYIAAXYIA | UIpid
3SYIDSIVISYSLOSHSDSAHAIADSIHONNYAITINY LOdTODAMHAGADYOINSSSOLISLLAYDD A LDSYSddDLIASDSHODDSHDHDNSHDDDSSALATLODOM | doid

AQIAGAMODSOONVYIAAAY LAIVHTISNINOTATLNISNAYUSI LAY ONASAVAALSDDSOSIVSAMITONDIVOUAMSINANSSILIDSYVISTHISODIDATOODSITTOAT

90



PCT/EP2018/052423

WO 2018/141804

[0SL :ON @l ©3S] 994AMDAISAAMYYIAA

(v)

QvIAXSY1IDSIVISXSLOSXSOSIUAdAXSIYNLINDAITINAV.LOdTOOAMHAQADYDINSSSOLISILAYODdLDSYSddOLIASDSDODDSHDDDHSHDDHSSAIATLD | D un
OOMAQTLLOLLIVIAAAVLAIVHISNIWOTATLNISNGUSILSYONASAVAALLYDAASITOAMITONDdVOUAMNINYASSILIDSYYISTHISODIDATOODSTTIONT | BISAD
[621 :ON @l ©3s] YY)AaaaxxaidHaXAGOAHAXAGDTALTILXDDIAMDATSAAMYYIAA (1)
av3ia3asyY19SIVISYSLOSXSDISIHAdAXSAUNLNDAITINAYLOdTOOAMHAGADYOINSSSDLISILAYDDALDSYSddDLIASDSDDODSHODHSHDDDSSAIATLO | D un
DOMAQILLOLLLVIAAAVYLAIVYISNINDTATLNNSNQYSILSYONASAYAALLYDAASIIOAMITDONOdVOUAMNINYASSILIDSYVISTHISDDAOATIDDDSITIONT | BISAD
[8Z1 :ON Al D3s] U9IA | (9)T
IDILOODIAMONISAAMYVYIAAAYIAISYIDSIVISYSLOSHSDSIHAdADSIHONNYAITINAY LOdTODAMHAGADYDINSSNO LISILAYODALOSYSSIDLIASD | -ddWN
[2zL:ON@iD3s] 91| (9T
ALDILODDIAMDNTISAAMYVYIAAAYIAISTIOSIVISYSLOSHSOSIHAdADSIHONNYAITINAY LD dTODAMHATADYDINSSNOLISILAYODILOSYSYIDLIASD | -dIW
[9Z1 :ON @l ©3s] YWIAaXXIAQIGHANAADAHAXAAXTIALIIXXDO4AdONTSAAMYYIAAQY | (9) T-
IQ3ISYTOSIVISYSLDSYSDSIHAdADSIHONNIAI TNV LOd TODAMHATADYDINSSSDLISILANDDALOSYSddOLIASDSDHDDHSHHHDHSHHOHSSALATLODD | ININ
MAQ4AASOSHIYYIAAAYLATVHISNINOTATLNYSNAYUSILIYONASAVIALLDDODSIASAMITONDdVOUAMSINMANIL LIDSYYISTHISODIDATODOSITIOA]

[SZ1 :ON Al ©3S] YWIAAaaIXaiGHAYAGDAHXIAGXIALTILXDDIXdONTISAAMAYIAAQY | (S) T-
XQAISYIOSIVISVSLOSHSOSIHAIADSIHONNIAITINGY LOd TOOAMHAGAQYDINSSSOLISILAHDDC LOSYSddDLTIASDSDDHDDSHOHOSHODHOSSALIATLODD | ININ
MAQHAASOSHIYYIAAAYLAIVHISNINOTATLNISNAYSILIYONASAVIALLDDDDSIASAMITONDdVOUAMSINMANNELIDSYVISTHISODIOATODDSITIONT

[bZ1 :ON QI ©3S] VYWIXAXAXXAIAHAXAQDAHAIAGDIALTILXDDIAIDONTISAAXVVYIAAQY | (V) T-
JA3ISYIDSIVISYSLOSXSOSIHAAADSIHONNNAITINAY LOd TOOAMHAQADYDINSSSOLISILAHDOSLOSYSddOLIASDSDDODSHDDASHODDSSALATLODD | INN
MAQIAASOSHIMYIAAAY LAIVHISNIWOTATLNNSNAYSILIYDIASAVIALLDDODDSIASAMITON DI VOUAMSNMANNILIOSYYISTHISOOIDATOODSITTOAI

[cZl :ON Al ©3s] voAarav | (2) 1-
3Q3ISYTIOXIVISYSLOSHSDSIHAIADSIHONNIAITINGY LOdTODAMHAGADYDINSSSOLISILAHD D LDSYSddDLTASDSHDHHSHOHDSHODDHSSALATLOODD | ININ
MATHAASOSHIYVIAAAYLAIVHISNWOTATLNMSNQYUSILIYDONASAVIALLDDOOSIASAMITONOdYOUAMSINMANIALIOSYYISTHISODJDATODDSITIOAT

[2Z1 ‘ON @l D3S] vvsSOSIXIISIHOIDIALINLXDDIAMOSTANTASDD (2)
AAQVIAISHTIOSIVISYSLOSXSDSIUNAAXSAUNLNDAITINAY LDdTODAMHAQADYOINSSSDLISILAYDOdLDSYSddDLTASDSDOHDSODDHSHODDDSSAIATL | NS
HOOHMAQISYIADOYVIAAAYLAIVHISNINOTATLNNSNQYESILIHAYASHYAAIDSDIVSAMITONDIYOHIMSINAAGSILI9SYVISTHISODIDATODDSITIONI
[1Z1 'ON Al D3AS] XXdHYXXUXIXLXXIAXXXAXAIXIXXILXXSAIXYIdMYdS-HHHHHHYYXSDSTAXXSITDIDTALTILXDDATMYSISSAASDIAAAYIA T-
ISHTOSIVISYSLOSXSOSIHAIAXSIUNNNAAITINGY LD TODAMHATADYDIXSSSDLISILAYDDALDSYSddOLTASDSHDHHSHODDSHODHOSSALATLOVOM | INVII
AQ4AMOSAYVIAAAY LAIVHTISNINDTATLNISNQUSI LIYDNASAVAAINSOAAMIFVAMITON DdVOUAMSINMVYNSLIDSYYISTHISODIOATODDSITIOAI
[0Z1 :ON Q1 ©3S] YYSDS1aXXSIMOIXTALTILXDDITATINNSAVASSIA d
AQVXQISYTDSIVISYSLOSXSDSIUAdAXSIUNNNIAITINGY LOdTODAMNAYNDOINSSDOSISI LAHD DA LOSYSddDLINSDSDODDSHDDDSHODDSSALATLD | Q/¥d
DOMATTdTIDAYYIAANYLATVHISNIWOTATLNISNAYSI LAY ONASAVAALSDOSOSIVSAMITONDdVOUAMSINVASSI L4DSYVISTHISODIOATDDDSITTOAT | -VIH

91



PCT/EP2018/052423

WO 2018/141804

[OFL :ON Al ©3S] YVYXXAXAXAQIGHAYAADAHAXAADTALTILXDDIATNNNOVASSIAAQYXAXSYIOS

IVISYSLOSXSDSIYAdAXSIHOANYAITINGY LD TODAMAAANSDINSSSOSISILAHD DA LOSYSddDLTIASDSDDDDSDDDDSHDODSSAIATLODDMATINDAAA 150)
ADDTANDDLAYVIAAAVYLAIVHISNINOTATLNISNAUSILIYONASAAAIN LSDOAONINYAMITONDdVOUAMNINVASSA 14DSYVISTHISODdOATDDDSTTTOAT

[6€1 :ON ()
Al OS] XdXXXXXXXXXXAXIXXMAXYOTXAXXXXLIXXAIYXXMXAS-HHHHXHYXYXXXXAIXAIAHANAGDXXAXAQD TAXTHLXDDIAMONTSAAMYYIAA )
Av3IA3ISY19SIVISYSLOSXXDSAHAdADSITIAAAAITINY LOdTOODAMSAIHINDIXSYDDSISILAYDDA LOSYSddDLIASDSDDDDSHHHDHSHODISSALATLOD
OMIAIDADSHNVIAANVYLAIVYISNINDTATLNNSNQUSILIYONASAYAALSDDSOSIOSAMITONDAVOUAMNINSASSILIDSYYISTHISODIDATDODSITION]

[8S1 :ON Al DIS] DIXXXXXXIXXXHILXXSAXdHIdMUXX-HHHHHHYXYIXAAAXXAIGHAXAGDAHAXAADIALTILXDOFIADOSHAAMYVIAA (€)
Av3IAIsSHIOXIVISYSLOSXSDSIHAIAXSdTIAAXAITINLY LOdTOOAMSAAHNDIXSSSDSISILAYDOdLOSYSddDLIASDSDDODSHHDDSHDHHDSSALIATLO0D )
MAQHSSLSMOYYIAANY LATVHTISNINDTATLNMISNAUSILIYONASAVAALSDDSOSIVSAMITONDdVOUAMSINVASSILIDSYYISTHISODJDATODDSTTTOA

[Z€1 :ON @l ©3S] YyXXxaaaixaiaHaIAQDaHXNAGXIALTILXDDIAMDSTSSA (€)
ASODAAQYIAXSHTDSIVISYSLOSHSDSIHAdADSIHONNSAITIIAVLOdTODAMNALNSDINSSSOSISI LAHDDALDSYSddOLTASDSDDDDHSHOHHDSHDHDSSA %)
LATLDODOMADDTLIDAAAVYLAIVYISNINOTATLNNSNQYSILAYONASAYAAILSDSSSIASAMITONOdVOUAMHINDASSALIDSYYISTYISDDdDATOODSITTOA

[9€1 :ON Q1 ©3S] YYXXXAAXXAXAHAIAQDAHAXAAOTALINLXDDIAAHASTISSAASDIAAQYXA (€)
ASYTIOSIVISYSLOSXSOSIYAdAXSAYNSSOAITINGY LOdTODAMSAANSDIXSSSDSISILAYO DA LOSYSddDLINSDSDDDDSHHDHDSHODDSSALATIOVOMAGS | “yul
ALDOMNIUNYVIAAAVLATVHISNINOTATLNNSNQYSILIYONASAVAALSDOSOSIVSAMITONOdVOUAMSINMYNSILIDSYYISTHISDDJdDATDDDSTTTOA 10
[GE1 :ON Q1 ©3S] YYXaaaaxxdigHAYAGDOAHAXAQXTALTILXDD4AAHASTSSAASDIAAGYIAT (2)
SYIDSIVISYSLOSXSDSIHAdADSIYNSSOAITIIY LOd TODAMSAANSDINSSSDSISILAHDD A LDSYSddDLIASDSDDDDSHHDHHSHHDDSSAIATLDOOMAGS |  "yul
AMLIDOMNDUNYVIAANAVYLATIVHISNINOTATLNNSNQYSILIYONASAYAALSDOSOSIVSAMITONDdYOUAMSINMYNSILIDSYVYISTHISDODIDATDDDSITTOAT 10
[PE1 :ON Al ©3IS] YWIXAAANXAIAHANAGDAHAXAADIALTILXDDIAAYONTHAAMYVYIAAGYIA (2)
ISHTOSIVISYSLOSNSDSIHAdADSIUNNNAATIIAV LOdTODAMHAADYDINSSSOLISILAHDDHLOSYSddDLIASDSDDDHSHHDDHSHDDDHSSALATLODDOM g4
AQNVINDDASYVYIAAAY LAIVHISNIWOTATLNNSNAYSILIYONASASAAITYDAASIAVAM I TONOd VOUAMNIAISASSI LIDSYVISTHISODJdDATODOSITTOAT | 01084
[ect (€)
‘ON @1 DIS]  XXXXXXXXXMAXXXXXXXXHILXXSXXXYIXXXdS-HHHHHHYXYXXXAAXAQIQHAXAGDAHAXAXXIALTI LDDDAAASISSAASDIAAXYIAX v
SYTOSIVISYSLOSHSOSIHAIADSIYNSNOAITINAVLOdTODAMHATADYDINSSSD LISILAHOOdLDSYSddOLIASDSHDDDSHDHHSHOHOSSALATLODOMIQ | -ody
VdVVISQAVAQNVIAAAY LAIVHIISNINDTATLNNSNAYSILIYONASAYAANNSDAASLIAYAM I TONOdVOHIMSINAAQ YA L4DSYYISTHISODMOATODDSTIXXAI
[2E1 :ON @i ©3S] SdUNSNOAITINGY.LOdTODAMHATADYDIXSSSOLISILAYDODALDSYSddDLTASDSDDOHNSHHHHSHHOHDSSALATLODOMIA (?)
AVdVYVISAAYAQNYIAAAYLAIVHISNINOTATLNNSNQHSILIYONASAYAANSOAAS LAVAMITON OdVOHIMSINAAQYA L4DSYVISTHISDODJDATODOSTTTOAT v
-ody
[1€1 :ON @l ©3S] SAITINAYLOdTODAMHAAADYDINSSSOLISILAHDDALOSYSddDLIASDSHDHOSHONDSHDDOSSALATLODOM (1)
Id4YAASSOOHLYIAAAY LATVHISNINDTATLNNSNAYSILIYONASAVAALSDOSYSIVSAMITONDd VOUAMHINONNSA LIDSYVISTHISODJDATDOOSITTOAT v
-ody

92



PCT/EP2018/052423

WO 2018/141804

[0S1 :ON Al ©3S] A9IALTILXDDIAMDSISAAMYYIAAQY (1)
JAISYTOSIVISVSLOSXXDSIHAdAXXJHONNYAITIN Y LOdTOOAMAAANSDIASSSOSISI LAYDDLDSYSddDLIASDSDDDDSHHDHSODDDSSALATLOVOM 6d
IQTVLSOYLYAUVYIAANY LATVHISNINDTATLNNSNAUSI LIYONASAVAANNSDAASIAVAMITONOdVOUAMSINSASSILIDSYVISTIISODdOATODOSITIONT | TD4L
671 :ON Al ©3S] YWIXAXONXAIAHAXXADAHAXAQXTALINLXDDIADLDMXDIAAAYXA et
ISHTIOSIVISYSLOSXSOSIHAdADSIYANANAITIIAVLOd TOOAMNAANSOINSSSDSISILAYDD AL DSYSddDLIASDSDDDDSHDDDSHDDDSSAIATIONOMIA | TXO0S
JVA9STTALANYVYIAATY LAIVHISNINDTATLNYISNAYSI LAY ONASAAALY LDDDOSISSAMITONDdVOUAMSIAMIASI LIDSYYISTHISODIDATODOSITIONI
[svl:ONal| (2)
OS] XXXXXXXXLAXXXXAXTXXXXXXXXXXXXXXSAIXXX XY S-HHHHXHYXYXAXAXXAQIQHANAXXAHXXAQDIALINLXDDIAAVYSISSAASOIAAQYIAISY as
T1DSIVISXSLOSXSDSIUXADSIUNSNOAITINGY LOdTODAMNALNSOINSHADSISILAYDDALOSYSAdDLIASDSDDDOSDDDDSHODOSSAIATLODOMAQLL | -dIV
LHOADNLDAYDVYVIAAAY LATVHISNINOTATLNNSNAUSILIUDNASAYHAIASSYSSITSAMITONDdVOUAMHINDASSILIDSY YIS THISODIDATDDDSITTOAT
[Z71 :ON Al ©3S] 994AYDYTIAAMYSIA (T)
AQYXQAISHIDSIVISYSLOSXXDSIHAdAXSIUNSNOAITINY LD TODAMNALNSDIXSSSDSISILAYDDALDSYSddDLIASDSDDDONSHDHOSHHDDSSALATLOD gs
DMAQHAAYTHYVYIAANY LAIVHISNINOTATLNNSNAYSI LY DIASAVHALISOUASIAVAMITONDdVOUAMHINYASSH LIDSYVISTHISODJdDATIODDSTTTOAT | -dLV
[orl :ON Al ©DIS] NI1SAAMXYIAAQY | (€)0
XQAISHTOSIVISXSLOSXXDSIUAdAXSAYNSNOAITINAYLOdTOOAMNALNSHIXSSSDSISILAYD DA LOSYSddDLIASDSDDHDISHHDDHSHOHISSALATLOOOM | TXHD
dA4dMNISADANYYIAAAYLAIVHISNINODTATLNNSNAYSILIYONASAVAAINSDAASIAVAMITONDdVYOUAMSINYASSA LIDSYVISTHISDDJdDATDDOSTTION]T
[PL :ON @l ©3S] YWVIXAAANAQIGHANAGDAHAXAADTALINLIXDDIAAIINNSOVASS 6
JAAQVIAISYIOSIVISYSLOSXSDSIHAdADSIUNYNDAITINGYLOd TODAMAAANS DINSSSDSISILAYDOA1OSYSIdDLTASDSDOOOSODDOSHOHDDSSALATL | dSNA
HODMAADFTDYYIAAAYLAIVHISNINOTATLNNSNAYSILIUDNASAVAAINSOAASIAYAMITONDdVOUAMHIDASSA L1DSYYISTYISODdOATDDDSTTTOAT
[rrl :ON @l ©3S] vYvXXaaxxxalaHaXAGDAHAXAGXIALTILXDDIAMDSISAAMYYIAAAYIA | N1
ISYIDSIVISYSLDSXSDSIHAdADSIUNYNDAITINIV.LDd TODAMNALNSOINSSSOSISILAYD DA LDSYSddDLIASDSDDDHSHDDDSODDOSSALIATLODOMN
A4d1DTOALNAYYIAAYLAIVHISNINDTATLNISNQYUSILIUDONASALAALALDSYSIVSAMITONDdVOUAMSINANSSILIDSYYISTHISDOdOATDDDSITIONI
[e¥] :ON Al D3S] ADTALTILXDDIAMDNISAAMYYIAAG (2)
YXAISYIDSIVISYSLOSXSOSIHAdAXSIUNSNOAITINGY LDOd TOODAMNALNSOINSSSOSISILAYODALDSYSddDLIASDSDDDDSHDHDSHDDDSSAIATLODD | TN
MALYSMAAHALOYIAAAYLAIVHISNINDTATLNNSNQYUSILIHONASAYAAIASSSSSISSAMITONDdVOUAMYINMINS LIDSYVISTYISODdDATDDOSITIOAT | OAN
[grl :ON @l D3S] v (T)
DAAQYIAISHIOXIVISXSLDSXXDSIUAdAXSIUNNNTAITINY LOdTOOAMNAYNNDIXSSSDSISILAHDOdLOSYSddDLIASDSHDOODSHODDHSOODHSSAIATL | TN
DOOMSOHVAADYYIAANY LAIVYISNINDTATLNNSNAYSILIUONASAVAALSDDSOSIDSAMI 19N DdVOUAMSINYASSILIDSYYISTEISODJOATOODSITIONT | OAN
[L’L :ON @l ©3S] YWIXXAANAQIGXANAGDAHAXAXDTALIILXDDIAMDSISSAASDIAAAYDAX (v)
SHT9SIVISYSLOSHSOSIHAIADSIYNSNDOAITINAVLOdTODAMAAANSDINSSSOSISILAYDDALDSYSddDLIASDSDDDDSHDHHSHDDDSSALIATLODOM 1A €

