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Provided herein are specific CD40 receptor agonist
proteins, nucleic acids encoding the same, and methods of
treating a subject having a CD40L-associated disease or
disorder.The CD40 receptor agonist proteins provided
herein comprise three soluble CD40L domains and an Fc
fragment.The CD40 receptor agonist proteins are
substantially non-aggregating and suitable for therapeutic,
diagnostic and/or research applications.
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The present invention refers to single-chain fusion proteins w -

research applications.

comprising three soluble TNF superfamily (TNFSF) cytokine
domains and nucleic acid molecules encoding these fusion
proteins.The fusion proteins are substantially non-
aggregating and suitable for therapeutic, diagnostic and/or

Figure 2
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Provided herein are specific TL1A receptor agonist proteins,
nucleic acids encoding the same, and methods of treating a
subject having a TL1A-associated disease or disorder.The
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three soluble TL1A domains and an Fc fragment.The TL1A
receptor agonist proteins are substantially non- aggregating
and suitable for therapeutic, diagnostic and/or research
applications.
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Provided herein are specific CD137 receptor agonist NH % i COOH

proteins, nucleic acids encoding the same, and methods of
treating a subject having a CD137L-associated disease or
disorder.The CD137 receptor agonist proteins provided
herein comprise three soluble CD137L domains and an Fc 2.
fragment.The CD137 receptor agonist proteins are -,
substantially non-aggregating and suitable for therapeutic,
diagnostic and/or research applications.

Figure 1
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Provided herein are specific OX40 receptor agonist
proteins, nucleic acids encoding the same, and methods of
treating a subject having an OX40L-associated disease or
disorder.The OX40 receptor agonist proteins provided
herein comprise three soluble OX40L domains and an Fc
fragment.The OX40 receptor agonist proteins are
substantially non-aggregating and suitable for therapeutic,
diagnostic and/or research applications.

NH= 5 e Y e

= COOH

Figure 1
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Provided herein are specific LIGHT receptor agonist
proteins, nucleic acids encoding the same, and methods of
treating a subject having a LIGHT-associated disease or
disorder.The LIGHT receptor agonist proteins provided
herein comprise three soluble LIGHT domains and an Fc
fragment.The LIGHT receptor agonist proteins are
substantially non-aggregating and suitable for therapeutic,

Figure 1
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Provided herein are specific GITR receptor agonist proteins,
nucleic acids encoding the same, and methods of treating a
subject having a GITRL-associated disease or disorder.The
GITR receptor agonist proteins provided herein comprise
three soluble GITRL domains and an Fc fragment.The GITR
receptor agonist proteins are substantially non-aggregating
and suitable for therapeutic, diagnostic and/or research
applications.
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The present invention relates to a specific CD95L antibody

and to the use thereof in the treatment or diagnosis of

diseases involving CD95L-induced signalling, e.g. cancer

diseases.

Peptide array with anti-CD95L clone 119-4

Overlapping
10mer

Intensity plot derived from peptide array of clone 119-4

Overlapping
12mer

Overlapping
15mer

Consensus epitope of clone 119-4 :RNSKYPQD
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to treatment with an inhibitor of CD95/CD95L signaling
comprising the steps of (i) determining the methylation level
of an CpG site in a DNA sequence located upstream the
CD95L gene in a sample obtained from a patient; or/and (ii)
determining the presence of an SNP in a DNA sequence
located upstream the CD95L gene in a sample obtained
from a patient; and (iii) predicting or/and determining the
responsiveness of the cancer disease according to said

The present invention relates to a method of predicting
or/and determining the responsiveness of a cancer disease