VYQ3SOVVLISdYVYIAAMNVLAIVHISNINDTATLNNSNAUSILIYDIASAVAAILLYONOSIDOSAMITONDdYOUAMAWAHASI LIDSYVISTHISDDIOA1DDOSITIONT

93



PCT/EP2018/052423

WO 2018/141804

[6G1 :ON Al ©3S] +HHHHHHYYY)AAAANAQIGHANAADAHANAADTYNITTHLOVDILSTMSSADOIAA

1v1Q3dOTSSIL1LIALDSDSOSIUSIADSOISSYVAITTNAYIDINDDAMNITASSISOSYEILILAYADASYS1SSASDLADIASDDODSDHDDOSHODOSSALATLOOOM | ew
AQTAYDMSVHAYVIAAAYLAIVYISNINDTATLNNSNAUSLLIHONASAVAALASDDSSISSAMITONDdVOUAMSINASSOH14DSYYISTIISODdOATDDDSITIONT | wes
a)d
[8G1 :ON Al ©3S] DIALTIIXODIAYDXISAAMYY | (2) €
JAAQYIAISYTIDSIVISYSIASXSOSIUAdADSIUNNAAAITINGY LOd TODAMSAANNDIXSSSDSISILAYDD A LOSYSddDLIASDSDDDOSHODDSHDDDSSALATL | -dHO
HDOMATTSSHUYIAAAY LAIVHTISNINDTATLNNSNAQUSILIYDONASAVAANNSDAASIAVAMI 1D DdVOUAMHINYASSH LIDSYYISTHISODJDATDDOSITTOAT
[ZG1 :ON Al ©3S] 994AMDSTYSAASDIAAAYXA | (T) €
ISYTIDSIVISXSLOSXXDSIYAIAXXIUNSNOAITINGY LD TODAMAAAHSDIXSLSOSISILAHDDA LOSYSddOLIASDSHDODSHHHDSHOODSSALATLODOMAD | -dHO
INDANTASOVHYVIAAAY LAIVHISNINDTATLNASNAYSI LAY DNASAVANLADSNOSIASAMITON Od VOUAMSINANSSH LHDSYYISTYISODdDATDODSITTOAT
[9G1 :ON al ©3S] 993INMANTSNAMYYIAA (€)
AVXAISYI1OSIVISYSLOSXSDSIHAdAXSIUNSNOAITINGY LDdTODAMSAHNNDIXSSSDSISILAYDDALDSYSddDLTASDSDDDOSHDNDSHDDOSSALATLOOD 6Q
OMHSYINLYONVIAAY.LAIVYISNINOTATLNNSNGYSILLIYONASAVAALSDDSOSIVSAMIIONDIVOUAMSINVYAG DAL IDSYYISTIISOOdOATOOOSITIONT | TI9L
[SGL :ON i OIS] dWINNAAMTINAYLOdTODAMNALNSDIXSSSDSISILAYDDILDSYSddOLTIASDSDDDHSHHHHSHDHDSSAIATLDODOMATHON (2)
JADNLIDATNAYYIAAAYLAIVHISNINDTATLNISNAYSILIUDNASAVAAIASSSSSIHSAMITONDdVOUAMSIAMYNSA LIDSYVYISTHISODdDATODDSITION] 6a
1091
[FGL 'ON Al ©3S] 994AMDSISAAMY (€)
VYIAAQYXQISHIDSIVISYSLOSXSOSIYAdADSIUINNIAITINGY LDdTOOAMIAHNSDINSYSDSISI LAYD O LDSYSddDLTASDSDDDDSHHHDSHDDDSSALAT A
1909MYLLYDLIDAAAY LAIVYISNINOTATLNNSNQUSILIYDONASAVAILYNOSO LIVSAMITONDdVOUAMNINSASSILIDSYYISTHISOOJDATOODSITIONT | -ody
[€G1 :ON QI OS] AXXXIXXXXHILXXSXXdHIXMYIS-HHHHHHYYXXXXAAXAQIQHAIAQDAHANAGX AL LXDDINIONTSAAMYVIAAAYId (2)
ISYIDSIVISYSLOSXSDSIHAdADSIYINNIATINAY LOdTODAMAAANSDINSISDSISI LAYODALDSYSddDLTASDSDDDDSHDDDSHODOSSALATLODDMIA A
Q4VAITGAVAYYIAAAYLAIVHISNNDTATLNISNQYSILLIYONASAVAHLYSONMSADSAMITONDdVOUAMSINAACSI LIDSYVISTHTISODIDATODOSITIOAT | -ody
[2S1 :ON QI ©3S] A9IALTINLXDD4AMOSTISSAUSOIAAAYIA | (2) 9
XSUTIDSIVISYSLISXSOSIHAIAXSAUNSNOAITINAY LOdTODAMHAGADVOIXSSSDLISILAYDODA LOSYSddDLIASDSDDDDSHODDSHDDNSSALATLDOOMI | £4dN
Q4V4TALDSAAD THYIAANVYLATIVEISNINOTATLNNSNQYSI LAY DNASAYANVASSSSSIASAMITDNDdYOUAMSINVYASSALIDSYYISTYISDDdDATDDOSTTTOA
[LGl :ON @l ©3S] AGXAHAXAADIALTILXDDIAASDSISSAALD | (T) g
DAAQYXXISHTOXIVISYSLOSXSDSIHAdAXSIUNNNAAITINGY LOdTODAMHAGADYOINSSSD LISILAYDD LDSYSddOLTIASDSDDDDSHHDOSHOOOSSALA | E4dN

TLODOMAATHSSIAAYLAIVHISNINOTATLNNSNAYHSILIYDONASAVAHLUSONMSIASAMITON DA VOUIMLINAAGQSA L4DSYYISTHISDODIDATDODSITION]

94



PCT/EP2018/052423

WO 2018/141804

[69) :ON QI ©3S] *HHHHHHYYYXAAAAXAGIAHANAGDAHANAGDTYNIIINLOVDA1ITAYSOOIAALY (€)
4Q3d01SSIL1L4A1DSDSDSIUSIADSDISSYVAITINAVIDINODAMNTASSISOSYHI LILAYADASYSTSSISOLINDIASDDDDSHDDDSHDDDSSALATLODOMAG | VD
JAIOVADAHAADYVIAANVY LAIVHISNIWOTATLNNSNAYSI LIUDNASAVAALDADSSSIDOSAMITONOdYOUYAMSINASSDI 1495V VIS THISOOJDATIDDSITTOA

[891 :ON Q! ©3S] *HHHHHHYYY)AAAAXAGIGHAYAGDAHANAADTYNITTNLOODA LA TMAH (1)
DOJAALYAAIdOISSILILIIALOSDSOSIYSIADSOTISSYVAITINGYIOdNODAMNIASSISOSYHI LI LAHADASYSTISSASOLINDIASDOODSHODDOSHODOSSALIAT | NVO
1909MAQIDdNYVIAAAYLAIVHISNINDTATLNNSNQUSILIYDNASAVAALDASSSSISSAMITONDdVOIAMSINASSDHLIDSYVYISTHISDODdDATDODSTTTOAI
[£91 :ON @l ©3S] +HHHHHHVYYY)AAAAIAGIGHAYAQDAHANAGDTUNITTNLOODI LHIASSMMLH (2)
DODAALYAQIdOISSILTLIALDSOSOSIUSIADSOTISSYYAITINdYIDINDDAMNITASSISOSYHI LI LAHADASYSTSSdSOLNDIASDDDDSHDDNSHDDISSALAT | NSV4
L9DOMATTALOYYIAAYLAIVYISNINDTATLNNSNQUSI LY ONASAVAALADSOAAISSAMTTIONOdVOUAMSINSSDSI LIDSYYISTHISODdOATDDDSITTOAT
[991 :ON QI ©3S] +HHHHHHYVYY)AAAAYAQIAHANAADAHANAADTYNITTHLO0DLdTIMSADDDIAALYAA (1)
3dD1SSIL1LALDSOSDSIYSAADSDTISSYVAITINGYI DN DODAMNTASSISOSVHILIIAYADASYSISSISOLNDIASDDDDHSHDDDSHDDOSSALATLODOMAAIN | NSYA
LASOHHMSMYVIAAAVLAFVYTISNNDTATLNNSNQUSILIYONASAVASLSDADDDIASAMITONDdVOYAMSINDSADA14DSY YIS THISODIDATOODDSITTOA
[S91 :ON Al ©3S!] «HHHHHHYYYXAAAANAQIGHANAQDAHAYAAOTYNIFTINLODDI1dTHAD (v)
DDIAALY40IdOTSSILTLIAALDSOSDSIUSIADSDISSYVAITINAVIDINOVAMNTASSISOSYHI LLLAYADASYSTISSASOLINDIASDDDOSDODDSODDDSSALATL =)
DDOMACIADDYVYIAAYLAIVHISNINOTATLNNSNAYSILIYONASAYASLAAADS DIASAMI TIONDdVOUAMSINDASSILIDSYYISTHISODIDATODDSITIONT | -IND
[¥91 :ON QI ©3S] *HHHHHHYYY)XQQAANAQIGHAYAGDAHAYAGDTUNITTNLODOILAdMDDDDIAA | (2) T
1V4Q3d01SSILT11401DSDSOSIUSIADSOTSSYVAITINd VI OINDDAMNTASSISOS VI LILAHADASYSTSSASDLNDIASODDDOSHODDSHDDDSSALATLODOM | -NAD
AQISSMSMAMYYIAAAYLAIVHTISNINDTATLNNSNAUSILIYONASAYASLASSSOAISSAMITONDIVOYAMDINASSDA14DSYYISTHISODIDATODDDSITIOAT
[€9L :ON Al ©3S] «HHHHHHYVYYXAAAANAQIGHANAQOAHAIAADTENITTILODD41ATSSSOD | (T) T
JAALYAQ3IdOTSSILTLAA1L9SDSOSIYSdADSDTISSYYAITINAVIDIHDOAMNTASSISOSVHILILAYADASYSTSSdSOLINDIASDHHDSHHHHSHHHHSSALATLOOD | -NAD
OMAGWAADAAYVYIAAAY LAIVHISNWOTATLNNSNAHSI LIYONASAVAALADAASSIOSAMITONDdVOYAMSINYASSILIDSYYISTHISODIDATDODSITIOAT
[291 :ON Al ©3S] «HHHHHHYYYXAAAAYAQIGHANAADAHANAGDTYNITTHLODO4LddAVOSD (v)
DOAALYIQ3IdOTSSILTLIALDSOSOSIYSIADSOTSSYYAITINGYIDINOOAMNIASSISOSYHI LILAYADASYSISSASDLNDIASDDODSHDDOSOODISSALATLD | M1d
DOMATTOAADYYIAANY LAIVHISNINOTATLNISNQYSILIYDONASAVAALSDOSOSIVSAMITON O dVOUAMSINYASSILIDSYVISTHISODIOATODDSTTTOAT
[L9L :ON Al ©3S] s«HHHHHHYYYXAAAANAGIGHANAGDAHANAADTUNHTILOVDI1dIAMLD (€)
DOAALYIAIdOTSSILTLAAL9SOSOSIUSAADSDTSSYVAITINAYIDINDDAMNTASSISOSYHI LILAYADASYSTSSISOLNDIASDDDDSHDDDSHDDDSSAIATLD | M1d
DOMAGINDAADYVYIAAYLATVIISNIWOTATLNISNAYSILIUDNASAVAALSDOSOSIVSAMITONDdVOUAMSINVASSILIDSYVISTHISODIDATDDDSITTOAT
[09L :ON Al ©3S] +HHHHHHYVYYXAAAANAQIAHANAQDAHAYAADTYNIFTILDVO41SdSALYODIAA (2)
1v4Q3d01SSIL1L4ALDSDSOSIUSIADSDISSYVAITIIAYIDINDDAMNIASSISOSYHILILAYADASYSISSISOLADIASDDDDSDDDDHSHODDSSALATLOOOM ew
AQ4OHYMOSAYYIAANYLATVHTISNNDTATLNISNQUSI LI ONASAVYADLAASDSSIASAMITIONDdVYOYAMDINDSASILIDSYVISTHISDDIDATDDDSITIONT | wed
‘ Pid

95



PCT/EP2018/052423

WO 2018/141804

[62) :ON Al ©3S] +HHHHHHYYY)AAAANAGIGHANAGDAHANAGDTUNITTILD0DALdISADDOIAA

1v40d3d01SSIL1L4ALDSDSOSIYSIADSOTISSYVAITINAYADINODAMNTASSISOSYHILILAHADASYSISSASOLIANDIASDDDHSHDHDSHDDDSSA L ATLODOM 15
AQIOSOAAIAVYVIAANVYLAIVHISNINOTATLNASNAYSILIUOIASAVAALDADDDSISSAMITONDdYOUAMANASSSIL49SYYISTHISODIOATODODSITIONT | dVIA
[821 :ON QI ©3S] *HHHHHHYYY)AAAJYAQIGHANAADAHANAADTINITTILO0DIIHTMADSNMOOIAALYIAIdO1SS | (€)
11114A19S9S9S14SIADSDTSSYVAITINAYIDINDOAMNTASSISOSYHI LI LAYADASYSISSISOLNDIASDDDDSHDDHHSHHHOSSALATLODDMATIDASIMY | LVIA
9OAASAGAIdAYVIAAAYLAIVHISNINDTATLNNSNAYSILIYONASAVAALSDDSOSIVSAMITIONDdVOUAMSINVASSH L 4DSYYISTHISOOJdOATDDOSITIOA
[ZZ1 'ON @l ©3S] +HHHHHHYYY)XAQAaYAQIAHAYAQOAHANAGDTYNITTIIDOODI14dAIDDOIAA | (2) )
1v4Q3d01SSIL114ALDSOSDSIUSADSOTISSYVAITIN YN OINDOAMNIASSISOSYHILILAYADASYSISSISDLNDIASDHDDSHHDHOHSHDDDSSALATLOOOM | LV
AQTMIHAAHAAYVYIAAAVY LAIVYISNIWOTATLNNSNQYSILIHONASAVASLSOSASDIASAMITONDdVOUAMAINSAD A L4DSYYISTHISOODJdDATDDDSITIOAT
[9/1 :ON @l ©3S] «HHHHHHVYYYXAQAAYAQIGHANAGOAHANAADTINIITHLIO0D4LddAYOSD (2)
DOAALY4d3dOISSIL114A1DSDSOSIUSIADSOTISSYVAITINAYIOIIDOAMNIASSISOSYHILILAYADASYSTSSISDLNDIASDDDDSHDDDSHODOSSALIATLY | NASH
DOMAATOAADYVYIAAAYLAIVYISNNDTATLNNSNAHSI LIYONASAVAALSDOSOSIVSAMITONDdVOUAMSINYASSILIDSYYISTHISODIDATODDSITTOAI
[SZ1 :ON @l ©3S] «HHHHHHYYYXAAQAAIAQIAHAYAQDAHANAADTYNITTILO0DLdTASSODIAA (1)
1v4d3d0O1SSIL1L4a19SOSDSIUSIADSDISSYVAITIND YN DI DDAMNTASSISOSYHI LILAYADASYSISSASOLINDIASDDDDSHDDDSHDDDSSALATLOOOM | NASH
AQTONMAMDAYYIAANY LAIVYTISNINDTATLNNSNAUSILIYDNASAVYAALAAADSSIOSAMITONDdVOUAMSINVYASSAL4DSYYISTHISOOIDATODOSITTOAI
[¥Z1 :ON @l D3S] vYv)AaaayAQIGHAIAGDAHAIAGXTENITDIXD0DILdTMSMASD (2)
DIAALY4QIdOTSSILTLIALDSDSDOSIUSAADSDTSSYVAITINAYIDINOOAMNTASSISOSYHILILAHADASYSTSSISOLINDIASDDDDSHHDDHSHODDSSALATLY | 6T Ul
DOMAQIASMASHVYIAANYLAIVHISNINOTATLNNSNAYSILIYONASAVAS LASSASOIASAMITON D dVOUAMSINSSDAILIDSYYISTHISODIDATODOSITTOAT | 1849y
[eZ1 :ON QI D3S] vYY)AAAaIAQIGHXIAADAHANAAXTYNXITILDODHLddMAMAD (1)
DIAALY4AIOSSIL1LIALDSDSDSIUSIADSOTISSYVAITINAYIOINODAMNIASSISOSYHILILAYADASYSTISSASDLINDIASDDDDSHDDDSHDDDSSAIATLD | 6T Ul
DOMACIIVHOUYIAAAYLAIVHISNINDTATLNISNAYSILIYONASAVASLSSDSSOISSAMITON D dVOYAMANAAADSLIDSYYISTHISODIDATODDSTTTOAT | 1849y
[2Z1 :ON Q] ©3S] «HHHHHHVYYYXAAAAYAQIGHAYAQDAHANAADTUMIFTHLDO0OI1IHIAVISOOIAA (1)
1v4a3d01SSILTL401LDS9SDSIUSAADSDTISSYVAITINYIDdNODAMNIASSISOSYHILILAYADASYSISSISOLNDIASDDDDSHHDDSHDDDSSAIATIONOM | 9-1I
AGNOMOSHAYVIAANY LAIVYISNINOTATLNNSNAUSILIYONASAYAALDADASSIOSAMITONDdVOUAMODINSSADL LIDSYVISTHISODdDATIDDDSITIOAT
[LZ1L :ON QI ©3S] «HHHHHHYYYXAAAAXAQIQHAYAQDAHAXAADTYNITTILDVDILSdDAID0D (€)
JAALY4d3dO1SSILTLIIALDSDSOSIUSAADSDTISSYVAITIHAYI OdNODAMNIASSISOSYHILILAYADASYSISSASOLINDIASDDDDSDHDHSDDDDSSAIATLOD TH
OMAQIAMSDASYVYIAAAY LATVHISNINOTATLNNSNAYSILIUONASAYADLAADASSISSAMITONDdVOUAMSINASSDA LIDSYYISTIISODADATOONODSITIONT | AVH
[0/l :ON QI ©3S] «HHHHHHVYYYXAAQAANAQIQHANAQOAHANAADTYNITTILO0DILAdMNADDDD (T)
AALV4A3dO1SSILTIALDSDSDSIYSAADSDTSSYVAITINAVIDINODAMNIASSISOSYHILILAYADASYSISSISOLNDIASDDOHDSHDHHSHHHDHSSALATLODD TH
MAQTdOMOASHYIAANY LATVHISNINOTATLNNSNAYSILIYDIASAVADLOADOSSISSAMITONDdVOUAMSINAASSILADSYVISTHISODJDATODDSITIOAI | AVH

96



PCT/EP2018/052423

WO 2018/141804

[881 :ON Q] ©3S] «HHHHHHYVYYXAAAAYAQIAHAMAGDAHANAGDTUNIFINLOODA1IdAASOD | 9)Ld
DOAALY4A3IdOISSILTLIALOSDSOSIUSAADSOISSYVAITINAYNOINDOAMNIASSISOSYHILILAYADASYSISSASOLINDIASDDOSHHHHSHDHDHDSSALATLD
DOMAGTOHDDYVYIAAYLAIVHISNINOTATLNASNAUSILIYDIASAVAALSDDSOSIVSAMITONDdVOUAMSINVASSHL4DSYYISTHISOODdOATDDDSITTOA]

[Z81 :ON QI ©3S] «HHHHHHVYYYXAQAAAYAQIGHANAGDAHANAQDTUNITTILO0DALTdOASMD (2)
DIAALYHAIdOTSSILTLAALDSDSOSIUSIADSDTSSYVAITINAYIDINODDAMNTASSISOSYHILILLAYADASYSTSSISOLANDIASDDODDSHDDDSHODOSSALATLD | VS8d
DOMACIASAYAYYIAAY LATIVHISNINDTATLNISN QYS! LIYONASAVAALSDSSADIASAMITON DdVOUAMDINSASSLADSYVISTHISOOJDATOODSITTOA

[981 :ON QI ©3S] «HHHHHHYVYXAAQAAXAQIGHAXAGOAHANAQDTYNITTILO0D1SdIVSSO (1)
DOAALYAA3dOISSIL1LIALOSDSOSIUSIADSOTISSYVAITINAYNOIIODDAMNIASSISOSYHILILAYADASYSTSSISOLNDIASDDDOSDHDDDSHDDOSSAIATLD | VS8d
DOMATISOASSAYVIAAAYLATIVHISNWOTATLNISNQYSILIYONASAVYAALASASSSIOSAMITONDdYOUYAMSINSSSALLADSYVISTHISODdOATODDSITIONT

[G81 :ON QI D3S] «HHHHHHYYYXAQAAANAQIQHAYAQDAHANAGDTYIITNLIDODALTIASADDD (@)
AALV4Q3d01SSILT1LIALDSDSDSIUSADSDTISSYVAITINAYIDINODAMNIASSISOSYHILILAYADASYS1SSdSDLNDIASDDDHSHDHDSHHHDHSSAIATLODD un
MAQWAANAHAYYIAAVYLAIVHISNIWOTATLNISNQYSILIYONASAVAALSDDSOSIVSAMITONDdVYOUAMSINYASSILIDSYYISTHISODdDATDDDSITIONT | uodo

9150

[FQL :ON QI ©3S] «HHHHHHYYYXAAAAXAQIQHANAQDAHANAQDTYNITTNLO0DI14dAHAADVAD (1)
DIAALYAQIJDISSILTLIALDSDSDSIYSIADSDISSYYAITINd YN OINDDAMNIASSISOSVHI LILAYADASYSISSISOLINDIASDDDDSHDDNSHHDDSSALATLD un
DOMAGIMSAVHYIAAYLATVYISNINDTATLNNSNAUSILIYDONASAVAALSDDSOSIVSAMITONDdVOYAMSINVASSLADSYVISTHISODJDATDDDSITTOAT | uodo
3150

[c8l :ON @l ©3S] «+HHHHHHYYYIAAQAAXAQIHANAGDAHAMAGDTUNITINLDDDHLATSSSA (€)
DODAALY4QIdOISSILTLAALDSDSDSIYSIADSOTISSYVAITINAVIDINDOAMNIASSISOSYHI LILAYADASYSISSISDLADIASDDDHSHODHSHHHDSSALATL N
HVOMACISOSUVIAAAYLAIVHISNIWOTATLNNSNGYSILIYONASAYAGLASOSOSIASAMITONDAVOUAMANDSDSL4DSYVISTHISODIDATOOODSITIONT | dVIN
[281 ‘ON Al ©3IS] *HHHHHHYYY)XAAAAMAQIGHANAQDQHANAGDTHNITINLODDILAJANADDD (z)
JAALYHQIdOTSSILTLAALDSDSOSIYSIADSDTSSYVAITINAYIDINODAMNIASSISOSYHILILAYADASYSTSSISOLNDIASD9DDSHHDHHSHHODSSALATLOD S
OMAQIAAD LLAHYVIAAAY LAIVHISNINOTATLNNSNAYSILIYONASAVAALAADASSIDOSAMITONOdVOUAMDIASASSILIDSYVISTHISODJDATOODSITIONT | dVIN
(181 :ON QI ©3S] «HHHHHHVYYYXAAAAXAQIAHANAGDAHANAGDTUNIFTHLOVDH11dAAASDDD (1)
AALY4Q3d01SSILT1LIALDSDSOSIUSIADSDTSSYVAITINAYI DN ODAMNIASSISOSYHILILAYADASYS1SSdSOLNDIASDDHDSHHHDSHHDDSSALATLOOD )
MAQIAIDSYSAYVYIAAAY LAIVYTISNIWOTATLNNSNAHSI LIYONASAVASLAADADSIOSAMITONDdVOUAMSINSSDOALLIDSYYISTHISODIDATOODSITTOAT | dYIN

(081 :ON QI ©3S] «HHHHHHYYYNAAAAYAQIGHANAQOQHANAADTENITTNLODDLALSASD ()
DIAALYHQIdDTSSILTLAALDSDSDSIYSIADSDTSSYVAITINAYIDINODAMNIASSISOSYHILILAYADASYS1SSISOLNDIASDDDDSHODHSHHHDSSALATLD 15
DOMACIASD LDYYIAAAYLAIVHISNINOTATLNISNAYSI LIUDIASAVAS LOASSDSISSAMITON DOdVOUAMDINASAAL LI DSYYISTHISODJOATDODOSITIONT | dVIN

97



PCT/EP2018/052423

WO 2018/141804

[861 :ON @l ©3IS] VYVSOSTAXXSIIDIDTALINLXDDIATNNSOVYXSSIAAQYT (1)
A3SY19SIVISYSLOSXSOSIYAdAXSIYNSNDAI TV LOd TODAMAAHSNDINSLSDSISILAYODHLDSYSddDLTASDSDDODSHODDSHOODSSAIATLOODMA | HT4S
QNDAAAATLSYSYIAAMVYLATIVHTSNWOTATLINISNQYSI LI DONASAVAALSDDSOSIVSAMITONDdVOYAMHINYASSILADSYVISTYISODIDATOODDSTTTOAT | H4ANL
(261 :ON @l ©3S] «HHHHHHVYYYXAAAANAGIQHANAQDAHANAQDTYNITTHLODDLddAMAAMDOIAALYAA ¥
3dD1SSILTL4A1DSDSOSIYSIADSOTISSYVAITINAYIDINOOAMNTASSISOSYHI LILAYADASYSISSISDLNDIASDODDSHDDOSHDDHDSSAIATIODOMAAIN | SNIL
VdNAMdSOMAAYYIAAAYLATVHISNINO TATLNNSNAYSILIHONASAVAALSAADSSISSAMITONDdYOUAMSINSADSH LIDSYVISTHISDDIDATDDOSTTTOAT
[961 :ON @l ©3S] «HHHHHHYYVYXAAAAXAQIGHANAQOAHAAGDTUNIIILOVDILSIAdHMIDDD | (2) T
AALY4Q3d01SSILT1LIALDSDSOSIUSAADSDTISSYVAITINAYIDINDOAMNTASSISOSYHI LI LAYADASYSISSISOLNDIASDDDDSHODDSHDDDSSAIATIODD | 1VIS
MAQTAHAADMSHVYIAAAYLATIVHISNINOTATLNNSNAYSILIYONASAYAALSHOASSISSAMITONDIYOYAMANSSASLIDSYVISTHISODIDATDDDSITIOAT
[G61 :ON Al ©3S] xHHHHHHYYY)AAAaXAQIGHAIAGDAHAYAGOTYNIITILO0DALAISDADAHADDD | (T) T
ALVAQIdO1SSILTLIALDSDSDSIUSADSDTISSYVAITINAYIDINDOAMNIASSISOSYHI LILAYADASYSISSASOLNDIASDDDHSHHDHHSHODHSSAIATLODD | 1VIS
MAQHAAAMSHYVYIAAAY LAIVHTISNINOTATLNISNAUSI LU ONASAVAALSAASDAIDSAMITONDdVOUAMSINDAADA L4DSYYISTYISODIDATODOSITIONT
[¥61 :ON Q] ©3S] «HHHHHHYYYIAAAAAQIQHAXAAOAHAMAQD TN TILODDALITASAADOIAA | (P) T
1v4Q3d01SSIL114A1L9S9SDSIUSIADSDISSYVAITINYIDANODAMNTASSISOSYHILILAYADASYSISSISOLINDIZSODDOSHHHDSHODDSSALATLODOM | dVIS
AQ4ONAAMOHYYIAAYLAIVHISNNDIATLNISNAUSI LAY ONASAVYASLSOSSAAISSAMITOND dYOUAMSINDDAALLIDSYVISTHISODJDATODDSTTTOAT
[c61 ‘ON @l ©3S] *HHHHHHYYY)XAQAANAQIGHAYAGDAHANAADTUNIFTHLOVDALITAMMAMYDD | (T) T
DAALV4QA3dD1SSIL1L4ALDSDSOSIUSAADSDTSSYVAITIHAYIDINDDAMNIASSISOSYHI LILAYADASYSISSISOLNDIASDHDDSHDHHSHOHDSSALIATLOD | dVLIS
DMAQLAADAYYIAAAY LAIVHISNINOTATLNNSNAYSILIYONASAYAALASDOSSISSAMITON DdVOUAMANSDOAILIDSYYISTHISOOdOATOODSITTOAI
[261 :ON al ©3S] «HHHHHHYYY)AAAAYAQIGHANAADAHANAGDTYNIITILODDALTIOADN (2)
DOIAALYIAIdOTSSILTLAALDSDSOSIYSAADSDISSYVAITINAYHOINOOAMNITASSISOSYHILILAHADASYSTSSISOLADIASODDOSODDDSODDOSSALATL | TV
DOOMAAHAIDYVIAANY LAIVHISNIWOTATLNNSNAYSI LIYONASAVAALSSSADSIDSAMITONDdVOUAMANASOAL LADSYYISTYISDDJdDATODOSITIOAT | 9SdY
[16) :ON @l ©3S] «HHHHHHYYY)IAAAAYAQIGHANAADAHANAADTYNIITHLODDA LdIOMMND (1)
DIAALYHAIOISSILTLAALDSDSOSIUSIADSOISSYVAITINAYIOINOODAMNIASSISOSYHI LILAYADASYSTISSISOLNDIASDODDDSHHDDSHODDSSAIATLD | TV
DOMAAIADSAYYYIAANYLAIVHISNIWOTATLNNSNAUSILIYONASAVAALSODSOSIVSAMITONDdVOUAMSNVYASSLIDSYYISTHISODJOATDODSITIOAT | 9SdY
[061 :ON QI ©3S] «HHHHHHYYYXAAAAYAQIGHANAADAHANAADTYNITILODDLAAIADD | (€) T
DIAALYHAIdOTSSILTLAALDSOSDSHUSAADSDISSYVAITINAYIDANOODAMNTASSISOSYHI LLLAYADASYSTSSASOLNDIASDHDHSHHHHSHODOSSALATLD | NdLld
DOMAQIYSSIMYYIAAAYLATVHISNINOTATLNISNAYSILIYONASAVASLDDOSSSISSAMITONDdYOYAMSINSAASI LIDSYYISTHISODIOATIDDDSTTTONT
[681 :ON @i ©3S] «HHHHHHYYYXAAAAXAQIQHAXAADAHANAADTUNITTLODDA1dT1SIHODIAALYL | (T) T
d3d01SSIL1L4AL9SDSDSIUSIADSDISSYYAITINAYIDINDOAMNTASSISOSYHI LI LAYADASYSTSSISOLNDIASDDODSHOHHSHHODSSALATLODOMAA! | Ndld

AMHOAHIAMDYVYIAAAYLATIVHISNIWDTATLNASNQUSILIYDONASAVADLDSOSASISSAMITONDdVOUAMSINSSADS LIDSVYVISTHISODdDATDDDSITIOAT

98



PCT/EP2018/052423

WO 2018/141804

[802 :ON Q] ©3S] «HHHHHHYYYXAAQAAXAQIAHAXAGDAHANAGDTNTIINLOVOALIdMNNND | 4493
DIAAQVIAISIASNISTLIALDSDSDSIYSAIDSISASYANTTYISON LHOOAMHINLOISOSYHISISAYIDISAS IAISOLTIIASDDDDSHOHDDSHDDDSSALATLOOD
MAVIIAAAALTVHYIAAIV LANSOTSNIANIIADSHSNANNISTHS LAd LNAGLNOOSMIADTMITONDdSOYAMHADANLISIDSALILISTISOSIOATOIDSONTOAD

[20Z :ON QI ©3S] «HHHHHHYYYXAAAAYAQIQHANAAOAHAYAQDTUNIFANLDVDLddLIAHDODIAALY ()
403d0TSSILTLAALOSYSDSIYSIADSATISYSAITING YN OINODAMYAY INACOSYHILILAYADASYSISSdSOLNDIASDODDSHODDSHODDSSAIATLODDMA r4:|
ANVYAIDADDMYSIAAAYLATIVHISNINOTAV.LNISLAVSILIYONASAVAYLADN LAAIHVAMITTONDdVOUAMHIALANINADSYYISTHISODIDATODOSIATOAT | 43/

ZJ18H

[90Z :ON @l ©3S] «+HHHHHHYYYXAAAAYAQIAHANAQDAHANAGDTYNIIINLO0DLdTIHA S

DOIAALYAAIJOTSSILTLIALDSDSDSIYSIADSDISSYVAITINAYIDINDOAMNTASSISOSYHI LILAYADASYSISSISOLNDIASDDDDSHDDDSDDDOSSALIATL | THIN
SDOMAGTISMOYVYIAANYLAIVYISNIWOTATLNNSNGYSILIYONASAVAALSDOSOSIVSAMITONDAYOUAMSINYASSILIDSYYISTHISODIDATDDDSITIONT

[G0Z :ON Al ©3S] «HHHHHHYYY)XAAQAAYAQIGHANAGDAHAAADTYNIFTILO0D41STASODD | (Z) D
DAALY4A3d0TSSILTLIALDSDSOSIHSIADSDISSYVAITIIAYNDINDDAMNITASSISOSYHI LILAHADASYSTSSdSOLADIASDDDDHSDDHDHSHDHDHSSAIATILOD | Z3dn
OMACQIAAIHHMIVIAAAYLATIVHTISNINOTATLNISNQYSILIYONASAVAALDASADSISSAMITONOdVOUAMSINSASSLIDSYYISTHISODIDATDDDSITIOAT

[0Z :ON @] ©3S] «HHHHHHYYYIAAAAIAGIGHANAQDAHAYAGDTYNIATILDODD414dHIDSSOVIAAL | (T)D
v4Q3d01SSILT14AL9SDSDSIYSIADSOISSYVAITINAYNDINODAMNTASSISOSYHI LILAHADASYSISSASOLNDIASDODDDSHHHDSHHHHSSALATLODDMA | 239N
AWADDAMIDDYYIAANY LAFVIISNWOTATLNNSNAUSILIUDNASAVAALSODSOSIVSAMITONDdVOUAMSINSAADA LIDSYYISTHISODJDATDODSITIONT

[£0Z :ON Al ©38] «HHHHHHYVYYXAAAaYAdIAHANAQOAHAXAQDTHNITTILOVDLHASMSDDIAALY (@)
4@3d01SSIL114A19S9SDSIYSIADSOTISSYVYAITINAYIOINDOAMNIASSISOSYHI LILAYADASYSISSASDLANDIASDODDSHHODHSHODDSSALATLODODMAA | 629N
IADAALAMASLYHVYIAANY LAIVHISNINOTATLNNSNQUSILLAYDNASAVASLASSSASIOSAMITONDIVOUAMSINSSDAL LIDSYVISTHISDDJOATODDSITIONS

[20Z :ON @l ©3S] «HHHHHHYYYXAAQAAYAQIAHANAADAHANAADTYNIITILODDH LddAdDD (1)
DIAALY4AIdD1SSILTL4ALDSOSOSIYSIADSDTISSYYAITINVIDINODAMNTASSISOSVHILILAYADASYSTSSISOLADIASDHDHHSHHHDSHHDNSSALATLD | 628N
DOMAQTMAADYYIAAYLAIVHTISNNOTATLNNSNQYSILIUDONASAVYADLSSOAASISSAMITONOdVOUAMSINSOADAL49SYYISTHISODIDATDODSITIONT
[L0Z :ON Q] ©3S] VYYSOSIXXXSITNOIDIALTILXODDIAADSISSAASDIAAQYIA ()
ISYTOSIVISYSLOSNSDSIHAdADSIHONNSAITINAYLOdTODAMAAHSNDINSLSDSISILAHDDALOSYSddDLIASDSDODDSHODDSHODDSSALATLOOOMAT | €45
ASMOSSAYSAIVIAANY LAIVHTISNINOTATLNISNAYSI LIYONASAAAQIGASNMNIDOSAMITOND dYOUAMNIWAAGSILIDSYVISTYISODIOATODISITIONT | HANL
[00Z :ON Qi ©3S] YVYSOSTAXISITNOIDTALINLXDDIAAYNISAAMY (1)
VOAAQYXAISHTOSIVISYSLOSHSOSIHAdADSIHONNSAITINGY LOd TODAMAAANSDINSSSDSISILAYD D LOSYSAdDLTASDSDODDSHHNDSHOHOSSAIAT | €45
1ODOMAAHTSSYIAANWYLAIVEISNINOTATLNNSNAYSI LIYDYASAVYAHLYOVSOSTOSAMITONDdVOHIMSIWNAAGSI LIDSYVYISTHISODdDATODDSITTOAT | YANL
[661 :ON @l ©3S] YVYSOSIXXXSITHOIXIALTILXDDIAANAYDDASSIAAC (2)
Y3Q3SYTOSIVISYSLOSHSOSIHAADSIHDANYAITINGYLOd TODAMHATADYOINSSSOLISILAHDDALOSYSddOLIASDSDODHDSHDOHHSHOHOSSAIATLOO | #T4S
DMAQWDAADSYYIAANYLATVHISNIWOTATLNISNAYSI LAY DNASAVAALSDDSOSIVSAMITON DdVOUAMSINVASSA LADSYVISTHISODJOATODOSITIOAT | Y4NL

99



PCT/EP2018/052423

WO 2018/141804

[812 :ON @l ©3S] «HHHHHHYYYXAAAAXAQIGHANAQDAHAYAGDTYNITTILODDSLALISASODIAA (1)
1v4Q3d01SSIL114a1959SDSIUSAADSOISSYVAITIND YN DN ODDAMNTASSISOSYHILILAYADASYSISSISDLINDIASHDDDSHDDDSHODDSSALATLODOM | WID
AQ4SONADAAAIYVYIAANY LATVHISNINOTATLNASNAYSILIHONASAYAALSDDSOSIVSAMITONDdVOUAMAINASAAILIDSYYISTHISDOIDATDODSITTOA

[Z12 :ON @l ©3S] «HHHHHHYYYXAAQAA)AQIQHAXAQDAHANAADTYNIITHLO0D4LALSASD | (2) £
DIAALYAAIJDTSSILTLIA1DSDSOSIUSIADSDISSYVAITINAYIDINDDAMNITASSISOSYHILLLAYADASYSTSSASOLINDIASDDDDSODDDSHHDDSSALIATLD | -IVd
DOMATNADIDYYIAAAY LATVHISNWOTATLNNSNAYSILLIYONASAVAALSSADOSIDSAMITONDdVOUAMSINSSAAL LIDSYVISTHISDDIDATDDDSITTOAT

[91Z2 :ON @l ©3S] +HHHHHHYYYXAAAAYAQIAHANAQOQHANAADTYNITILOODDALXIADAAA | (T) £
DODAALYAQIdO1SSIL1LIALDSDSOSAHSIADSTTSSYVAITINAYIDINOOAMNIASSISOSYHI LI LAHAOASYSISSISOLANDIASDDDDSHDDDSHDDDSSALATL | -NVd
DUOMAGADASOYVYIAANYLATVHISNINDTATLNISNQUSI LY ONASAVAALSSASSSISSAMITONDdVOUAMSINSADSA 14DSYYISTHISDOJDATODDSITTOAT

[G1Z :ON Q1 ©3S] «HHHHHHYYY)AAAQAAQIGHAOXAQDAHAIAGDTYNIITILODDILAIAM (s)
ADDDAALY4QIdOISSILTLAALDS9SDSHUSAADSDTISSYVAITINAYI D dNDDAMNIASSISOSYHILILLAYADASYSTSSdSOLNDIASDDDDSDHOHDOSHDDDSSALAT &)
L1ODOMATTASDYVYIAANYLATVYISNINOTATLNNSNAYSILIYONASAVAALASSADAISSAMITON D dVOUAMSINASOSILIDSYYISTHISODdDATIOODSITIONT | dVIN

12 :ON Q] ©3S] «HHHHHHYYY)XAAAAXAQIGHAXAQDAHAXAGDTYNITTILOVDILTdSOMDODDD (@)
AALY4QIdO1SSILTLALDSDSDSHUSIADSDTSSYVAITINAVIDINDDAMNIASSISOSYHI LI LAYADASYSTSSISOLNDIASDHODSHOHDHDHSHHHOSSALATLODD &)1
MAGHANSYMHYYIAAAY LAIVHISN WO TATLNISNQYSI LAY ONASAVAALSSSSOAISSAMITONOdVYDUAMSINDDADA11DSVYISTHISODIDATODODDSITIONT | dVIA

[e1Z2 :ON @l ©3S] «HHHHHHYYYXAAAAYAQIGHANAQOAHAAGDTYNIFINLODDILAdHMMODIAA (1)
1v4a3d01SSIL11401959SDSFUSIADSOTISSYVAI TN VA DINDOAMNIASSISOSYHILILAHADASYSISSASDLNDIASODHOSHDHDSHDDHHSSALATLODOM &)
AQ4AMVYADADYVIAAAYLAIVHISNINDTATLNISNQYSILIU ONASAVAALSSOOSSIOSAMITONDIVOUAMSNADASI LIDSYYISTIISODIOATODOSITIONT | dVIN