(W0201709429)
methylation level.
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PROBLEM TO BE SOLVED: To provide fusion proteins that ##®#&&h1-Co9sL-ASPOOSEC
form trimers, which proteins enable efficient production of mAU 1192

recombinants provided with both good trimerization

properties and improved pharmaceutical -
properties.SOLUTION: The invention provides a fusion

protein comprising: (i) collectin family trimer-forming domain <00

comprising a. a collectin family carbohydrate recognition

domain and b. a collectin family neck region; (ii) a linker ~ **

element; and (iii) an effector polypeptide, where the effector -

polypeptide is located at the N-terminus of the collectin
family neck region.As described herein, the fusion proteins 10
and nucleic acids encoding the same are suitable as ... 5 G 1983

pharmaceutical compositions or for therapeutic, diagnostic & R T I G O Br S W

and/or research applications.SELECTED DRAWING: None ' :

| 1
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Provided herein are specific CD40 receptor agonist
proteins, nucleic acids encoding the same, and methods of
treating a subject having a CD40L-associated disease or
disorder.The CD40 receptor agonist proteins provided
herein comprise three soluble CD40L domains and an Fc
fragment.The CD40 receptor agonist proteins are
substantially non-aggregating and suitable for therapeutic,
diagnostic and/or research applications.

Figure 1
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The invention relates to a device for adjusting the seat
inclination of a motor vehicle seat, comprising a seat frame
and a seat shell, which are connected to each other in an
articulated manner by means of two fastening elements,
which each extend through a respective accommodating
opening on the seat frame and a respective bearing opening
on the seat shell.According to the invention, in order to
provide a device for adjusting the seat inclination for a motor
vehicle seat that can be produced simply and installed fully
automatically, has a lower total weight, and has especially
high stability, the material of the seat shell has a greater
material thickness in the region of the bearing openings
than in the other regions of the seat shell.
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resumo patente de invenc¢ao: "método de diagndstico de Survival Analysis
cancer". a presente invencéo refere-se a um método para o
diagnéstico de uma doenca cancerosa, compreendendo (a) . G oo ars
determinacdo da expressdo de cd95] em uma amostra de . (g OSRT
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Combination of cd95/cd95I inhibition and cancer immunotherapy
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cancer vaccine or a checkpoint inhibitor.Another aspect of
the invention is the prognosis of responsiveness of a cancer
to the treatment with a combination of a CD95 inhibitor and
an immunotherapeutic agent.Further disclosed are
preparations and kits for use in these methods.

The present invention relates to the treatment of cancer

Activating

using a combination of an inhibitor of the CD95/CD95L . reeplos
signaling system and an immunotherapeutic agent, e.g. a
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Diagnostic anti-cd95I antibody
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The present invention relates to a specific CD95L antibody

and to the use thereof in the diagnosis of a cancer disease.

Family
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do agonista do receptor trail fornecidas neste relatério
compreendem trés dominios trail solaveis e um fragmento
fc. as proteinas do agonista do receptor trail sao
substancialmente ndo agregadoras e adequadas para

aplicacdes terapéuticas, de diagnéstico e/ou de pesquisa.
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PROBLEM TO BE SOLVED: To provide fusion proteins B#HHH&ENICOSL-ASPDOSEC
forming trimers which allow efficient recombinant mAu t1.92

manufacture combined with good trimerization properties %%

and improved pharmaceutical properties.SOLUTION: The -

present invention relates to a fusion protein comprising (i) a
collectin family trimerization domain comprising a. a  400-
collectin family Carbohydrate Recognition Domain; and b. a
collectin family neck region; (i) a linker element; and(iii) an ~ ***
effector polypeptide, wherein the effector polypeptide is o
located N-terminally in the collectin family neck region.The

fusion proteins, and the nucleic acid encoding the same are  100-

suitable as pharmaceutical composition or for therapeutic,

<

diagnostic and/or research applications as described herein. Ve -
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of dna methylation
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The present invention relates to a method of
predicting/determining the responsiveness of a cancer
disease to treatment with an inhibitor of CD95/CD95L
signalling comprising the steps of i) determining the
methylation level of a DNA sequence located upstream of
and/or in a gene involved in CD95/CD95L signalling in a
i)

predicting/determining the responsiveness of the cancer

sample obtained from a patient; and

disease according to said methylation level.
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PROBLEM TO BE SOLVED: To provide fusion proteins B#HHH&ENICOSL-ASPDOSEC
forming trimers which allow efficient recombinant mAu t1.92

manufacture combined with good trimerization properties  *% i

and improved pharmaceutical properties.SOLUTION: The i

present invention relates to a fusion protein comprising (i) a
collectin family trimerization domain comprising a. a  400-
collectin family Carbohydrate Recognition Domain; and b. a
collectin family neck region; (i) a linker element; and(iii) an ~ ***
effector polypeptide, wherein the effector polypeptide is s
located N-terminally in the collectin family neck region.The

fusion proteins, and the nucleic acid encoding the same are  100-

suitable as pharmaceutical composition or for therapeutic,

<

diagnostic and/or research applications as described herein. 0 éo'
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Figure 1