[21z :ON QI ©3S] «HHHHHHYYY)AAAaAQIQHANAAOAHANAADTEMITTILOVDILAILSASOOIAAL (€)
V4a3d0TSSILTLAAL9SDSDSIHSAADSOISSYYAITINdYHOINODAMNTASSISOSYHI LILAYADASYSISSASO LN DIASHODDSHDHDSHODDSSAIAILODOMA |  2-d
A440AQAMODDYYIAAAY LAIVHISNWOTATLNNSNAHSILIYONASAVYAALSSSOSSIASAMITONOdVYOUAMANSADDA LIDSYVISTHISODJOATOODSITIONT | VOV

[11Z :ON Q] ©3S] «HHHHHHYYY)AAAaIAQIGHANAADAHANAADTUNIFTNLOVDA1dISAIDdO0IAA (1)
1v4a3d01SSILTLAL9SDSDSIYSIADSOTSSYVAITINAYIDINODDAMNITASSISOSYHILILAYADASYSTSSdSOLADIASHDHDHSHDHDSHHDDDSSALATLODOM | 7-d
AQ4dNIAAYDOYYIAAAYLAIVHISNINOTATLNISN QUS| LIHONASAYAALSASASSISSAMITONDdVOUAMHINSASDAL4DSYYISTIISODdDATOOOSITIONT | VOV

[01Z :ON @l ©3S] +HHHHHHYYYXAAAAIAQIGHANAQDAHANAADTUMITTHLOVDILHAAISODIAA (2)
1v4a3d01SSILTLIALDSDSOSIHSIADSDISSYVAITINdVIDINDOAMNIASSISOSVHI LILAYHADASYSISSdSOLNDIASDDODSHHHDHSODHDSSALATLODOM | TdHD
AQIASOAAANANYVYIAAAY LAIVHISNIWOTATLNNSNQYSI LY ONASAVAALAADSODISSAMITONDdVOUAMDNSASAI LADSYYISTHISODdOATIDODSITTOAI

[60Z :ON @l ©3S] «HHHHHHYYYIAAAAYAQIGHAXAADAHANAGDTEMITTILODDH1AILSASDD)D (1)
AALY4Q3d01SSILTLIALDSDSDSIUSIADSDISSYVAITIIdVIDINDOAMNITASSISOSYHI LILAYADASYSISSASOLNDIASDDDDSHOHHSHDHOSSAIATLIODD | TdHD

MAQISAADSSASQYYIAANYLAIVHISNINOTATLNASNQYSILIYONASAVALOADADIOSAMITONOdVOUAMSNDAAAILIDSYVISTHISDDIOATDDDSITIONT

100



PCT/EP2018/052423

WO 2018/141804

[822 :ON QI ©3S] «HHHHHHYYYXAQQaYAQIQHAAGDAHAIAADTYMIIINLODDALTIOAYY | (¥) O
ADDIAALVAAIMOTSSILTLIALDSDSDSIUSIADSDTISSYVAITINAYIDNDOAMNTASSISOSYHILILAYADASYSTSSISOLIANDIASDDODSDDHHSHHOOSSAIAT | Hdld
L190OMATIAASAYVYIAANY LAFVYISNINDTATLNNSNAUSILIYONASAVASIHSASODSISSAMI1ONDdVYOUAMSXAADSLADOSYYISTHISOOJDATOODSITTOA

(/22 :ON Q1 ©3S] «HHHHHHYYY)AAAAYAQIGHANAGDAHAYAADTYNIFINLDODAIAJAHAMDOD | (1) O
AALY4Q3dOISSILTLIALDSDSDSIUSIADSDISXYVAITINAYH D INDDAMNIAXXISOSYHILILAYODASYSTSSdSOLANDIASDOHHDSHDHHSHHHHSSAIATLOD | Hdld
DMAAINDDSASHVIAANY LAIVHISNINOTATLNISNQUSILIUONASAYAALSADASSIASAMITONDdVOUAMDINOSASS 1 IDSYYISTHISODdDATODDSTITIONT

[92Z :ON @i ©3S] «HHHHHHYYYXAQAaAYAQIAHAXAGDAHANAGDTYNIITNLO0DHISTAHAD | SV
DIAALYHAIdOTSSILTLAALDSDSDSIYSIADSDISSYVAITINAYNDIIDOAMNTASSISOSYHI LILAYADASYSISSSDLINDIASDDDDHSHDHDSHHDOSSAIATLD
DOMAQISIADAYVIAAAY LAIVIISNNDTATLNISNQUSILIYDNASAYAALADASSDISSAMITONOdVOUAMANASDSTL4DSYYISTHISOOdOATDODSTTTOAI

[GZZ :ON Al ©3S] «HHHHHHYYY)AAAAXAQIGHANAQDQHANAGDTUNITINLODDI1IdAAASDD (?)
JAALYHA3IdOTSSILTLAALDSDSOSHUSIADSOTISSYVAITINGYIDAIDDAMNIASSISOSVHI LILLAHADASYSTSSISOLNDIASDDDDSHODOSHDDDSSAIATIOD | T
OMACIAHOADOYVYIAANVYLAIVHISNIWOTATLNNSNGYUSILIYONASAVASLISDDODAISSAMITONDdVOUAMSINSSAAL LIDSYVYISTYISOOdDATDODDSITIONT | dVIN

[2Z :ON @l ©3S] «HHHHHHYYYXAAAAYAQIAHANAQDAHAIAGD TYNITTHLO0DLIdAMA (T)
SODDAALYAAIOISSILTLAALDSDSDSIYSIADSOTISSYVAITINAYADINDDAMNTASSISOSYHI LILAYADASYSISSISOLANDIZSDDDDSDDDDSDODOSSAIAT | DT
1D0OMAQASSAHYYIAANYLATVHISNINDTATLNISNQUSILIYONASAVAALASSSSSISSAMITONDdVYOUAMSINSAADI LIDSYVISTHISODIDATDODSITIONT | dVIN

[€2Z :ON QI ©38] «HHHHHHYYYXAAAaYAQIAHANAADAHANAGDTYNITNLODDILAILSASDDD (¥)
AALY4@3dO1SSILTLIA1IDSDSDSIUSAADSDISSYVAITIIAYIDINDDAMNTASSISOSYHI LILAYADASYSISSASOLNDIASDODDSHDODSODDDSSALATLODD | T
MAQHVdIVHOIHYIAAAYLAIVHISNINOTATLNISNAUSI LI ONASAVASLSODASSIOSAMITONDdYOUAMSINYASSILIDSYYISTHISODIDATDODDSITIONT | VN

[22Z :ON QI ©38] «HHHHHHYYY)AAAa}¥AQIaHAMAADAHAIAGDTYNIITILODD4LAdLSASD (€)
DIOAALYAAId0OTSSILTLIALDSDSOSIUSIADSDTISSYVAITING YOI DDAMNTASSISOSYHILILAHADASYSTSSASOLINDIASODODSHDHDHSODOODSSALATLD | DT
DOMAGHAALHSHYIAAAY LATVHISNWOTATLNNSN QUSILIYDNASAYAALSDDSOSIVSAMITONDdVOHAMSINVASSALIDSYVYISTIISODdOATDODSITIONT | dVIN

[L2Z :ON Al ©3S] «HHHHHHYYYIAAAAIAQIQHANAQDAHANAGDTYNITTILODDAIAJADAIDD (2) €
DAALY4Q3Id0TSSILT114ALDSDSDSIYSIADSDTSSYYANIIdYIDINDOAMNTASSISOSYHILLLAHADASYSISSISDLADIASDDHDSHDHHSHHOOSSALATLOOD NS
DMAQIANIASSHYIAANVYLAIVIISNNOTATLNNSNQYSILIYONASAVAD LODDADSIOSAMITONDdVOHAMSINSSSSILIDSYYISTHISODIDATDDOSITIONS

[022 :ON Al ©38] «HHHHHHYYYAAAAIAQIAHANAADAHANAGDTYNIFTILDDDH1SdIDAAVODD (D¢
AALY4Q3dO1SSILTLAALDSDSDSIYSAADSDISSYVAITIIdYIDINDOAMNTASSISOSYHI LILAYADASYSISSISDLADIASHDHHSHHHHSHHHOSSALATLODD YND
MAQIASSAANAYVYIAAAY LAIVYISNINOTATLNISNAYSLLIYONASAYASLADADDSIASAMITON OdVOUAMSINVYASSA L4DSYYISTHISODIDATDDOSITIONT

[61Z :ON Q] ©3S] *HHHHHHYYYXAAAAYAQIQHANAADAHANAADTYNITINLODDLHIdAH4SODD (Z)
AALV4Q3d01SSIL114ALDSDSDSIUSIADSDISSYVAITIIAYIDINODAMNIASSISOSYHI LLLAYADASYSTSSASOLANDIASDDDHSHODHHSHODOSSALATLODD | INID

MAQIAMHIdSAYVYIAAAVYLAIVHISNINOTATLNASNAYSILIYONASAVAALSASASSIOSAMITONDdVOUAMDINASOAI LIDSYVISTHISDOJOATODODSITIOANT

101



PCT/EP2018/052423

WO 2018/141804

[8€Z :ON QI ©3S] +HHHHHHYYY)AAAA)AQIAHANAQOAHANXAGOTUNIITILODDA1HISMHADDDD

AALY4Q3d01SSIL1LALDSDSOSIYSIADSOTISSYYAITINAYIOINDOAMNIASSISOSYHILILAYADASYSTISSASDLANDIASDDDHSHOHHSHHHDHSSAIATLODD | d¥Vd
MAQIADISHHYVYIAAAVLAIVYTSNINOTATLNISNAYSILIYONASAVAALDSSAADIASAMITON D dVOUAMDNDSDSH 1 4DSYYISTHISDOdOATDDDSITTOAI

[2€Z :ON Al ©3S] *HHHHHHYYYXAAAAXAQIGHANAADAHAYAQD TN IFTILO0DALHIADASOOIAALYAAId | (V) Z
D1SSILL1L4ALDS9SDSIUSIADSOISSYVAITINA YN DINDOAMNTASSISOSYHI LILAYADASYSISSISOLINDIASDODDSHDDDSHDDDSSALATIOODMAAISSHA | -dSN
OMSSAOAASAAYVIAANYLAIVYISNINDTATLNNSNAYSILIUONASAVAALSDDSOSIVSAM I 1ONDdVOYAMSINYASSS1IDSYYISTHISDDIDAIDDDSTTTOA]

[9€Z :ON QI ©3S] «HHHHHHYYYXAQQAAMAQIGHAYAQDAHANAQD TUITTINLO0DALATOANSM | (1) Z
DODOAALYHAIdOISSILTLIIALDSDSDSIYSIADSOISSYVAITINAYI OdNDOAMNIASSISOSYHI LILAYADASYSISSISDLANDIASDDDDSHHHHSODODSSAIAT | -dSN
LO0OMACIOSDYVIAANYLAIVHISNINDTATLNNSNAYSILIYONASAVAALSADAASISSAMITON OdVOUAMAINSSSDH149SYYISTHISOOIDATODDSITTOAI

[G€Z :ON QI ©3S] +HHHHHHYYYXAAAAXAQIGHAXAADAHANAGDTEIIINLODDLXXOXX (2)
XDODIAALYAAIdOISSILTLIALDSDSDSIUSAADSOTISXXXXAITINAYHDINODAMNIXXSYHILILAYADASYSTSSASOLNDIASDDHDSHDDDSHOOOSSAIATL | T-d
SOOMATIDADDUVIAANYLAIVYISNINOTATLNNSNAHSILIYDONASAYASLSSSOASISSAMITONDIVOUAMSINSSSDA14DSYVISTHISODdOATOODOSITIOAT | 9401

[Y€Z :ON @l ©3S] «HHHHHHYVYYXAAAAXAQIGHANAQDAHANAGDTUNIFINLODDILTIGAADDIAAL (1)
Y4d3d01SSIL1L4ALDSOSHSIUSAADSOTISSYVAI TINIYNDINODAMNIASSISOSYHI LILAYHADASYSISSISDLINDIASDDDDSHDDDSODDDSSAIATIODOMA | T-d
Q44SSMHOMSIYVIAAY LAIVHTISNINOTATLNMISNAYSILIYONASAVAD LSSDDSSISSAMITONDdVOUAMSINSSDSILADSYYISTYISODdOATDODSITIOAT | 9dOL
[€€Z :ON QI DAS] «HHHHHHYYYXAAAQAYAQIQHANAADAHANAQD TUNITTILO0DILATMASDOIAA (€)
1v403d01SSIL114A19SDSOSIUSIADSDTISSYVAITINAYI OdIDOAMNTASSISOSVHILILAYADASYSTSSASDLINDIASDDDDSHDHDSHDODSSALATLOVDOM v1
AQWAIMdHOYYIAAY LAIVHTISNINOTATLNMSNQYSILIYONASAVASLODAADAISSAMITONDdYOUAMAINSADSI LIDSYYISTHISDDIDATDODSITIONT | -QYd

[2€2 :ON 4l ©3S] «HHHHHHYYY)AAAANAQIGHANAQDAHAXAGDTYNITTILODDALITMADDD (2)
JAALY4Q3IdD1SSILTLIAA19SDSOSIYSAADSDTSSYVAITIIAYIDINODAMNIASSISOSYHILILAYADASYSISSASDLADIASDDDDSDODHSHDDHSSAIATLOD v
DMAQIDADANAYYIAAAY LATVYTISNINDTATLNNSNAYSI LIYONASAYAALAAADOSISSAMITONOdVOUAMSINDDSALLIDSYYISTYISODIDATOODSITIONT | -Qid

[L€Z 'ON QI ©3S] «HHHHHHYYY)AAAANAQIGHANAQDAHAIAGDTITINLODDALTIMMSDODAAL (1)
V4a3d01SSILT1LIALDSDSOSIUSIADSDTISSYVAITINAYIOINODAMNITASSISOSYHILILAYADASYSISSdSOLINDIASDDDDSHDDDSHDDDSSALATLODDMA A
QNSDADYAIDOHYYIAAAY LAIVYISNNDTATLNISNAHSILIYONASAYAALASADSAISSAMITONDdVOUAMSINDASDA LIDSYYISTYISODIDATDODDSITIONT | -QYd

[0£Z :ON @I D3S] «HHHHHHYYYXAAAAXAQIGHANAQDAHANAADTUNITTHLODDILAIDASMH (2)
VOIAALYH4AIdOISSILTLAALDSDSDSIHSIADSOTISSYVAITII VIO INODAMNIASSISOSYHILILAYADASYSTISSASOLINDIASDDODSHDDDSHDDDSSALATL g9
HOOMATTAAVAYVYIAAAY LATVHISNINOTATLNNSNAYSI LAY ONASAYAALDAAASAIASAMITON D dVOUAMAINAAAS LIDSYVISTHISODIDATOODSITIOAT | -HVd

[622 :ON @l ©3S] «HHHHHHYYY)AAAAXAQIGHANAADAHANXAADTENITILO0D414dAAdDOIAALY4AIdO1S (1)
SILT14ALDSDSOSIYSIADSDTISSYVAITIIAYNDINDOAMNIASSISOSYHI LILAYADASYSISSASOLWDIASDDDDSDHODDDSHDDDSSALATLODDMAQTOADSA g9
HOMHOMANMYVIAAYLATIVHISNINOTATLNISNAUSI LI ONASAVAALSDDSOSIVSAMITONDdVOUAMSINVASSA LIDSYVISTHISDDJDATIDDDSITTONT | -¥vd

102



PCT/EP2018/052423

WO 2018/141804

[8Z ‘:ON QI ©3S] «HHHHHHYYYXAAAANAQIQHANAQDAHANAGDTUNITINLOVDHIATYHOMMSDOIAA | (T)
1v4Q3d0TSSIL114ALDSDSOSIUSAADSOISSYVAITINGYIDINODAMNITASSISOSYHI LILAYADASYSISSISDLINDIZSDDDDSHDDOSHODHDSSALATLODOM | Hdld
AQIVAAADMSAYVIAAAY LAIVYTISNINDTATLNNSNAYSI LAY ONASAVAALASSSDDISSAMITONDdVOUAMSNDSASILIDSYYISTHISODIDATODOSTTTOAI

[ZtZ :ON Al ©3S] «HHHHHHYYY)AAAAMAQIAHANAADAHAXAGDTUMITTIIDDDA1SdDVASOOIAALY | (2) Al
403d01SSILTLIALDSOSOSIYSIADSDTISSYVAITIHAYIDINDOAMNIASSISOSYHI LILAYADASYSISSISOLANDIASDDDHSHDDDSHDDOSSALATLODDMAG | puds
ILADAAASLOASYHYIAAMYLAIVHISNWOTATLNMSN QUS| LIYONASAVAALOSOSASISSAMITONDIVOUAMDINAASALLIDSYYISTHISDDIDATODDSITIONS

[9tZ :ON Al ©3S] «HHHHHHYYYXAAAaXAQIGHANAQDAHAYAQDTUNIFINLODDAIATISD | (T) Al
DOJAALYAQIdOISSILTLIALDSDSOSIUSIADSDTISSYVAITINYNOINDOAMNTASSISOSYHI LILAYADASYSTISSISOLNDIASDDDDSHDODDSHDDDSSALAT | putds
LODOMACQAASDYVIAAMYLAIVHISNIWOTATLNISNAYSILIYONASAVYADLAASSAQISSAMITONDAVOUAMSINAASSILIDSYYISTYISDDIOATODDSITIOAS
[S¥Z :ON Al ©3S] «HHHHHHVYYYXAAAANAQIQHANAQDAHANAADTYMITLODDILddSSADOIAALY (€)
403d0TSSILTLIALDSDSOSIYSIADSDISSYVAITINAYNDINDOAMNIASSISOSYHILILAYADASYSISSISOLADIASDDDDSODHDSHDDDSSALATLODOMAI )
INDDASYAIAIYVIAANYLAIVHISNINOTATLNNSNQYSILIYONASAVASLAADDSDIOSAMI1DNDdVOUAMSINVASSHLADSYVISTHISODdDATDDDSITIOAT | SHSH

[t :ON Al ©3S] «HHHHHHYYYXAAAaXAQIdHANAADAHANAGDTYNITINLODDALHIAAAADDIAALY (2)
403d01SSILTLIALDSDSDSIUSIADSDISSYVAITINAYNDINDOAMNIASSISOSYHI LILAHADASYSISSISOLNDIASDDOHSHHDHHSHDDDSSALATLODDMAC 10
AAJASOAVLIOAUYVIAAAYLATIVYISNINOTATLNNSNAYSILIYONASAVAALADDASOIDSAMITONOdVDUAMANSSDSALIDSYVISTYISODdDATDODDSTTTOAT | @HSH

[e¥Z :ON al ©3S] «HHHHHHYYY)AAAAYAQIAHANAADAHAAGDTYNITTILODDILIXXDDDD (2)
utEmammgmm_btEomomumxma>um9mm<<>_jv_n_<v_o%_ddtszimm_mdméE_Exoo>m<£mm%9_>_d_omuuoomoooomouoummEZGG 112
DMAQTASSASASYYIAAAYLAIVHISNIWOTATLNISNGHSILIYDONASAVAALDSDOSSIOSAMITON OdYOUAMANSSAAL LIDSYVISTHISODJDATDDOSITIOAT | QYN

[2¥Z :ON Q1 ©3S] «HHHHHHYYYXAAAaAQIQHANAADAHANAADTYNIITILDODILHYXXXXDDIAALYHA (1)
3d01SSIL114ALDSDSDSIYSIADSDTSSYVAITIIAYIDINOOAMNIASSISOSYHILILAYADASYSISSISOLNWDIASDDDODSHODDSHDDDSSALATLOOOMACAA | T2
JADAAHDDdVYVIAAAYLAIVHISNINOTIATLNISNQYSILIUDIASAVAALDADOOSIDSAMITONDdVOUAMDWASSDHLIDSYYISTHISODIDATIODDSITIONT | AV

[L¥Z :ON QI ©3S] «HHHHHHYYY)AAAAIAQIGHANAADAHANAGDTYMATHLODDALHISADOD | (8) T
DAALY4Q3dO1SSILTLIAALDSDSOSIHSIADSOTSSYVAITTHAYIODdNODAMNTASSISOSYHI LILAYHADASYSISSdSOLNDIASDDODSHDDOSODDDSSALATLOD | -dIND
DMAQH4dDSHYVYIAAAY LAIVHISNINOTATLNNSNAYUSILIYONASAYAALSODSOSIVSAMITONDIYOUAMSINYASSALIDSYYISTHISODIDATODDSITIONS

[ovz :ON Al ©3S] «HHHHHHYYYXAAAAXAQIAHANAQDAHANAADTHNITINLO0DALddOAS | () ¢
DOIAALYHAIMOISSILTLAALDSDSOSIYSIADSOTSSYVAITINAYIDINDDAMNIASSISOSYHILILAHADASYSTSSISOLANDIASDDODSHDDDSHHOOSSALATL | -dIdD
DOOMATWASOYYIAAAYLAIVHISNWOTATLNNSNAYSI LY ONASAVAALSDDSOSIVSAMITONDdYOUAMSINYASSILIDSYYISTHISODIOATODDSITIOAT

[6€2 :ON A1 ©3S] «HHHHHHYYYXAAAAYAQIAHANAQDAHAYAGDTHIIILDODDILADLSASO | (T) T

DIAALYAAIOTSSILTLHALDSDSOSIHSIADSDISSYVAITINAYIOINDDAMNTASSISOSYHILILAYADASYSISSISOLINDIASDDDDSODHDSHDHDSSALATLD | -dI¥D

DOMACTOAIHINYIAAYLAIVHISNINDTATLNNSNQUSILIYONASAVAALSDDSOSIVSAMITONDdVOUAMSNVASSILIDSYVISTHISODJdOATODDSITIOAT

103



PCT/EP2018/052423

WO 2018/141804

[8GZ :ON QI ©3S] YWIAAAAIXAIAHANAQDAHAXAAOTUNITTHLODDILAILSASOOIAA | (T)S
1v4a3dOTSSILT1LAA1LDSOSOSIUSIADSOISSYVAITINAVIOINODAMNIASSISOSYYILILAYADASYSISSASOLNDIASDDDDSDHODDSHODOSSALATLOOOM | NV
AQ4AVHAAVSLAYYIAAAY LAIVUISNIWOTATLNISNAYSILIYDONASAVADLAASDDSIDOSAMITON OdVOUAMSINYASSEL4DSYYISTIISOOdDATODOSITIONT

[2G6Z :ON QI ©3S] «HHHHHHYYY)AAQAYAQIAHANAADAHANAQDTYNITTHLO0D411dASSSANADODIAA | (8) T
1v4Q3d01SSIL1L4A1LDSDSOSIUSIADSDTISSYVAITINd VI DdNODAMNIASSISOSYHI LILAYADASYSISSASOLNDIASDHOHDSHDDDSHDDOSSALATLODOM | Hdld
ATTAAADSVAIDUVIAAMY LAFVHISNINDTATLNISNQYSILIYONASAVAALSSSSOAISSAMITON DAVOUAMANDDSS LIDSYVISTHISODdDATIODSITTOA
[9GZ :ON Q1 ©3S] «HHHHHHYYY)AAAA)AQIGHANAQOAHAIAGOTUNITTILODDALSTAVASODD | (£) T
JAALYH(3dOTSSILTI4ALDSDSDSIUSIADSDTSSYVAITINA VI DINDDAMNTASSISOSVHILLLAYADASYSTSSISOLINDIASHDDDSHDDDSHHOOSSAIATLOO | Hdld
OMATINAADADHVIAAAVYLATVHTISNINDTATLNASNQYSILIYDNASAYASLSSSSAAISSAMITON DdVOUAMSINDDSSI14DSYVISTHISDDIDATODDSITIOAI
[GGZ :ON QI ©3S] +HHHHHHYYYIAAQaYAQIAHANAGDAHAAGD TUMITTHLODDILSISASSOOIAALY | (T) T
403d01SSIL114019SDSOSIHSAADSOTSSYVAITINAYIDINDOAMNTASSISOSYHI LILLAYADASYSTSSISDLNDIASHDDHSHHHHSHDDDSSALATLODDMAQ | HdLd
WSASAdMAYMIVYIAAAVIAIVHISNINOTATLNISNAYSILIYONASAVAALADDSSSIASAMITONDdVOUAMSINVASSALIDSYVISTHISDDdDATDDDSITIONT
[¥SZ :ON Al ©3S] «HHHHHHYYYXAAAANAGIGHANAGDAHANAQD TUNIFTHLODD1IHIAMAADD (2)
JAALYHA3d0TSSILTLAALDSOSDSIUSIADSOTSSYVAITIdYIDINDDAMNTASSISOSVHI LLLAYODASYSISSASOLINDIASDDOHDSHDHDSHOOHOSSALIATLOO | S-W
OMAQHISHADAYVIAAAYLAIVHTISNINOTATLNISNQYSILIYONASAVAS LAGDSSSIDSAMITON D d VOUAMANASDSILIDSYYISTHISDDJDATIDDDSTITIONT | vOd
[€GZ :ON Al ©3S] «HHHHHHYYYXAAAANAQIGHANAQDAHANAADTYNITTHLOODALAJASAVAAADD (1)
JAALY4A3dOTSSILTLAALDSDSDSAUSAADSDISSYVAITIIAYIDINDDAMNITASSISOSYHILLLAYADASYSISSISOLINDIASDDDDSHDHDSHODDSSAIATLOO | G-
OMACINSOIDAYYIAANYLATVHISNWOTATLNISN QUSI LI ONASAVASLSODASSIDOSAMITONDdVOUAMAINASSALLADSYYISTHISODIDATODDSITTONT | VOd
[2GZ :ON Al ©3S] *HHHHHHYYYXAAAAYAQIGHAYAADAHAYAQDTINITTILOVO41ddSHMSD | (7) L
DIAALYAAIdOISSILTLIALISDSDSIUSIADSOISSYVAITINAYNDINDDAMNTASSISOSYHI LILAYADASYSISSASOLINDIASDDDDSHDDDSDDDDSSALATLD | Hdld
DOMAAIDIANAYVYIAMYLATIVHTSNIWDTATLNISNQYSILIY ONASAVAS LASDASAIOSAMITON OdVOUAMAINDSSSILAIDSYVISTHISDOJDAIDODSITTOAI
[LGZ :ON Al ©3S] +HHHHHHYYYNAAAAYAQIGHANAGDAHANAADTINIFTNLODDH1SIAVSODD | (1)1
AALY4Q3dO1SSILTLIALDSOSOSIUSIADSDTSSYVAITINGYIDINODAMNIASSISOSYHI LI LAYADASYSISSISOLNDIASDDDDSHODHSHHDDSSAIATLODD | ddld
MAQINSASdDDYVYIAAAYLAIVHTISNIWOTATLNNSNQUSILIYONASAVAALSDADASIOSAMITONDIVDUAMSINSAD DA LIDSYVISTHISDDIDATDDDSITIOA
[06Z :ON dl ©3S] «HHHHHHYYYXQAAAIAGIAHAXAGOAHAYAQDTUNITTNLODDI1SdIASHODD | (8)
AALV4QIdO1SSILTLIALOSDSDSIUSIADSDISSYVAITINIVHOINDDAMNTASSISOSVHILLLAYADASYSTSSdSOLNDIASDDDDSHDDHDHSHODDSSAIATLODD | Udld
MAGIAADALDSSYVYIAAAYLAIVHISNNOTATLNNSNQYSILIYONASAVAALAASADSIASAMITON DdVOUAMDINSSSSALIDSYYISTHISDDdDATDDDSITTOAT
[6Z :ON Al ©3S] «HHHHHHYYY)AAAAIAQIAHANAADAHANAAD TUNITTHLDVDALATSAAHADD | ()M
JDAALVY4Q3dOTSSILTLAALDSDSOSIUSAADSOISSYVAITIIAYADINDDAMNIASSISOSYHILILAHADASYSISSdSOLNDIASODDDSHDDDSODDDSSALIATLOD | ¥dld

DMAQISOSYOAUYIAAAYLAIVHISNIWOTATLNNSNQYSI LIYDNASAYAALADSOADISSAMITON DA VOUAMSINSSAAILIDSYVISTHISDDJdOATIDDSITIOAT

104



PCT/EP2018/052423

WO 2018/141804

[89Z :ON QI D3S] YVXAXXXXXAIGHAIAADAHANAXXTYNITTHLOVDALADLSASOOIAA | (2) T-
1v4Q3d0TSSIL1L4A1LDSOSOSIUSAADSOISSYVAITIN YN DdNDDAMNIASSISOSYHILILAYADASYSISSdSDLNDIASDDDDSHHHHSHODDSSALATLODOM | 1910
AQIADADAVONYYIAAAYLAIVYISNINOTATLNNSNAYSI LIYONASAYAALAADODASISSAMITONDIVOUYAMAINSASSALIDSYYISTHISODdDATODDSTTTONT
[29Z ‘ON QI OS] dYYXWLINXXAXAHAXAQDAHAIAAXTYNITTILOVDILTdAASADDOIAALYHX | (T) T-
3d01SSILTL4ALDSDSOSIYSIADSDTISSYVAITINIVIDINDDAMNITASSISOSYHI LILAHADASYSISSASD LINDIASDDDDSHHDDSHDDOSSAIATLODOMAAW | ID14
ADDAASSAQUNYYIAAAVLAIVYISNIWOTATLNNSNAYHSILIYDONASAVAALSDDSSSIOSAMITONDdVOUAMANAASSILIDSYYISTHISODIOATDDDSITTONT

[992 :ON QI ©3S] dUYXXINXIWXXAXAHAXXADAHANAXDOXUNITTIXDODI1dTIDYAAADOIAA | (D) T
1v4Q3d0TSSILTLAAL9SDSOSIYSIADSOTISSYVAITINAYIDINODAMNTASSISOSYHILILAYADASYSISSISOLINDIASDDDHSHHDHSHDDHSSALATLOOOM | INDA
AQTASSADMAFYYIAAY LATVYISNINDTATLNNSNQUSILIYONASAYAALADSOASIASAMITONDdVYOUAMSINASAALLIDSYYISTHISODJDATODOOSTTTOAT

[coz:ONaio3s]| (1)t
XXXXXXXXDddHXXXXXXXXXXXNIXXXXOXAAXXXYYAASIX X SXSXXHAS-HHHHHHYXYXAAXAXAQIQHAYAGDAHANAGXTYNITTILO0DALAILSASOOIAA | INDA
1v4Q3d0TSSIL1LIALDSDSDSIUSAADSDISSYVAITINAYIDINDDAMNTASSISOSVHI LILAYHADASYSISSISOLADIASDDDDSDDHDHSOHDDSSALATLODOM
AQ49SAIANYANYYIAANYLAIVHTISNINDTATLNYISNGYSILIYONASAVASLDOSASOISSAMITONDdVOUAMSINAAADA LADSYVISTIISODdOATODDSITTOAT
[Y92 :ON Q1 ©3S] YYIAAAAxXAGIQHAYAGDAHANAADTENIIDILOVOIIAJAAADD | (2)
DIAALYAQIJOTSSILTLAALDSDSDSIUSIADSDISSYVAITINAYADINDOAMNTASSISOSYHI LILAYHADASYSISSISOLINDIASDDDDSDDDOSHDDDSSAIATLD | JHIg
DOMAQIAGAALIVIAANYLATIVYISNINOTATINNSNQYSILIYONASAVAALASSASSISSAMITONDIVYOHYAMDINDADD A L4DSYYISTHISDOdDATODDSTITTOAT
[£9Z :ON Q1 ©3S] YVXXXAaXXAIGHAXAGDAHAXAGDTYNITINLOVDALTIASADHD | (T) Z
DIAALYAQIdDTSSILTLIAALDSDSDSIYSIADSDISSYYAITINAYNDIIDDAMNTASSISOSYHI LILAYADASYSISSISOLINDIASDDDDSDDDDSODDDSSAIATLD | DYIg
DOMAQTISOMAQYYIAANYLAIVHISNINDTATLNMSNAYSILIUONASAYASLADSASSISSAMITONDIVOUAMSINSSSAILIDSYYISTHISDDIDATODDSITION]

[29Z :ON QI ©3S] vVYXAAXAXAQIQHAXAGDAHAIAQXTENTILOVO41AdIAVAMDOIAA (1)
1v4Q3d0TSSIL114aLDSDSDSIUSAADSOISSYYAITINA YN DINDDAMNITASSISOSYHI LILAHADASYSISSdSOLADIASDDODSHDDDSHDDOSSALATLODOM | T-2D
AQIADAAADDANYVYIAAAY LATVHISNINDTATLNNSNQYSI LIYONASAVASLASDOASISSAMITONDAYOUAMSINSASOA 14DSYYISTYISDDdDATOODOSITTONT | HYV

[L9Z :ON QI ©3S] YVYXAAAaxXAQIGHAYAADAHANAXDTHNITIXDDDLAdLSASD (2)
DIAALY4AIdOTSSILTLIALDSDSDSAUSIADSDISSYYAITIIAYIDINDOAMNTASSISOSYHI LILAYADASYSISSISDLADIZSDDDDSDDDOSHODOSSALATLD | 41dV
DOMAQNAAADYVIAANY LAFVYISNINDTATLNISNQUSI LAY ONASAVAALSDOSOSIVSAMITONODdVOUAMSINVASS L1DSYVISTHISODJDATDDDSITIOAI

[09Z :ON QI ©3S] YVXXAaaxXalaHAXAADAHAXAADTYNIITIXO0O4LAdLSASD (1)
DIAALYAQIDTSSILTIIALDSDSOSIUSIADSOTISSYVAITINAYIDINDOAMNIASSISOSYHI LILAYADASYSTISSISOLNDIASDOODSHHHDSHDDDSSALATLD | 41dV
DOMAQTAAADYYIAAAYLAIVHISNIWOTATLNNSNAUSILIYONASAVAALSDDSOSIVSAMITONDAYOUAMSINVASSILIDSYYISTHISDDIDATDODSITIONT

[66Z :ON Q1 ©3IS] YVYIAAAAXAQIGHANAADAHANAADTENITILODDA1IHAdADDAD | (2) S
DIAALYAAIdOTSSILTIAALDSDSDSIHSIADSOISSYYAITINAYNDIIDOAMNTASSISOSYHI LILAHADASYSISSASOLADIZSDDDDSHDHDSHDOOSSALIATLD | NV

DOMAQTAMSOYYIAAAVYLAIVHISNNDTATLNISNAYSI LAY ONASAVAALADSADDISSAMITONDdVOUAMDINSSASI LIDSYVISTHISDDdDATDDDSITIOAS

105



PCT/EP2018/052423

WO 2018/141804

[82Z :ON @l DIS] XdXXXXXXINUXXXXXIMIXALIAXXIXA-YNSHXXXXDODAXTISMOV0IA

(2)

AXX4Q3dO1SXIL114ALDSOSDSIYSIADSOIXSYVAITINAYIDINDDAMNIASSISOSYHILILAYADASYSISSISOLIANDIASDHHHSHHOHSHHHDSSALATLODD 1-1
MAQTADDSIMYVIAANYLAIVHTISNNDTATLNNSN QUS| LIYONASAVAALSDOSOSIVSAMITONOdVOYAMSINVASSILIDSYYISTHISOOIDATOODSITIONT | QVNI
[2/2 :ON @l ©3s] vvIaaxaixaiaHaxXAaDXHANAXXTUMITINXDOXALHISOADDOIAAL (1)
V4X3dO1SSILT114AL9SOSDSIUSIADSOISSYVAITINDYNDINODOAMNTASSISOSYHI LILAYADASYSISSASOLNDIASDDHDSHHHDHSHODDSSALATLODDMA 1-1
AdADDAVSAAQUVYIAAAY LAIVHISNINDTATLNNSNQUSI LAY ONASAVAALSDOSOSIVSAMITONDIVOUAMSINYASSILIDSYYISTYTISODIOATDDDSITIONT | QVNI
[9/Z :ON @l ©3S] v¥)AaaaxAaidHAIAGDAHAXAGDTENIITILOVD414dAID00 (2)
JAALYHAIdOTSSILTLIALDSDSOSIUSIADSDTISSYVAITINAYIDANOOAMNIASSISOSYHILILAYADASYSTSSISOLIANDIASDDDDSHDHDHSHHDOSSAIATLOD | T-TS
DMAQISAHHOSYVYIAAAYLAIVHISNINDTATLNNSNAYSILIYONASAVYAALAADSASISSAMITONDdVOUAMDINSAASILADSYVYISTHISODIDATDOOSITTOAI | HOD
[G22 :ON Q1 O3S] dHYLXXXYXXSLNIX-XXY-dY¥-T-XTENIFILO0DA1TdDAAD (1)
DIAALYAAIJOTSSILTLAALDSDSDSIYSIADSDISSYVAITIIAYNDINDDAMNIASSISOSYHI LILAYADASYSISSISOLINDIASDDODSDDHOSHODOSSAIATLD | T-2S
DOMATIASODHVIAAY LATVYISNINOTATLNNSNGUSILIUONASAVAALDDDADAISSAMIIONDdVOUAMONAASSALIDSYVISTHISODIDATIOODDSITIONT | HODO
(V22 :ON QI D3S] dYUXXXINYXXIQHANAADAHANAADTUNITINLODD41dd4OvO00D | (7) z-
AALY4Q3dOISSILTLAALDSDSOSIYSIADSOTISSYVAITINAYIOINDDAMNIASSISOSYHILILAYADASYSISSISOLANDIASDHDHDSHOHDHSHHDHDSSAIATLOOD | #91a
MAQIDMSAADAYVIAAAY LAIVHTISNINOTATLNNSNAHSILIYONASAVAALSOSSSSIDSAMITONDdVOUAMANASSALLIDSYYISTHISODdDATODDSTTTOAT
[€22 :ON @l OS] XXXXXXXXXXXXXXXXXOXXK-XXXXH-SXXIXY-dH-XXXdLOAXXXLO0O4LT1S4A00D | (1) Z-
ALYAXIdOTIXXILTLIALXSDSDOXAYSIADSOTISSYVAITIHIVIOINDOAMNIASSISOSYHI LILAYADASYSISSISOLANDIASDDDDSHHDDHSOHHHSSAIATLOOD | ¥91A
MAQ4VYSOSSAYVIAMYLAIVHTISNWOTATLNNSNGUSILIYONASAYAALADASOSIOSAMITONOdVOUAMSINAAS DAL IDSYVISTHISODJDATODDSITTOAT
[2/2 :ON Q1 ©3S] vYWIaaaxxxaigHaXAQOAHAIAADTUNITINLD0DLIdAAADOIAA | (Z) N
1v4Q3d01SSIL114A1L9S9SDSIUSAADSOISSYVAI TN VI DANOODAMNTASSISOSYHI LILAYADASYSISSSOLNDIASDDDDSHHODSHODDSSALATLOOOM | 104d
AQ4YLAMIOAYYIAAAYLAIVHISNIWOTATLNNSNAYSILIYONASAVASLADSAASIDOSAMITONDdVOUAMDINSAADALIDSYYISTHISDDIDATDDDSITIOAT
[L22 :ON QI ©3S] YvXaaaaxxXIgHAXAaOGHAIAXXTEMIFTIXD0O4L4dSMSD | (T) W
DIAALYHAIdOTSSILTLAAL9SDSDSIUSIADSDISSYVAITIIAYIDINODDAMNIASSISOSYHILILAYADASYSTSSISOLINDIASDDDDSODHDSHODOSSALATLD | 104d
DOMATNAADYYIAAAY LAIVHISNIWOTATLNISN US| LIYONASAVASLADDOASISSAMIIONOdVOYAMANSASDA14DSVYVISTHISODJdDATDDDSITIONT
[022 :ON Q1 OS] XXMAXYXXXATTSHYAAXIXXXXXXXXYDS-XHHXXXYYXXXXAAXAQIGHANAQDAHANAXDTYNXTTXLD0DI1IdDSASNDOIAA | (2) T-
1v4a3d01SSIL1L4A19S9SDSIUSAADSOTISSYVAITINYNDdNODAMNTASSISOSYHILILAYADASYSISSISOLNDIASHDDOSHODDSHDDDSSALATLOVOM | 291d
AQIHMADASAASYYIAAAYLAIVYISNIWODTATLINNSNAYSILIYONASAYAALAADSASIASAM I TONOdVOUAMSINSADS LIDSYVISTHISDDJDATDDDSITTOA
[69Z :ON Q1 DIS] 9XXXX-XOTHH-SXX1-4-XY-X-XTUXITTHXDOXLdTOXINSXD | (T) T-
JDAALY4Q3dOTSXILTLAALDSDSOSIUSIADSDTISSYVAITINAYI DN ODAMNIASSISOSYHILILAYADASYSISSdSOLNDIASDODOSHODDHSHODDSSAIATLOD | ZD1a