(EP2875044)

The present invention relates to an isolated fusion protein
comprising an extracellular CD95 domain or a functional
fragment thereof and an Fc domain or functional fragment
thereof, formulations providing such fusion protein in a
stable form as well as a method for producing such a fusion
protein.

Pre-change USP and harvest
CHO-K1 based MCB

Post-change USP and harvest
CHO-DG44 based MCB

1000L (working volume) stirred tank

SUB reactor
(peptone-containing basal medium +

chemically-defined feed medium
(PAA, developed by Cellca))

- titer 1.8 - 2g/L;
- cell density approx. 1 x 107 cells/ml

Cell removal:

sedimentation
followed by two steps of depth

filtration;
0.2pum filtration

]
DSP

1000 L Wave bioreactor

(580L working volume)
(peptone-containing basal medium +

chemically-defined feed medium
(Hyclone))

- titer 180 — 285 mg/L;
- max. cell density 0.7 x 107 cells/ml

Cell removal:
dead end depth filtration
followed by 0.2um filtration

DsP

] [
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The present invention relates to inhibitors of the CD95

signaling pathway for the use in the treatment of
Myelodysplastic Syndrom (MDS) wherein the MDS is

selected from the IPSS low risk MDS subgroup and/or the

IPSS intermediate-1 (int-1 ) risk MDS subgroup as well as a

Erythroid differentiation markers
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Abstract The present invention refers to a fusion protein:% Figure 1
comprising a TNF-superfamily (TNFSF) cytokine or aQ SEC of affinity purified CDASL-ASPD
receptor binding domain thereof fused to a collectin mAU 1102
trimerization domain, to a 5 nucleic acid molecule encoding g -
the fusion protein, and to a cell comprising the nucleic acid § 500

molecule.The fusion protein is present as a trimeric complex
. . . i~ 400
or as an oligomer thereof.The fusion protein, the nucleic ™

acid, and the cell is suitable as pharmaceutical composition 500

or for therapeutic, diagnostic and/or research applications.
200

19.83
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II-4 receptor and il-13 as prognostic markers for colon and pancreas tumors
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The present invention relates to the use of IL-4 receptor and f 200 .
IL-13 expression as diagnostic and/or prognostic markers gmv
for tumors, such as colon and pancreas tumors. ‘E
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Multimeric TNF receptors
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The present invention refers to fusion proteins comprising a _

TNF receptor family extracellular domain fused to a o

trimerization domain, and a nucleic acid molecule encoding CD95R o

the fusion protein.The fusion protein may be present as a NH TCRDECRD:‘I;RD;;%mm:f_?;

trimeric complex.It is suitable for therapeutic, diagnostic oo igananang

and/or research applications.

Figure 2
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The present invention relates to the use of an antigen-
binding agent directed against human interleukin-4 receptor
for the prevention and/or treatment of tumors, inflammatory
and immunological disorders.Further the invention relates to
methods of inhibiting the bioactivity of IL-4 without inhibiting
binding of IL-4 to IL-4R and particularly to methods for
treatment and/or prevention of tumors, inflammatory and
immunological disorders, the methods comprising
administering to an individual in need thereof an antigen-
binding agent with binding affinity for IL-4R.