OMAQISdLOHAVYVIAAAYLAIVHTISNINOTATLNISNAYSI LI ONASAVASLAASASSIOSAMITONDAVOUAMANSASSLIDSYVISTHISODIDATDDDSITTONAT

106



PCT/EP2018/052423

WO 2018/141804

[88Z :ON @l ©3S] vYVXAAaayXaIGHAYAQOAHAXAADTYNITINXDOOAL4dIAXSD | (2) V
DOAALYAXIdOTSSILTLIIALOSDSOSIYSIADSDTISSYVAITINGYIDINDOAMNTASSISOSYHI LI LAYADASYSISSISOLNDIASDDDHSHODDDSHDDOSSALATLY | ZNIT
DOMAGIDDAADYVIAAYLAIVHISNINOTATLINISNAYSILIYONASAYAALASASSSISSAMITONDdVOUAMSINDASAHLIDSYVYISTHISODIDATOODSITTOA

[/82 :ON Q1 ©3S] YvXaadaxAdIQHAIAGDAHAIAXDTUNITTNLODD414dDANDOD | (1) V
AALY4Q3d01SSILTLIALDSDSDSIYSIADSDTSSYVAITINAYIDINDOAMNIASSISOSYHI LILAYADASYSTSSISOLINDIASDDDDHSHHHHSHHHOSSAIATLOD | /NI
MAQ3SHYAIASADYVIAAMY LATVHTISNINDTATLNISNAUSILIYONASAVYAS LSASDSSISSAMITONDdVOUAMSINSADSH14DSYYISTHISODIDATOODSITTOAI

(928 :ON QI D3S] VYXXXXAXAQIAHAXAXDOAHAXAXXTENITIXDO0OILTdAYIADOIAA ()
1v40d3d01SSILTL4ALDSOSOSIUSIADSDISSYVAITINGYNOINOOAMNIASSISOSYHILILAYADASYSISSISOLINDIASDDDDSDDHHSHDDDSSALATLODOM | T-T
AQ4AdAAHASAYVIAAAYLAIVHISNWOTATLNNSNGYSILIUONASAVAALSSADADISSAMITONDdVOUAMOINDSDDL14DSYYISTHISOOIOATOODSITIONT | 20X
[82ON| (1)
Al OS] XXXXXHXXXXXXXXXXXIANX LXAXAIXAXXTYXTAA-XTYXXTXXXLITXSSXSAUXXXXAAANXAXAHANAQDAHAXAQD TYM I IIXD0DIAIISASODD | T-T
AALY4QA3dOTSSIL1LIALDSOSOSIUSIADSDTISSYVAITINAYIDINOOAMNTASSISOSYHI LLLAYADASYSTSSISOLIADIASDDDDSDDDDSHHDHSSALATIOOD | 93
MAQHYASYdLASYVIAAYLAIVHISNINDTATLNNSNAUSI LI DONASAYAALSDDSOSIVSAMITONDdVOUAMAINASAAL LADSYYISTHISODJOATOODSITIONI
[F8Z:ON Al ©AS] XXYXXXSXSXdXXSXMYSXXXHHXXXXYXXAAAXAAXAXXXAGXAHANAXD THNIXTIXO0DILATDDLI00 (2)
JAALVAXIdOTSSILTLIAL9SDSDSIYSAADSDTISSYVAITINAYIDINDDAMNIASSISOSYHI LI LAYADASYSISSISOLNDIASDDDDSHHDHDHSHHODDSSALATLOO | $IIM
OMAQIVSASYAYVIAAAYLAIVYISNNDTATLNNSNAHSILIYDIASAVAALSDDSOSIVSAMITONOdVOUAMANASADALADSYYISTHISODJDATODOSITIOAT

[£82 :ON QI ©3S] VVIXXXAXXXIQHAXAQDAHAXAQDTYNITTNLOVD4LdTHASOOIAA (1)
1V4Q@3d01SSIL1LIALDSDSDSIUSIADSOISSYYAITIIAYIDOINODAMNIASSISOSYHILILAYADASYSISSASDLINDIASDDDDSHDDDSODDDSSAIATLOVOM | 1IN
AQ4ASASSASSAYYIAAAYLAIVHISNIWOTATLNNSNQYSI LIHONASAVAALASDSOSIASAMITONDdVYOUAMDIWAD DD 119SYVISTHISODIDATODOSITIONT

[292 :ON QI ©3S]  dXXSXXXXXIXXSSSXdXXXXXX-DXAQIAXXXAADAHANAXDTUXITTIXDXDAIAISACADVD | (2) T
JAALY4AIdDTISXILTLIXLDSDSDSIYSIADSDTISSYVAITINAYIOINDOAMNIASSISOSYHI LILAYHADASYSISSISDLADIASDDHDSHDDDSHDDDSSAIATLOD | -HILI
HMAQIADADISUYIAAAYLAIVYISNWOTATLNISNQYSILIYDONASAVASLSADADIASAMITONDOdYOUAMANDASAL LADSYYISTYISODIDATODOSITIONT
[18Z :ON @I D3S] XXXXIXXXXXITXXXXXdUXXXXAAXXXXIXHAXAXXXADOIXXX-YNSXMXXXDXXILHTAAIJAD0DA | (T) 2
ALV4Q3d0TSSILT1LIALOXDSOSIUSIADSDTISSYVAITINAYHOINODAMNIASSISOSYHI LILAHODASYSTSSASOLINDIASDDDOSHDDDSHDDDSSALIATLOOD | -HOLI
MAQ4ADVOAAYYIAANYLATVHISNINOTATLNNSNAYSILIUONASAVASLSOOADDIOSAMITONDdVOUAMAINASAALLIDSYYISTHISODIDATODDSITION

[082 :ON QI D3S]  dUXXXXXXTXH-SX-T-XQHANAQXXXXITTXXDD D4 LdTAMALSDX (1)
JAALYAX3dD1SSILT14019SDSDSIYSIADSOTSSYVAITINAYN DdNODAMNIASSISOSYHI LILAYHADASYSTSSASDLINDIASDDDDSHDDDSHDDOSSAIATLOD | €-9
DMAQTVMAGHAYYIAAAYLATVYISNINDTATLNNSNGYSILIYONASAVAALSASSOOISSAMITONDdVOUAMAINASSAL LADSYVISTHISODIDATODDSITIONT | 2D

[642 :ON Q1 ©3S] YVYXXXXAXXAIGHAXAADAHAXAXDTYNIFNXODO41AdAASOD (2)
DIAALY4XIJOTSSILTLAA1DSDSOSIYSIADSDTISSYVAITINAVIDINOOAMNIASSISOSYHILLLAYADASYSTSSISOLADIASDDODSDDDDSODDDSSAIATID | €-9
DOMACGIDASIAYYIAANYLAIVHISNIWOTATLNNSNAYSI LI ONASAVAALSDDSDSIVSAMITONDdVOUAMSINYASSA L4DSYYISTIISODdDATODDSITIOAT | 220

107



PCT/EP2018/052423

WO 2018/141804

[262 :ON @l ©3S] AXAXIGHXXXAXAHAXAXXTYXITTILO0XALdTDAIASDD

(1)

JDAALYAXIdDISSILTLIXXDSDSDSIUSIADSDISSYVAITINAYNDINDDAMNTASSISOSYHI LILAYADASYSISSASOLINDIASDDDDSHODDSHOHOSSAIATLOD | T-T
OMAQIDDSAVSYVYIAAAYLAIVHISNINDTATLNNSNAUSILIUDNASAVAALADSASSIOSAMITONDdVOUAMANAASDH14DSYYISTHTSODIDATODOSITIONT | SON
[962 :ON @l ©3S] YvXaxaaxxaldHAXAQOGHAXAADTYNITINXDDOILATHANDD (2)
JAALY4Q3IdD1SSILTL4ALDSDSDSIUSIADSDISSYVAITINAYIDIIDDAMNTASSISOSYHILILAHADASYSTSSSOLINDIASDDDDHSDDHDHSHHHHSSALATLOD 49
DMAQIDAAASASHYIAANY LAFVHISNINDTATLNNSNQYSI LIYONASAYASLADASOSISSAMITONDdVOUAMSINDSSS14DSYVISTHISODJDATIODOOSITIOAI | NLO
[G6Z :ON QI ©3S] YvXAaxXaxxxXIQHaXAGDAHAXAADTINIFTUXDDDLHINJ (1)
J0DIAALYAAIdOTSSIL1LIALDSDSDSIYSIADSDISSYVAITINAYIDINOOAMNIASSISOSYHI LILAYADASYSISSISOLINDIASDDDDSHDHDHSHHDHHSSALIAT 49
1909MACI1dDYVIAANYLAIVYISNINDTATLNNSNAUSLLIYDNASAVYASLIASDASSIDOSAMITON DdVOUAMAINSSSALLIOSYYISTHISODdOATOODSITIONT | NLO
[¥62 :ON QI DIS] XXXXXXXXUXXVIXXIdSXXXSXXXAXXIND LXAXTAAYIXYVYAXSISAIXXSXXY S (2)
~-HHHHHHXYY)XAAAaXXalaHAYAQOAHANAQO TYNIITILOOXILddMDHADD | T-T)
JAALY4A3dDTSSILTLALDSDSDSIUSIADSDTISSYVAITINAYIDINDDAMNTASSISOSYHI LILAYADASYSTSSASOLINDIASDDDDSDDDHSHHDDSSALIATIOO | HYIN
OMAQIASDASAUVIAAAYLAIVHISNINOTATLNNSNAYUSI LAY ONASAVAALSDDSOSIVSAMITON DdVOUAMSINYASSILIDSYYISTIISODIDATODOSITIOAT
[£62 :ON @l ©AS] XXXXXXMXXIddXXXXUXXXLAXIHDXXX LXFUXXTXUXAXXISAISXSXXXXS (1)
“XHHHHHXXVYXAXAXMAGIAHAYAGXAHAONAGX TN ITTIXXXDA141SSYOVIAALYAA | T-TH
3d01SSIL1LIALDSDSDSIYSIADSDISSYVAITIIAYIDINODAMNIASSISOSYHI LILAYADASYSISSISOLANDIASDDDDSDHDDHDHSODDDSSALATLOUDMAQIA | YYIN
IDAHSVAIQQ4YVIAAAYLAIVHISNINOTATLNNSNAYSI LAY ONASAVADLODDAASISSAMITONDdVOUAMDINDADSI LIDSYYISTHISODIDATOODSITTOAT
[z6Z :ON @i ©3s] (@)
XXXXXXXXIXXXXVIXNXXXdNIMAXXXXAAYXXEXXXSISX XX SXXUdSXXHXHXHYXYXXAAAXXAITHANAXDOXHANAGXTUNITTHLOOXILADLSASDOIAA |  T-Ti
1v4a3d01SSILTL4A19S9SDSIYSIADSOTISSYVAITINYIOINOOAMNTASSISOSYHILILAHADASYSISSdSOLNDIASDDDDSHDDDSHODDSSALATLODOM | OVIN
AQIdDUAASAADYYIAAAYLAIVHISNIWOTATLNISNAYHSI LIYDONASAVAS LADASOSIOSAMITONDdVOUAMSINVASSA L1OSYVISTHISODdOATDDDSITTOAT
[162 :ON QI ©3S] YvXaaaxxAdiGHANAGDOAHAYAXDTUNIITIXDVOLd1LVADA (1)
DODJAALYAAIdOISSILTLIIALDSDSOSIYSIADSOTISSYVAITIN YN OINDOAMNIASSISOSYHILILAHADASYSISSISOLNDIASDDODSOODDSODOOSSALATL | T-TI
HOOMAQDSADYVIAAAYLATVHISNIWOTATLNISNQYUSILIYONASAVAALSADSOSIDSAMITONDdVOUAMSINSSASI LIDSYVYISTYISODIDATDODSITIONT | DVYIN
[06Z :ON Q1 ©3S] YvYXaaaaxxalaHaIAGDAHAIAXDTUNITINLODD41STdAASOD | (Z) T
JDAALY4A3d0TSSILTLIIALDSHSDSIUSIADSOISSYYAITINAYIDINDODAMNITASSISOSYHI LILAYADASYSTSSSDLADIASHDHNSHDHHSODDDSSALATLOD | VLINS
DMAGIAAAADAYYIAANAY LAIVHTISNINOTATLNNSNAESILIYONASAVAALSDOSOSIVSAMITONDAVOUIAMSINVYASSTLIDSYYISTHISODIDATDDDSITIONT
[68Z :ON @] ©3S] YVYXAAXAXXXXAHANAXOAHAIAXDTUNITIIXDODALHASASOOIAA | (T) T
1v4a3d015S1L114A195DSDSIHSAADSOTISSYVAITIND YHDINODAMNIASSISOSYHI LILAYADASYSISSISOLINDIZSDDDDSDHHDHSHHDDSSALIATLDOOM | VLINS

AQINAASDSSSAUVYIAMAYLATVIISNWOTATLNNSNQHSILIYONASAVAALSSDODAIDSAMITONDdVOYAMSINSASSTLIDSYYISTIISDDIDATIDDDSITTOAT

108



PCT/EP2018/052423

WO 2018/141804

[20€ :ON QI D3S]T XXXXXAAXXXXLXAXXXXXUXXXXXSADXXXXXHdS-HHHHXXYYXXXXXXXXAXAHAYAQDXHXIAXD TN TN LD0DI LHIAHASDDD
AALV4Q3dDTSSIL1LAALDSDSDSIHSIADSDISSYVAITINdYND IIDDAMNIASSISOSYYI LILAYADASYSTSSASDLINDIASDDDDSDDDISHDDISSALATLODD
MAGINSHOdAAYVYIAAY LAFVHISNINDTATLNISNAYSILIYDNASAVAALASSADSIDOSAMITON DA YOUAMSVASSHLIDSYYISTHISDOJdDATDDDSITION

(1)
1-€
INLd

[90€ :ON a1 ©3S] XUXXXTXXXOXALXXSSXXXIAXXXS
XIdXTIXXILTLAXXXXDXXXIUSAADSOIXSYYAITINDYIXINXOAMNTASXISOSYHILLLAYADASYSTSSISOLINDIASDODDSHHHHSHHODSSALATLODDMAGIN
SHOSMIAADATHVIMAYLAIVHISNINDTATLNNSNAUSILIYONASAVASIADDADSIASAMITONDdVOUAMAINSSASI LIOSYVISTHISODJDATDDOSTTTOAT

(@
1-8N
ayd

[S0€ :ON Al ©3S] YYXXXAAXXXIAHANAQDAHAXAAD TN TTIXDODIIAdAIADDIAALYAX
3dOTSSILTIH4ALDSDSDSIUSIADSOISSYVAITIH VIO INODAMNTASSISOSYHILLLAYADASYS1SSISOLNDIASDHDDSDDDDSOODOSSALATLODDMATLH
QHAADAHASASHYIAAAV LAIVYISNINOTATLNNSNQYSILIYONASAVYAD LSAASDDISSAMITONDdVOUAMSINDADSILIDSYYISTYISODIDATODDSITIONT

(1)
1-SN
ayd

[Y0€ :ON Al ©3S] YYXXAAAXXAXAHAXAGDAHANAXD TUNITTIXDOOILADLS
ASDDIAALYAQIdOTSSILTLIALDSDSOSIYSIADSDTISSYVAITINDYIDINDDAMNIASSISOSYHI LILAYADASYSISSISOLINDIASHODDSHDDDSHODDSSALA
1LOVOMATIASSOUVIAAAY LAIVYTISNINOTATLNNSNAUSILIYDNASAVALDISSASAISSAMITONDdVOUAMSINSAADLIDSYYISTHISDDJdDATDDDSITTONI

(Tt
IVd

[0S :ON @l ©3S] dUYXWLAXXISLWINHALNINIA-YNXIMSXXD14dASSODIAA
1v403d01SSILT1L4ALDSDSOSIUSIADSDTISSYVAITING Y DdNDDAMNTASSISOSYHI LI LAYHADASYSISSSDLNDIASHDHDHSHDDHSHDDDSSALATLODOM
AQ1dIUHSYHAAYVIAAAYIAIVYISNINOTATLNNSNAYSILIYDONASAVAALASDSDSISSAMITONDdVOUAMAINSASS LADSYVISTYISODIDATDDDSTTTOAI

(1) 1-
)vd

[20€ :ON Al OS] XXOOMAXXXXXXXXXXXXOAXdTXSD
XOJAALYAXXdXTXXILTLAXLDSOSXXIUSAADSOTXSYVAI TIHIYIDINXXAMNTASSIXXSYUI LILAYADASYXISSISOLWDIASDDODSHHDDSHODDSSALATLD
DOMAQSYHOAYVYIAAYLAIVYISNIWOTATLNNSNQYSILIYDNASAVASLSDSSDSIASAMITONDdYOUAMANASDALLIDSYYISTHISODIDATDODOSITTOAS

(Z)
1-79
nLo

[LoE :ON Qi

Om_mu XXXX d SXXOOOOKXAXX AN D TXXXXXXXISYXAXKIXAI XX SX MU X-XHHHXHYYXXXXAAXXAXAHOIAOXAHAIAGX THXXX DIXDVD4LAISAXDDD
AALY4QIdOISSILTLAALDSDSDSIYSIADSDTISSYYAITDId VI DINDDAMNIASSISOSYHILILAHADASYSISSASDLNDIQSDDDHSHHDHHSHHHOHSSAIATLDDD
MAQIASMNAHYYIAAAVYLAIVHISNINOTATLNNSNAHSI LIYOMASAVASLSASASAIOSAMITONODdVOUAMSINSAD DA 1L4DSVYYISTHISODdDATDDDSITIONT

(T)
1-79
nLo

[00€ :ON Al DIS]  XXXXXXIXXIIXXIXINXIXXAIXHXIAXXXHXXAXDTIHIXXXDVDA1dT4SDSOX
JAALYAXIOTSSILTLAALDSDSOSIYSIADSOTISSYVAITIdYIDINDDAMNIASSISOSVHILILAYADASYSISSISOLADIASDDDDSHDDDSHHDDSSAIATLOD
DMAGIDVAAHAYVYIAAAY LAIVHTSNWOTATLNISNAUSILIY ONASAVAALSDDSOSIVSAMITONDdVOUAMSINVASS LADSYVISTYISODdDATDDDSTTTOAT

()
1-19
nio

[66Z :ON Al DIS] XXS-XHXHHXXX¥XXXAXXXXXAHANAGXXHXNAXXXUNIXTXXDXX LIS LASADDD
AALY4Q3dO1SSILTLAALDSDSOSIYSIADSDTSSYVAITINAYIDINDDAMNIASSISOSVHI LILAYADASYSTSSdSOLNDIASDDHDSHHOHDSHDHOSSALATLODD
MAQTALHADOAYVIAAVYLAIVHISNINOTATLNNSNQUSILIYONASAYAD LSADSSSIOSAMITONDdVOUAMSINSSSAILIDSYYISTHISDDIDATDDDSITIONT

(1)
1-19
nLo

[86Z :ON Al ©3S] YYNAAXXXXAIAHANAXXAHANAXDTUNITTHXDVDL LA LSASODIAALYA
X3d01SSIL1L4ALDSDSDSIYSIADSDISSYVAITIIdVIDINODAMNTASSISOSVHILILAYADASYSTSSISDLANDIASDDDDSHDDDSHDDISSALATLODDMAJI
ASYAAVYOAADAYYIAANVYLAIVHISNWOTATLNISNQUSILIYONASAVAALSDDSOSIVSAMITONDdYOUAMSINVASSILIDSYVYISTHISDOJDATODDSITTOAI