Variable light chain, humanised (SEQ ID NO: 13)

DIQMTQSPSS LSASVGDRVT ITCSASQDIN NYLNWYQQKPGKAPKLLIYY
TSSLHSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ
FSNLPWTFGGGTKLEIK

Variable heavy chain, humanised (SEQ ID NO: 14)

EVQLVESGGG LVKPGGSLRL SCAASGFTFN TNAMNWVRQAPGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSKNT LYLQMNSLKT
EDTAVYYCTRDRGWGAMDYW GQGTTVTVSS

Variable heavy chain, humanised (SEQ ID NO: 15)

EVQLVESGGG LVKPGGSLRL SCAASGFTFN TNAMNWVRQAPGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TISRDDSKNT LYLQMNSLKT
EDTAVYYCTRDRGWGAMDYW GQGTTVTVSS

Variable light chain, mouse (SEQ ID NO:8)

DIQMTQTTSS LSASLGDRVT ISCSASQDIN NYLNWYQQKP DGTVKLLIYY
TSSLHSGVPS RFSGSGSGTD YSLTISNLEP EDFATYYCQQ FSNLPWTFGG
GTKLEIKRAD

Variable heavy chain, mouse (SEQ ID NO: 9)

EVQLVETGGG LVQPKGSLKL SCAASGFTFN TNAMNWVRQA PGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSQSM LYLQMNNLKT EDTAMYYCVR
DRGWGAMDYW GQGTTVTVS

Variable heavy chain, mouse (SEQ ID NO: 10)

EVQLVESGGG LVQPKGSLKL SCAASGFTFN TNAMNWVRQA PGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSQSM LYLQMNNLKT EDTAMYYCVR
DRGWGAMDYW GQGTTVTVS
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Figure 1

Variable light chain, humanised (SEQ ID NO: 13)

DIQMTQSPSS LSASVGDRVT ITCSASQDIN NYLNWYQQKPGKAPKLLIYY
TSSLHSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ
FSNLPWTFGGGTKLEIK

Variable heavy chain, humanised (SEQ ID NO: 14)

EVQLVESGGG LVKPGGSLRL SCAASGFTFN TNAMNWVRQAPGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSKNT LYLQMNSLKT
EDTAVYYCTRDRGWGAMDYW GQGTTVTVSS

Variable heavy chain, humanised (SEQ ID NO: 15)

EVQLVESGGG LVKPGGSLRL SCAASGFTFN TNAMNWVRQAPGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TISRDDSKNT LYLQMNSLKT
EDTAVYYCTRDRGWGAMDYW GQGTTVTVSS

Variable light chain, mouse (SEQ ID NO:8)

DIQMTQTTSS LSASLGDRVT ISCSASQDIN NYLNWYQQKP DGTVKLLIYY
TSSLHSGVPS RFSGSGSGTD YSLTISNLEP EDFATYYCQQ FSNLPWTFGG
GTKLEIKRAD

Variable heavy chain, mouse (SEQ ID NO: 9)

EVQLVETGGG LVQPKGSLKL SCAASGFTFN TNAMNWVRQA PGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSQSM LYLQMNNLKT EDTAMYYCVR
DRGWGAMDYW GQGTTVTVS

Variable heavy chain, mouse (SEQ ID NO: 10)

EVQLVESGGG LVQPKGSLKL SCAASGFTFN TNAMNWVRQA PGKGLEWVAR
IRSKSNNYAT YYADSVKDRF TLSRDDSQSM LYLQMNNLKT EDTAMYYCVR
DRGWGAMDYW GQGTTVTVS
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Fusion proteins forming trimers
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The present invention refers to fusion proteins comprising a
neck region and carbohydrate recognition domain of a
collectin trimerization domain, a linker element and an
effector polypeptide.Further the invention refers to a nucleic
acid encoding the said fusion protein.The fusion proteins,
the nucleic acid, and the cell are suitable as pharmaceutical
composition or for therapeutic, diagnostic and/or research
applications as described herein.
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An industrial fork lift truck comprising an electric motor (3), a
motor controller (2) for controlling the electric motor (3) and
a truck computer (1) for controlling the motor controller (2),
said truck computer (1) comprising a detection system (5)
for detecting spinning and/or locking of the drive wheel of
the truck characterized in that the detection system (5) is
arranged to receive a signal corresponding to the
momentary torque current of the motor (3); and further
comprising: -a calculation unit (12) for calculating the
theoretical torque current of the motor (3); -a comparison
unit (13) for comparing the theoretical torque current of the
motor (3) and the momentary torque current of the motor
(3), wherein the truck computer is arranged to reduce the
acceleration or the deceleration of the truck if there is a
difference between the theoretical torque current of the
motor (3) and the momentary torque current of the motor