(2)
1-1
SON

109



PCT/EP2018/052423

WO 2018/141804

[91€ :ON QI D3S] dYXXAXAXXXXAHAXAGXAHANAXO TUNIITHXDOXALAJLSASOOIAAL
V4a3d01SSIL1L4A1DSDSDSIUSIADSOISSYVAITIIAYIDdNDDAMNIASSISOSYEI LILAYADASYSTSSISOLNDIISDDODSHHDDSHHHDSSALATLODDMA
QTSSSAAADDASHVIAMAYLAIVHISNIWOTATLNNSNAYSILIUONASAVAALASOSASIOSAMITONDVOUAMAWAAD DL 14DSY YIS THISODIDATDODDSTTTOAT

(2)
EE

[S1E :ON dl ©3s] xxx
xx“_xn_xxxxmx._xxxxxxm_\sn_xxxxxxx._xmx>xm_m>n_mxmx\<En_m*II_._I_._x<x<xon_n_oxxo_o_._ov_>xoo HAXAXDTYNITITIXDVDALHISNADSDDIAALYA AT
dD1SSILTL4A1LDSDSDSIUSIADSDISSYVAITIIAY DdXODAMNTIASSISOSYHILILAYA DASYS1SSdSOLWDIASHDDHDHSHHHHSHODNSSAIATIDODDMAAIAD

DAMANSAASSHYIAANVLAIVHISNINOTATLNISNAYSILIYDONASAVAD LADOASSIASAMITONDdVYOUAMHINASADAL 4 DSYVISTYISDOdOATDDDSITIONT

H3d

[71€ :ON QI D3S] XXXXXAXOXUXXXTIXDOXALADLSAS
DOIAALYAA3dOTSSILTLIALDSDSOSIHSIADSDISSYVAITINAVIOANOOAMNIASSISOSYHILILAYADASYSISSISO LINDIASDDDHSHDDDSDDHDSSALATL
DOOMAXXXXXXHVIAAVYLAIVHISNINOTATLNNSNGYSILIYDONASAVAALSDDSOSIVSAMITONDdYOHAMSINVASSILIDSYYISTHISODdDATDDOSITTOAI

()¢
dsna

[€1€ :ON QI OS] DXXXLINXXAXAHXXAQDAHAXAAXTYNITTIXXXDALADLSASO
UDAALY4A3d01SSILTLAA19SDSDSIYSAADSDTISSYVAITINAYIDINDDAMNIASSISOSYHI LILAYADASYSISSISOLNDIASDDDDSHHDDSHDDDSSALATLD
DOMAQIDYDDUYIAAY LATIVHISNNOTATLNNSNAYSILIYONASAVAALSDDSOSIVSAMITONDdVOUYAMSINYASSILIDSYYISTHISOOJDATOODSITIOAT

(1) ¢
dsna

[cie
:ON di Om_m_ YOOOXHXXXIXXXX X NXMXXUXTAXVISUXAXSXSAISXXXMY S « HHHHHHXYYIXXAAXAXIAHAXAADAHOIAXD TN IXDDD4 L 4dHIA
DOIAALYAXIdOISSILTLIALDSDSDSIUSIADSDTISSYYAITINAVIDANDOAMNIASSISOS VYD LILAMA DASYSISSdSDLINDIASDHHDHSHHDHHSHHHDSSAIATL
DOOMAGNANDYYIAAYLATIVHISNINDTATLNNSNQHSI LAY DONASAYAALDOASSAIDSAMITONDAVOUAMSINYASSI LS HSYVISTYISODdOATDDDSITIOANI

(¢)
ar
ANSD

[L1E :ON dl ©3S] vYYXAXAaXAQIGHANAXDAHANAQOTUNITTIXDODDALTdASSADDDIAA
1v4Q3d01SSILT1LAALDSOSOSIUSINDSOISSYVAITINAYIDINDDAMNIASSISOSVHILILAYADASYSISSISOLANDIASDDDHSHDDDSHDDHOSSALATLODOM
AQTHADAAASISHYIAAAVLAIVHTSNINDIATLNISNQUSI LI ONASAYASLASADOSISSAMITONDdYOYAMSINSASDA L4DSVYVISTHISODdDATDDDSITTONI

(1)
E) S
MNSD

[01L€ :ON QI ©3S] dUXXXAAXXXIQHANXXDAHAXAXDTYNXTTIXD0DH LTdAAGYODIAAL
V4Q3d01SSILT14019SDSOXIUSIADSOISSYVYAITIIdVIDINDDAMNTASSISOSYHI LILAYADASYSISSISOLNDIASHDDDSHDODSHHHDSSALATLOODMA
A4AADSLOAASSHVIAMY LATVHTSNIWOTATLNISNQUSILIY ONASAVYASLAADSADIDSAMITONDIVOUAMSINDSAAL LIDSYVISTIISDDJDATODDSITTOAS

(@t
M¥IHD

[60€ :ON Al D3S] YWIXAAAXAQIAHANAADAHANAXDTUNITTILO0VDL4dASASDD
JAALYHQ3dOTSSILTLIALOSDSOSHUSIADSDTSSYVAITIIAYIDINODAMNIASSISOSYHI LI LAYADASYSTSSISOLINDIASDDODHSHDHHSHHDDHSSALIATLOD
OMACGIAMSTOUVIAAAYLATVHTISNIWOTATLNNSNAUSILIYONASAYAALSSASOSIDSAMITONDdVOUAMSINSAS D4 119SVYISTHISDDIDATDDDSITIOAT

(1) 2
MIHD

[30€ ‘ON Al DIS] YXXXXAXNAQIAHXXAXDAXANAXXTINIXTIXDOXLIdSADADDIAA
1v4X3dO1SSILT1401DSDSDSIHSIADSOTISSYVAITINdVHDINODDAMNTASSISOSYHILILAYADASYSISSASULINDIASDDDHSHHHDHSHODDSSALATLODOM
AQ4ddSAAASHOUVYIAAMVYLAIVHISNINOTATLNNSNAYSILIYONASAVADLASSASOIDSAMITONDdVOUAMSINAAS DS LIDSYVISTHISDDdDATDDDSITTOAT

()

TNLld

110



PCT/EP2018/052423

WO 2018/141804

[GZ€ :ON Al ©3S] YYXAXXaNAQIGHANAXDAHANAGDTENIFTIXDDDLALSASODD ()
AALY43Id01SSILILIALDSDSDSIUSIADSDTISSYVAITINAYIDINDDAMNIASSISOSYHILILAYADASYSTSSISOLINDIASDODDDSHDDDSODDHDSSALIATLOVD | ZNY
MAQWDIAdADAYVYIAAAY LATVYISNINOTATLNNSNAYSI LAY DOIASAVAALSDASOSISSAMITON OdVOUAMSINSADSA LIDSYVISTYISODIDATOODSITIONT | ddlid

[P2€ :ON Al ©3S] YYXXXAAXAAXAHAXAADAHANAAXTYNITTILOVXALAdLSASDOD (1)
AALY4Q3d01SSIL1L4ALDSDSOSIUSIADSDTISSYVAITIAYIDdNODAMNIASSISOSYHILILAYADASYSISSISOLINDIASDDDDSHDDDSHHDHDSSAIATLODD |  ZNY
MAQIAYSSYdDYVIAAYLAIVHISNINOTATLNISNGYSI LI ONASAVAALSDDSOSIVSAMITONDdVOUAMSINYASSILADSYVISTIISODJOATDODDSITTOAT | ddld

[cze :ONalo3as] x| (@a

XXXTXXXXXXXXXD AXXXXXETXTXAXXX 3 XXXAXXXXTXXXXAXXXXIX TXAY LXTSSSSSXXOXXXXXXXXXAHXXAAXAHANAQXXUNXT N LODDLIdASADDIAALY | Ydld
AXId01SSILTL3ALOSDSOSIYSdADSDTISSYVAITIIAYADINDOAMNIASSISOSYHI LILAYADASYSISSISOLNDIASDDODSHDDDSHDDDSSALATLOOOMAC
JAVASAADSYNYYIAAAVIAIVHISNINOTATLINISNAYSI LI ONASAVAS LAADSADIDSAMITONOdYOUAMAINGASADALIDSYYISTIISODdDATDDOSITTOAT

[gze :ON Al ©3s] xxxx | (1)a

XXXXXXXIXXXXXXXXXAXXNIMAXXXXAAYTSHXAXSTSXSXSXXHdSXHHHHHHYXYXXXXXXXAXAHAXAGDAHXIAGDTYXITTIXDOXILADLSASOUIAALYAX | Hdld
IdO1SSIL1LAALDSDSDSIYSAADSOTISSYYAITIIAYNOINODAMNITASSISOSYHILILAHADASYSISSISOLNDIASDDDDSHDHOSHDDDSSALATLODDMAATA
9ODAdALAIDAYVIAAY LAIVHISNIWOTATLNISNAUSI LI ONASAVAALSDOSDSIVSAMI DN DdYOUAMSINVASSI LIDSYVISTHISDOdOATDDDSITTOAT

[12€ :ON Al ©3S] YWIXAXAXAQIAHAXAADAHAYAXDTUNITINXDDDI14dADSODIAAL | (2) T

V4X3d01SSILT14A1LDS9S9SIYSIADSOISSYVAITINAYIDINDOAMNTASSISOSYHI LILAYADASYS1SSASOLNDIASDDDOSHODDSHDDOSSALATLOODMA | DIYd
AIAAYYSDADALdYYIAAAYLATVHISNINOTATLNNSNAYSI LAY ONASAYAALSSSADSIASAMITON OdVOUAMDIASSSSH L1 DSYVISTHISDDIDATDDDSITION]

[02€ :ON QI ©3S] VYXXXAXXXXIAHXIAGDAHAXAXOXUMITTILOVOILAILSASODOIAALY | (T) 2
4X3d01SSILTLHALDSOSOSIUSIADSDTISSYVAITINAYIDINDODAMNIASSISOSYHILILAYHADASYSISSISOLNDIASDDDODSHODDHSHDDDSSALATLODOMACA | DNYd
TAADdAAASADSHYYIAAAYLAIVHISNINDTATLNNSNAYSILIYONASAVAALADSSDAIASAMITONDdVYOUAMSINDSAD LIDSYYISTHISODJdOATDDOSITIONT

[6LE :ON Al ©3S] XXXOXHAXNHIddXXXXAXXAXIAHAXXADAHXIAXDTYXITTILOXDILADLSASD | (2) Z
DIAALYAXID1SSILTLIALDSDSOSIUSIADSDTISSYVAITIIAVIDINDDAMNIASSISOSYHILILAYADASYSISSISOLINDIASDHODSHDDHOSHHODDSSALATLY | I)Hd
DOMAAIDHODUYIAANYLAIVHISNINOTATLNASNAYSI LY ONASAVAALSDOSOSIVSAMITONDdVOUAMSINVASSILAOSY VIS THISDDIDATOODSITTOAI

[81€ :ON @l ©3S] XOAXAXXXXXMXXXAIXIXXXddXYXXLIWNXXAXAHXHAGDAHANAXXTINIXTIXDODHIADLSASD | (T) Z
DIAALYHXIdOTIXXILTLIALOSOSDSIUSIADSDISSYVAITINAYIDINDOAMNTASSISOSYHILILAYADASYSTSSASOLINDIASDDDDSDDDHSHHDDSSALATLD | INYd
DOMAATOHSDHYIAAAY LATVHISNINDTATLNNSNAYSILIYONASAVAALSODSOSIVSAMITONDdVOUAMSINVASSILIDSYYISTHISODIOATODDSTTIONI
[Z1€ :ON @l ©3S] YWIXXAXXAQIHANAADAHAIAXDTUIITINXODDILSTADASDDIAA (1)
1v4a3dO1SSIL1L4ALDS9SDSIUSIADSDTISSYYAITINGYIDINDOAMNIASSISOSYHI LILAHADASYSISSdSOLNDIASDHHHSHHHDHSHOHISSALATLODDM | SHYD

AQ4ADSAASADYVYIAANYLAIVHISNINOTATLNISNQUSILIYONASAVAALDADDOSISSAMITONDdVOIAMSINDADAILIDSYVISTYISODJDATODDSITTONT

111



PCT/EP2018/052423

WO 2018/141804

‘Rlaaus sy ul eouslslel Aq ulessy pejelodiodul si yoiym ‘9-z68:(8)gL Jouyosloig ainjeN sellelql Apoqiue yiomawel-s|buls
aslanlp Buneaio Joy saousnbes YD paauep-sunuueb Buliquossy, ‘000z /e 1 PUIlieposS Ul paqLIosep st seipogiiue A40s ay) Jo ainjoniis ey ,

DOMATIDDAAHYVIAAAVLAIVHTSNINOTATLNNSNOYSILLIUONASAVAALADSAASIASAMITON DdVOUAMSINVYASSILIDSYVYISTHISDDJdOATDDDSITTOAT

[62€ :ON Al ©3S] dYUXXXIXXAXAHAXAQDAHANAADTINITTILOVDILADLSASD | (2) T
DIAALY4QIdOTSSILTLIALDSDSDSIHSIADSDISSYVAITIIAYIDINDOAMNIASSISOSVHILILAYADASYSISSASOLNDIASDDDDSHDDDSOODDSSALATLD | dVIS
DOMAGIADDDYVIAANYLATVHTSNINDTATLNASNAYSLLIY ONASAYAALSDDSOSIVSAMITON DdVOUAMSINYASSALI9SYYISTHISODdDATDDDSITIONI

[8Z€ :ON QI ©3S] +HHHHHHYYYXAAAAYAQIGHANAADAHANAGOTHNITTILODD4 L TdAMASDOIAALYHAId | (T) T
V1SSIL1L40LDSOSDSIUSIADSOTSSYVAITINAVI DN DOAMNTASSISOSYHILILAYADASYSISSISOLNDIASDDDDSDDHHSHODISSALATLOVOMAAHVA | dVIS
DAMSSOALMSYYIAANY LATVHISNINDTATLNNSNAYSILIYONASAVASLOAAASSIDSAMITONDdYOYAMDINSADS L 4DSYYISTHISDDIDATDDOSITIOAT

[/Z€ :ON Q] ©3AS] dHYXINLAXXXIAHXIAGXAHXIATDTUNXTTXLOXD4LddIAdD (2)
DIAALYAAIdOTISSILTLIIALDSOSDSIYSIADSOISSYVAITIIAVIOINODAMNIASSISOSYHILILAYADASYSTSSISOLAIDIASHDODSHDHHSHDODSSALIATLD | TIHS
DOMAQIAAHASYVIAAAVYLATIVHTISNIWOTATLNYSNAYSI LY DNASAYAALSADSDDISSAMITON D VOUAMSINASSSILIDSYYISTE1S99dDATDDOSITTOAT
[92€ :ON a1 ©3S] YYXXX£XXXXAHAXAGXAHAIAXDTUNIIIXODDALATLADD (1)
DIAALYAXIdDTISSILTLAALDSOSOSIUSIADSOTISSYVAITIIAVIDINDOAMNTASSISOSYHILILAHADASYSTSSISOLNDIASODODSHDDDSODODSSAIATLD | TIHS

112



WO 2018/141804 PCT/EP2018/052423
TABLE 8

Antigen Publication name Exemplary SEQ ID NO.

Interleukin-4 IL-4 (2) 10

Interleukin-13 IL-13 (2) 32

Vascular endothelial

growth factor VEGF (2) 35

Lymphotoxin-alpha TNF-b (2) 46

Interferon gamma IFN-y (3) 55 or 56

Lewis X Lewis x (2) 83

Sialyl Lewis X Sialyl x 85

Complement C1q C1q 91

Complement C5 C5(2) 97

Plasma protease C1

inhibitor C1iinh. (1) 98

Properdin Properdin 109

Vascular endothelial

growth factor VEGF (3) 112

Interleukin-4 IL-4 (3) 114

Interceliular adhesion

molecule 1 ICAM-1 121

Apolipoprotein A1 Apo-A1 (2) 132

Apolipoprotein A1 Apo-A1 (3) 133

Plasma protease C1

inhibitor C1inh. (2) 135

Plasma protease C1

inhibitor C1inh. (3) 136

Complement C4 C4(3) 138

Complement C3 C3(3) 140

Myomesin-2 MYOM2 (2) 143

Visual system homeobox 2 CHX10 (3) 146

Cyclin-dependent kinase 2 CDK-2 (2) 164

HADH2 protein HADH2 (3) 171

Protein-tyrosine kinase 6 PTK6 188

Calcineurin B homologous

protein 1 CHP1 (2) 210

Aprataxin and PNK-like

factor APLF (2) 261

Disks large homolog 1 DLG1-1 (2) 268

Calcium/calmodulin-

dependent protein kinase

type IV KCC4 (1) 283

Membrane-associated

guanylate kinase, WW and

PDZ domain-containing

protein 1 MAGI1-1 (1) 291

Serine/threonine-protein

kinase MARK1 MARK1-1 (2) 292

PR domain zinc finger

protein 8 PRDMS8-1 (1) 305

Protein kinase C zeta type PRKCZ (2) 319
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CLAIMS

1. A method for diagnosing or determining a pancreatic cancer-associated disease
state comprising or consisting of the steps of:

(a) providing a sample from an individual to be tested; and

(b) measuring the presence and/or amount in the test sample of one or
more biomarkers selected from the group defined in Table A;

wherein the presence and/or amount in the test sample of the one or more
biomarkers selected from the group defined in Table A is indicative of the

pancreatic cancer-associated disease state in the individual.

2. The method according to Claim 1 wherein the sample in step (a) is blood or serum.

3. The method according to Claim 1 or 2 wherein the sample in step (a) is from a

patient in one of the following risk groups:

(a) Individuals with a family history of pancreatic cancer;
(b) Individuals diagnosed with new-onset diabetes type Il; or

(c) Individuals with symptoms suggestive or consistent with pancreatic cancer.

4, The method according to any one of the preceding claims wherein step (b)
comprises or consists of measuring the presence and/or amount of one or more
biomarker(s) listed in Table A, part (i) and/or part (iii).

5. The method according to any one of the preceding claims wherein the method is
for:

(i) diagnosis and/or staging of early pancreatic cancer;

(i) identifying individuals at risk of having or developing pancreatic cancer;

(iii) diagnosis and/or staging of pancreatic cancer;

(iv) differentiating between pancreatic cancer and chronic pancreatitis;
and/or

(V) detecting the presence of intraductal papillary mucinous neoplasms.
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10.

11.

The method according to any one of the preceding claims wherein the pancreatic

cancer is pancreatic adenocarcinoma.

The method according to any one of the preceding claims wherein step (b)
comprises or consists of measuring the presence and/or amount of one or more
biomarker(s) listed in Table A, for example at least 2, 3, 4,5, 6,7, 8, 9, 10, 11, 12,
13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, or all 29 of the
biomarkers listed in Table A.

The method according to any one of the preceding claims wherein step (b)

comprises or consists of measuring the presence and/or amount of.

Q) the biomarkers listed in Table A and Complement C1q (C1q; e.g. Uniprot
ID P02745, 2746 and/or 2747),

(ii) the biomarkers listed in Table A, excluding Interleukin-6 (IL-6) and/or GTP-
binding protein GEM (GEM); or

(iii) the biomarkers listed in Table A (excluding IL-6 and GEM) and C1q.

The method according to any one of the preceding claims wherein step (b)
comprises or consists of measuring the presence and/or amount of the following
biomarkers:

DLG1, PRKCZ, VEGF, C3, C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMK4,
MAGI, MARK1, PRDMS8, APOA1, CDK2, HADH2, C4, VSX2 / CHX10, ICAM-1, IL-
13, Lewis x/ CD15, MYOM2, Factor P, Sialyl Lewis x, TNF and Complement C1q

(optionally including one or more biomarkers from Table B and/or IL-6 and/or
GEM).

The method according to any one of the preceding claims wherein step (b)
comprises or consists of measuring the presence and/or amount of one or more
additional biomarker(s) listed in Table B, for example atleast 2, 3, 4, 5,6, 7, 8, 9,
10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70 ,75, 80, 85, 90 or all of the
biomarkers in Table B.

The method according to any one of the preceding claims wherein the pancreatic

cancer-associated disease state is early stage pancreatic cancer.
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12.

13.

14.

15.

16.

17.

The method according to Claim 11 wherein the method is for the diagnosis of stage

| and/or stage I pancreatic cancer.

The method according to Claim 12 wherein step (b) comprises or consists of

measuring the presence and/or amount of one or more biomarker listed in:

(M Table A, part (i), for example both of the biomarkers listed in Table A(i);
and/or

(ii) Table A, part (i), for example at least 2, 3, 4, 5, 6, 7 or all of the
biomarkers listed in Table A(ii); and/or

iii) Table A, part (jii), for example at least 2, 3, 4, 5, 6 or all of the
biomarkers listed in Table Aiii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12
or all of the biomarkers listed in Table A(iv).

The method according to Claim 12 or 13 wherein step (b) comprises or consists of
measuring the presence and/or amount of one or more biomarker listed in Table C,
for example at least 2, 3, 4,5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23, 24 or all of the biomarkers in Table C.

The method according to any one of the preceding claims wherein the pancreatic

cancer-associated disease state is late stage pancreatic cancer.

The method according to Claim 15 wherein the method is for the diagnosis of stage

[ll and/or stage IV pancreatic cancer.

The method according to Claim 16 wherein step (b) comprises or consists of

measuring the presence and/or amount of one or more biomarker listed in:

Q) Table A, part (i), for example both of the biomarkers listed in Table A(i);
and/or

(i) Table A, part (ii), for example at least 2, 3, 4, 5, 6, 7 or all of the
biomarkers listed in Table A(ii); and/or

(iii) Table A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the
biomarkers listed in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12
or all of the biomarkers listed in Table A(iv).
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18.

19.

20.

21.

22.

The method according to Claim 16 or 17 wherein step (b) comprises or consists of
measuring the presence and/or amount of one or more biomarker listed in Table D,
for example at least 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21, 22, 23 or all of the biomarkers in Table D.

The method according to any one of the preceding claims wherein the method is

for differentiating pancreatic cancer from chronic pancreatitis.

The method according to Claim 19 wherein step (b) comprises or consists of

measuring the presence and/or amount of one or more biomarkers listed in:

(i) Table A, part (i), for example both of the biomarkers listed in Table A(i);
and/or

(ii) Table A, part (ii), for example at least 2, 3, 4, 5, 6, 7 or all of the
biomarkers listed in Table A(ii); and/or

(iii) Table A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the
biomarkers listed in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5,6, 7, 8, 9, 10, 11, 12
or all of the biomarkers listed in Table A(iv).

The method according to Claim 19 or 20 wherein step (b) comprises or consists of
measuring the presence and/or amount of one or more biomarkers selected from
the group consisting of IL-4, C4, MAPK9, C1INH, VEGF, PTPRD, KCC4, TNF-a,
C1g and BTK.

The method according to any one of the preceding claims wherein the method is
for detecting the presence of intraductal papillary mucinous neoplasms, for
example malignant IPMNs.
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23. The method according to Claim 22 wherein step (b) comprises or consists of

measuring the presence and/or amount of one or more biomarkers listed in:

(N Table A, part (i), for example both of the biomarkers listed in
Table A(i); and/or

(ii) Table A, part (i), for example at least 2, 3, 4, 5, 6, 7 or all of the
biomarkers listed in Table A(ii); and/or

(iii) Table A, part (iii), for example at least 2, 3, 4, 5, 6 or all of the
biomarkers listed in Table A(iii); and/or

(iv) Table A, part (iv), for example at least 2, 3, 4, 5,6, 7, 8, 9, 10, 11, 12
or all of the biomarkers listed in Table A(iv).

24, The method according to any one of the preceding claims wherein step (b)
comprises measuring the presence and/or amount of all of the biomarkers listed in
Table A (e.g. at the protein, mRNA and/or ctDNA level).

25, The method according to any one of the preceding claims wherein step (b)
comprises measuring the presence and/or amount of DLG1, PRKCZ, VEGF, C3,
C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMK4, MAGI, MARK1, PRDMS,
APOA1, CDK2, HADH2, C4, VSX2 / CHX10, ICAM-1, IL-13, Lewis x / CD15,
MYOM2, Factor P, Sialyl Lewis x, TNFB and Complement C1q.

26. The method according to any one of the preceding claims further comprising or
consisting of the steps of:

(c) providing one or more control samples from:

i. an individual not afflicted with pancreatic cancer; and/or

ii. an individual afflicted with pancreatic cancer, wherein the

sample was of a different stage to that of the test sample; and/or

iii. an individual afflicted with chronic pancreatitis; and
(d) determining a biomarker signature of the one or more control samples
by measuring the presence and/or amount in the control sample of the one
or more biomarkers measured in step (b);

wherein the pancreatic cancer-associated disease state is identified in the event

that the presence and/or amount in the test sample of the one or more biomarkers
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measured in step (b) is different from the presence and/or amount in the control

sample of the one or more biomarkers measured in step (d).

27. The method according to any one of the preceding claims further comprising or
consisting of the steps of: '

(e) providing one or more control samples from;
i. an individual afflicted with pancreatic cancer; and/or
ii. an individual afflicted with pancreatic cancer, wherein the
sample was of the same stage to that of that the test sample;
(f) determining a biomarker signature of the control sample by measuring
the presence and/or amount in the control sample of the one or more
biomarkers measured in step (b);

wherein the pancreatic cancer-associated disease state is identified in the event
that the presence and/or amount in the test sample of the one or more biomarkers
measured in step (b) corresponds to the presence and/or amount in the control

sample of the one or more biomarkers measured in step (f).

28. The method according to Claim 26 wherein the individual not afflicted with
pancreatic cancer is a healthy individual.

29. The method according to Claims 26 or 27 wherein the one or more individual
afflicted with pancreatic cancer is afflicted with a pancreatic cancer selected from
the group consisting of adenocarcinoma (e.g., pancreatic ductal adenocarcinoma
or tubular papillary pancreatic adenocarcinoma), pancreatic sarcoma, malignant
serous cystadenoma, adenosquamous carcinoma, signet ring cell carcinoma,
hepatoid carcinoma, colloid carcinoma, undifferentiated carcinoma, and

undifferentiated carcinomas with osteoclast-like giant cells.

30. The method according to any one of the preceding claims wherein the pancreatic

cancer is pancreatic ductal adenocarcinoma.

31. The method according to any one of the preceding claims wherein the method is
repeated.

119



WO 2018/141804 PCT/EP2018/052423

32.

33.

34.

35.

36.

37.

The method according to Claim 31 wherein the method is repeated using a test
sample taken from the same individual at a different time period to the previous

test sample(s) used.

The method according to Claim 32 wherein the method is repeated using a test
sample taken between 1 day to 104 weeks to the previous test sample(s) used, for
example, between 1 week to 100 weeks, 1 week to 90 weeks, 1 week to 80 weeks,
1 week to 70 weeks, 1 week to 60 weeks, 1 week to 50 weeks, 1 week to 40 weeks,
1 week to 30 weeks, 1 week to 20 weeks, 1 week to 10 weeks, 1 week to 9 weeks, 1
week to 8 weeks, 1 week to 7 weeks, 1 week to 6 weeks, 1 week to 5 weeks, 1

week to 4 weeks, 1 week to 3 weeks, or 1 week to 2 weeks.

The method according to Claim 32 or 33 wherein the method is repeated using a
test sample taken every period from the group consisting of: 1 day, 2 days, 3 day,
4 days, 5 days, 6 days, 7 days, 10 days, 2 weeks, 3 weeks, 4 weeks, 5 weeks, 6
weeks, 7 weeks, 8 weeks, 9 weeks, 10 weeks, 15 weeks, 20 weeks, 25 weeks, 30
weeks, 35 weeks, 40 weeks, 45 weeks, 50 weeks, 55 weeks, 60 weeks, 65 weeks,
70 weeks, 75 weeks, 80 weeks, 85 weeks, 90 weeks, 95 weeks, 100 weeks, 104,
weeks, 105 weeks, 110 weeks, 115 weeks, 120 weeks, 125 weeks and 130 weeks.

The method according to any one of Claims 32 to 34 wherein the method is
repeated at least once, for example, 2 times, 3 times, 4 times, 5 times, 6 times, 7
times, 8 times, 9 times, 10 times, 11 times, 12 times, 13 times, 14 times, 15 times,
16 times, 17 times, 18 times, 19 times, 20 times, 21 times, 22 times, 23, 24 times

or 25 times.

The method according to any one of Claims 32 to 35 wherein the method is
repeated until pancreatic cancer is diagnosed in the individual using conventional
clinical methods.

The method according to any one of the preceding claims wherein step (b)

comprises measuring the expression of the protein or polypeptide of the one or
more biomarker(s).
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38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

The method according to Claim 37 wherein step (b), (d) and/or step (f) is performed
using one or more first binding agent capable of binding to a biomarker protein or
polypeptide listed in Table A.

The method according to Claim 38 wherein the first binding agent comprises or

consists of an antibody or an antigen-binding fragment thereof.

The method according to Claim 39 wherein the antibody or antigen-binding

fragment thereof is a recombinant antibody or antigen-binding fragment thereof.

The method according to Claim 39 or 40 wherein the antibody or antigen-binding
fragment thereof is selected from the group consisting of: scFv; Fab; a binding
domain of an immunoglobulin molecule.

The method according to any one of Claims 38 to 41 wherein the first binding agent
is immobilised on a surface.

The method according to any one of Claims 27 to 42 wherein the one or more
biomarkers in the test and/or control sample(s) are labelled with a detectable
moiety.

The method according to Claim 43 wherein the detectable moiety is selected from
the group consisting of: a fluorescent moiety; a luminescent moiety; a
chemiluminescent moiety; a radioactive moiety; an enzymatic moiety.

The method according to Claim 43 or 44 wherein the detectable moiety is biotin.

The method according to any one of Claims 41 to 45 wherein step (b), (d) and/or
step (f) is performed using an assay comprising a second binding agent capable of
binding to the one or more biomarkers, the second binding agent comprising a
detectable moiety.

The method according to Claim 46 wherein the second binding agent comprises or

consists of an antibody or an antigen-binding fragment thereof.
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48.

49.

50.

51.

52.

53.

54,

55.

The method according to Claim 47 wherein the antibody or antigen-binding

fragment thereof is a recombinant antibody or antigen-binding fragment thereof.

The method according to Claim 47 or 48 wherein the antibody or antigen-binding
fragment thereof is selected from the group consisting of: scFv; Fab; a binding
domain of an immunoglobulin molecule.

The method according to any one of Claims 46 to 49 wherein the detectabie moiety
is selected from the group consisting of: a fluorescent moiety; a luminescent

moiety; a chemiluminescent moiety; a radioactive moiety; an enzymatic moiety.

The method according to Claim 50 wherein the detectable moiety is fluorescent

moiety (for example an Alexa Fiuor dye, e.g. Alexa647).

The method according to any one of the preceding claims wherein the method

comprises or consists of an ELISA (Enzyme Linked Immunosorbent Assay).

The method according to any one of the preceding claims wherein step (b), (d)

and/or step (f) is performed using an array.

The method according to Claims 53 wherein the array is selected from the group

consisting of: macroarray; microarray; nanoarray.

The method according to any one of Claims 37 to 54 wherein the method

comprises:

(i) labelling biomarkers present in the sample with biotin;

(i)  contacting the biotin-labelled proteins with an array comprising a plurality of
scFv immobilised at discrete locations on its surface, the scFv having
specificity for one or more of the proteins in Table A;

(i) contacting the biotin-labelled proteins (immobilised on the scFv) with a
streptavidin conjugate comprising a fluorescent dye; and

(iv) detecting the presence of the dye at discrete locations on the array surface
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56.

57.

58.

59.

60.

61.

62.

63.

wherein the expression of the dye on the array surface is indicative of the
expression of a biomarker from Table A in the sample.

The method according to any one of Claims 1 to 36 wherein step (b), (d) and/or (f)
comprises measuring the expression of a nucleic acid molecule encoding the one
or more biomarkers.

The method according to Claim 56, wherein the nucleic acid molecule an mRNA

molecule.

The method according to Claim 56, wherein the nucleic acid molecule a DNA
molecule.

The method according to Claim 58, wherein the nucleic acid molecule a cDNA or
ctDNA molecule.

The method according to any one of Claims 56 to 59, wherein measuring the
expression of the one or more biomarker(s) in step (b), (d) and/or (f) is performed
using a method selected from the group consisting of Southern hybridisation,
Northern hybridisation, polymerase chain reaction (PCR), reverse transcriptase
PCR (RT-PCR), quantitative real-time PCR (gRT-PCR), nanoarray, microarray,
macroarray, autoradiography and in situ hybridisation.

The method according to any one of Claims 56 to 60, wherein measuring the
expression of the one or more biomarker(s) in step (b) is determined using a DNA

microarray.

The method according to any one of Claims 56 to 61, wherein measuring the
expression of the one or more biomarker(s) in step (b), (d) and/or (f) is performed
using one or more binding moieties, each individually capable of binding selectively

to a nucleic acid molecule encoding one of the biomarkers identified in Table A.

The method according to Claim 62, wherein the one or more binding moieties each

comprise or consist of a nucleic acid molecule.
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64.

65.

66.

67.

68.

69.

70.

71.

72.

The method according to Claim 63 wherein, the one or more binding moieties each
comprise or consist of DNA, RNA, PNA, LNA, GNA, TNA or PMO.

The method according to Claim 63 or 64, wherein the one or more binding moieties
each comprise or consist of DNA.

The method according to any one of Claims 63 to 65 wherein the one or more
binding moieties are 5 to 100 nucleotides in length, for example 15 to 35
nucleotides in length.

The method according to any one of Claims 63 to 66 wherein the binding moiety

comprises a detectable moiety.

The method according to Claim 67 wherein the detectable moiety is selected from
the group consisting of: a fluorescent moiety; a luminescent moiety; a
chemiluminescent moiety; a radioactive moiety (for example, a radioactive atom);
or an enzymatic moiety.

The method according to Claim 68 wherein the detectable moiety comprises or
consists of a radioactive atom.

The method according to Claim 69 wherein the radioactive atom is selected from
the group consisting of technetium-99m, iodine-123, iodine-125, iodine-131,
indium-111, fluorine-19, carbon-13, nitrogen-15, oxygen-17, phosphorus-32,

sulphur-35, deuterium, tritium, rhenium-186, rhenium-188 and yttrium-90.

The method according to Claim 68 wherein the detectable moiety of the binding
moiety is a fluorescent moiety.

The method according to any one of the preceding claims wherein the sample

provided in step (a), (c) and/or (e) is selected from the group consisting of
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75.

76.

77.

78.

79.

80.

unfractionated blood, plasma, serum, tissue fluid, pancreatic tissue, milk, bile and

urine.

The method according to Claim 72, wherein the sample provided in step (a), (c)
and/or (e) is selected from the group consisting of unfractionated blood, plasma
and serum.

The method according to Claim 72 or 73, wherein the sample provided in step (a),
(c) and/or (e) is serum.

The method according to any one of the preceding claims wherein the predictive
accuracy of the method, as determined by an ROC AUC value, is at least 0.50, for
example at least 0.55, 0.60, 0.65, 0.70, 0.75, 0.80, 0.85, 0.90, 0.95, 0.96, 0.97,
0.98 or at least 0.99.

The method according to Claim 75 wherein the predictive accuracy of the method,
as determined by an ROC AUC value, is at least 0.70.

The method according to any one of the preceding claims further comprising one
or more further clinical investigations (such as testing a biopsy sample and/or in

vivo imaging of the patient) in order to confirm or establish the diagnosis.

The method according to any one of the preceding claims wherein, in the event
that the individual is diagnosed with pancreatic cancer, the method comprises

step (g) of providing the individual with a pancreatic cancer therapy.

The method according to Claim 78 wherein the pancreatic cancer therapy is
selected from the group consisting of surgery, chemotherapy, radiotherapy,
immunotherapy, chemoimmunotherapy, thermochemotherapy and combinations
thereof.

The method according to Claim 78 or 79 wherein the pancreatic cancer therapy

comprises or consists of surgical removal of the pancreas in whole or in part (flor

example, using the Whipple procedure to remove the pancreas head or a total
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81.

82.

83.

84.

85.

86.

87.

88.

pancreatectomy) combined with chemotherapy (for example, gemcitabine and/or
5-fluorouracil).

An array for determining the presence of, or risk of having, pancreatic cancer in an
individual comprising an agent or agents for detecting the presence in a protein
and/or nucleic acid sample from the individual of one or more of the biomarkers
defined in Table A.

The array according to Claim 81 wherein the agent or agents for detecting the
presence in a sample of one or more of the biomarkers defined in Table A is/are

one or more binding agents as defined in any one of Claims 39 to 42 or 63 to 71.

The array according to Claim 81 or 82 wherein the array comprises agents capable
of binding to all of the biomarkers defined in Table A.

The array according to Claim 81 or 82 wherein the array comprises agents capable
of binding to the following biomarkers;

DLG1, PRKCZ, VEGF, C3, C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMK4,
MAGI, MARK1, PRDMS8, APOA1, CDK2, HADH2, C4, VSX2 / CHX10, ICAM-1, IL-
13, Lewis x/ CD15, MYOMZ2, Factor P, Sialyl Lewis x, TNF and Complement C1q

(optionally including one or more biomarkers from Table B and/or IL-6 and/or
GEM).

The array according to any one of Claims 81 to 84wherein the array comprises
antibodies, or antigen-binding fragments thereof, capable of binding to all of the

biomarkers at the protein level.

The array according to Claim 85 wherein the array comprises one or more of the
antibodies identified in Table 7.

The array according to Claim 85 wherein the array comprises or consists of all of
the antibodies in Table 8.

The array according to any one of Claims 81 to 84 wherein the array comprises

agents capable of binding to all of the biomarkers at the mRNA and/or DNA level.
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90.
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02.

93.

94.

95.

The array according to any one of Claims 81 to 88 further comprising a positive

control sample (such as bovine serum albumin).

The array according to any one of Claims 81 to 89 further comprising a negative

control sample (such as phosphate-buffered saline).

Use of one or more biomarkers selected from the group defined in Table A as
biomarkers for determining the presence of, or risk of having, pancreatic cancer in

an individual.

The use according to Claim 91 wherein the one or more biomarkers comprise(s)

the following biomarkers:

DLG1, PRKCZ, VEGF, C3, C1INH, IL-4, IFNy, C5, PTK6, CHP1, APLF, CAMKA4,
MAGI, MARK1, PRDM8, APOA1, CDK2, HADHZ2, C4, VSX2 / CHX10, ICAM-1, IL-
13, Lewis x / CD15, MYOMZ, Factor P, Sialyl Lewis x, TNFB and Complement C1q
(optionally including one or more biomarkers from Table B plus IL-6 and GEM).

The use according to Claim 91 or 92 wherein all of the biomarkers defihéd in Table
A are used together as a diagnostic signature for determining the presence of

pancreatic cancer in an individual.

A kit for determining the presence of, or risk of having, pancreatic cancer

comprising:

(a) an array according to any one of Claims 81 to 90, or components for making
the same; and

(b) instructions for performing the method as defined in any one of Claims 1 to
80.

A method of treating pancreatic cancer in an individual comprising the steps of:

(a) diagnosing pancreatic cancer according to the method defined in any one of
Claims 1 to 80; and
(b) providing the individual with pancreatic cancer therapy.
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98.

99.

100.

The method according to Claim 95 wherein step (a) further comprises comprise
one or more further clinical investigations (such as testing a biopsy sample and/or

in vivo imaging of the patient) in order to confirm or establish the diagnosis.

The method according to Claim 95 or 96 wherein the pancreatic cancer therapy is
selected from the group consisting of surgery (e.g., resection), chemotherapy,

immunotherapy, chemoimmunotherapy and thermochemotherapy.

The method of any one of Claims 95 to 97 wherein the pancreatic cancer therapy
comprises surgical removal of the pancreas in whole or in part (e.g. using the
Whipple procedure to remove the pancreas head or a total pancreatectomy)

combined with chemotherapy (e.g. gemcitabine and/or 5-fluorouracil).

A method or use for determining the presence of pancreatic cancer in an individual
substantially as described herein.

An array or kit for determining the presence of pancreatic cancer in an individual
substantially as described herein.
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