3).

|
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Disclosed are methods of minimizing the risk for a patient of
developing pneumonitis during radiotherapy for a thorax-
associated neoplasm and compositions for use in such
methods.A preferred composition comprises a CD95/CD95L
inhibitor.Further disclosed is a method of increasing the
radiation dose administered to a patient during radiotherapy
for a thorax-associated neoplasm.
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The invention relates to fusion proteins comprising at least one IL-4 polypeptide domain and a constant immunoglobulin
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The present invention relates to the use of a combination of E‘ é
human interleukin-4 muteins and chemotherapeutic or pro- g o % § 2 § % g
apoptotic agents for the prevention and/or treatment of dhdd o
cancer disease.
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The present invention refers to a fusion protein comprising a
TNF-superfamily (TNFSF) cytokine or a receptor binding
domain thereof fused to a tenascin (TNC) trimerization
domain, to a nucleic acid molecule encoding the fusion
protein, and to a cell comprising the nucleic acid
molecule.The fusion protein is present as a trimeric complex
or as an oligomer thereof.The fusion protein, the nucleic
acid, and the cell is suitable as pharmaceutical composition
or for therapeutic, diagnostic and/or research applications.
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Figure 1
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tratamento requerido e para monitorar 0 progresso e resposta ao tratamento.
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EXPRESSa0 DIFERENCIAL DE CITOCINA EM CaNCER HUMANO.A presente invencéo refere-se a um processo para
diagnéstico de um tipo de céncer, pelo que a expressédo e citocinas antiapoptoticas é determinadas nas células de
tumor.O diagnéstico diferencial da presente invencédo é usado para classificar distlrbios de tumor e para recomendar o
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Figure 1

(EP2004691)

Murine Antibody 3B9 Light Chain
Native Signal Sequence and Variable Region

The present invention relates to the use of an antibody or an

Amino Acid Sequence SEQ ID NG:¥
ATG GAG ACA GAC ACA ATC CTG CTA TGG GTG CTG CTG CTC 39

antigen-binding fragment thereof with specific binding

activity for human interleukin-4 for the prevention and/or et Giu The Asp The Ile feu Lew Trp Vi kew wew ded

GG GIT CCA GGC TC‘C\ACT GGT GAC ATT GTG CTG ACC CAA 78
Trp V:é Pr? Gly Ser Thr G:g Asp Ile Val Leu 'HZ\;' Gln

treatment of cancer.
T¢T cCA GeT TCT TTG GCT GTG TCT CTA GGG CAG AGG GCC 117
Ser Pro Ala Ser Leu Ala Val Ser Leu Gly Gln Arg Ala

30 35
ACC ATC TCC TGC AAG GCC AGC CAA AGT GTT GAT TAT GAT 156
Lys Ada Ser Gln Ser Val Asp Tyr Asp

Thr Ile Ser: Cys
40 a5 50

GGT GAT AGT TAT ATG AAC TGG TAC CAA CAG AAA CCA GGA 195
Gly Asp Ser Tvr Met Asn

Trp Tyr Gln Gln Lys Pro Gly
55 60 65

CAG CCA CCC AAA CTC CTC ATC TAT GCT GCA TCC AAT CTA 234
Gln Pro Pro Lys Leu Leu Ile Tyr Ala Ala Ser Asn Leu
70 75

GAA TCT GGG ATC CCA GCC AGG TTT AGT GGC AGT GGG TCT 273
Glu Ser Gly Ile Pro Ala Arg Phe Ser Gly Ser Gly Ser
BO 85 90

GGG ACA GAC TTC ACC CTC AAC ATC CAT CCT GTG GAG GAG 312
Gly Thr. Asp Phe Thr Leu Asn Ile His Pro val Glu Glu
95 100

GAG GAT GCT GCA ACC TAT TAC TGT CAG CAA AGT AAT GAG 351
Glu Asp Ala Ala Thr Tyr Tyr Cys
10

105 1 115

GAT CCT CCG ACG TTC GGT GGA GGC ACC AAG CTG GAA ATC 390
Phe Gly Gly Gly Thr Lys Leu Glu Ile
125

120 130

AAA CGG
Lys Arg
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Figure 1

Murine Antibody 3B9 Light Chain
Native Signal Sequence and Variable Region

Amino Acid Segquence SEQ ID NG:#

ATG GAG

ACA

GAC

Met Glu Thr Asp

1

66 GIT
Trp Val
15

CCA
Pro

GGC
Gly

TCT CCA GCT TCT

Ser Pro

ACC ATC
Thr Ile
40

Ala

TCC
Ser

Ser
30

TGC
.Cys

GGT GAT AGT TAT

G S

CAG CCA
Gln Pro

GAA TCT
Glu Ser
80

GGG ACA

Gly Thr,

GAG GAT
Glu Asp
105

e
55

cce
Pra

GGG
Gly

GAC
Asp

GCT
Ala

AAA
Lys

ATC
Ile

TTC
Phe
95

GCA
Ala

GAT CCT CCG ACG

Asp Pro Pro Thr Phe

AAA CGG
Lys Arg

120

ACA
Thr
S

ATC CTG CTA TGG GTIG CTG CTG CTC
Ile Leu Leu Trp Val Leu Leu Leu
10

TCC, ACT GGT GAC ATT GTG CTG ACC CAA

Ser
TTG
Leu

AAG

\Thr Gly Asp Ile Val Leu Thr Gln

20 25

GCT GTG TCT CTA GGG CAG AGG GCC

Ala Val Ser Leu Gly Gln Arg Ala
35

GCC AGC CAA AGT GTT GAT TAT GAT

Lys Ala Ser Gln Ser Val Asp Tyr Asp

ATG

45 50

AAC TGG TAC CAA CAG AAA CCA GGA

et _Aspn Trp Tyr Gln Gln Lys Pro Gly
’ 65

CTC
Leu
70

CCA
Pro

ACC
T™hr

ACC
Thr

TTC

60

©TC ATC TAT GOT GCA TCC AAT CTA

Leu Ile Tyr Ala Ala Ser Asn Leu
75

GCC AGG TTT AGT GGC AGT GGG TCT
Ala Arg Phe Ser Gly Ser Gly Ser
85 990

CTC AAC ATC CAT CCT.GTG GAG GAG
Leu Asn Ile His Pro Vval Glu Glu
100

TAT TAC TGT CAG CAA AGT AAT GAG
Tyr Tyr Cys Gln Gln Ser Asn Glu

110 115

GGT GGA GGC ACC AAG CTG GAA ATC
Gly Gly Gly Thr Lys Leu Glu Ile
125 130

39

78

T117

156

195

234

273

312

351

390

396


https://sobjprd.questel.fr/sobj/getMosaic?bdi=UAIUSAPP&userid=QPRT1001&key=US20100297110&ekey=1306&xpn=EP2004691&kind=A1

©Questel - FAMPAT

Page 80

2018/08/01

Tnf superfamily fusion proteins
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The present invention refers to fusion proteins comprising a
TNF superfamily (TNFSF) cytokine or a receptor binding
domain thereof fused to a trimerization domain and a
nucleic acid molecule encoding the fusion protein.The
fusion protein is present as a trimeric complex or as an
oligomer thereof and is suitable for therapeutic, diagnostic
and/or research applications.
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(EP2069392) Figure 1A

SEC Elution Profile of CD95 Ligand (hs95L-AT4)
on Superdex 200

13.85 ml (elution volume)

Figure 1B
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The invention concerns a method for the purification and amplification in the undifferentiated state of tumoral stem cells
from solid tumours which are most resistant to conventional therapies, aiming at devising new tumour markers and
therapeutic targets both for early diagnosis and for targeted therapeutic strategies.
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The present invention relates to the use of inhibitors of the
TRAIL ligand/TRAIL receptor system for the manufacture of
a medicament for the prevention or treatment of viral
diseases, particularly for the prevention or treatment of
influenza or Borna disease virus infections.
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Images

Figure 1

CD95

>sp|P25445| TNR6_HUMAN Tumor necrosis factor receptor superfamily member 6
precursor (FASL receptor) (Apoptosis-mediating surface antigen FAS) (Apo-1

antigen) (CD95) - Homo sapiens (Human).
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