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CDSA PD-L1 DDX58 KLRD1 0X40
CDSB CD28 ENTPDI LAG3 CDI137
FOXP3 CD38 GATA3 MX1 OX-40L
CD20 CD40 GZMB PD-1
O
goooooooobooboooobo0obooooooooooooooao
gooooooooooooooboboboobooooooooogao
0000000000000 O00D0DD0DO0OO0DD0DO0DO0OO0DDDODDaO
Ooo0oooooOoooao
0
0000000000000 O0O0D0ODD0DO0OO0DDOO0OO0ODDDODDaO
go0oooooooooobooooboo0oboobooooooooooooao
goooooooobootooooboboboobooooooooooao
00000000000 DO0OO0OO0O0ODO0O0
O

10

20

30

40



ooono

JP 2020-500294 A 2020.1.9

£2 : 5 4AREFETNOEBHBIZRA S h 3 BETF
ABCF1 CIITA HLA-B MADCAMI1 [ PTPRC
ABLI CKSIB HLA-C MAF PTPRCAP
ABL2 CLEC4C HLA-DMA MAFB PTPRD
ACVR2A CMKLRI HLA-DMB MAGEAI PTPRT
ADAMTS20 CMPK 1 HLA-DOA | MAGEA10 PVR
ADGRES5 COLIALl HLA-DOB | MAGEA12 PYGL
ADORA2A COROIA HLA-DPAI MAGEA3 RADS50
AFF1 CRBN HLA-DPBI MAGEA4 RAF1
AFF3 CREBI HLA-DQAI | MAGEC2 | RALGDS
AIF1 CREBBP HLA-DQA2 MAGII RARA
AKAP9 CRKL HLA-DQB2 MALTI RBI
AKTI CRTAM HLA-DRA MAML2 RECQL4
AKT2 CRTCI HLA-DRBI MAP2K]1 REL
AKT3 CSFIR HLA-E MAP2K2 RET
ALK CSF2RB HLA-F MAP2K 4 RHOH
ALOX15B CSMD3 HLA-F-AS]1 MAP3K7 | RNASEL
APC CTAGIB HLA-G MAPK RNF2
AR CTAG2 HLF MAPK 14 RNF213
ARGI CTLA4 HMBS MAPKS8 RORC
ARIDIA CTNNAI HNF1A MARK ROSI
ARID2 CTNNBI HOOK3 MARK4 RPS6
ARNT CTSS HRAS MBDI RPS6KA2
ASXLI CX3CLI HSP90AAI MCLI RRMI
ATFI CX3CRI1 HSP90ABI MDM2 RUNXI
ATM CXCLI ICAMI MDM4 RUNXITI
ATR CXCL10 ICK MELK S100A8
ATRX EXCLI1 ICOS MENI S100A9
AURKA CXCLI13 ICOSLG MET SAMD9
AURKB EXCL8 ID2 MIF SAMHDI
AURKC CXCL9 ID3 MITF SBDS
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AXL CXCR2 IDH1 MKI67 SDHA
B3GATI CXCR3 IDH2 MLANA SDHB
BAGE CXCR4 IDO1 MLHI1 SDHC
BAI3 CXCRS IDO2 MLL SDHD
BAPI CXCR6 IF127 MLL2 SELL
BATF CYBB IFI35 MLL3 9-Sep
BCL10 CYLD IF144L MLLTI10 SETD2
BCLITA CYP2C19 IF16 MMP2 SF3BI
BCL1IB CYP2D6 IFIH1 MMP9 SGK1
BCL2 DAXX IFITI MNI SH2D1A
BCL2LI DCC IFIT2 MPL SH2D1B
BCL2L11 DDB2 IFIT3 MPO SITI
BCL2L2 DDIT3 IFITMI MRC1 SKAP2
BCL3 DDR2 IFITM2 MREI 1A SLAMF7
BCL6 DDX58 IFNA17 MS4A1 SLAMFS
BCL9 DEK IFNBI MSH2 SMAD?2
BCR DGAT?2 IFNG MSH6 SMAD4
BIRC2 DICERI IGFIR MTOR SMARCA4
BIRC3 DMBTI IGF2 MTR SMARCBI
BIRCS DNMT3A IGF2R MTRR SMO
BLM DPYD IGSF6 MUCI SMUGI
BLNK DST IKBKB MUTYH SNAII
BMPRI1A EBI3 IKBKE MXI1 SNAI2
BRAF EFNA4 IKZF1 MYB SOCSI
BRCAI EGFR IKZF2 MYC SOXI11
BRCA2 EGR2 IKZF3 MYCLI SOX2
BRD3 EGR3 IKZF4 MYCN SRC
BST2 EIF2AK2 IL10 MYDS88 SRGN
BTK EML4 ILIORA MYHI1 SSX1
BTLA ENTPDI IL12A MYH9 SSX2
BUBI EOMES IL12B NBN STATI
BUBIB EP300 IL13 NCAMI STAT3
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Cl10orf54 EP400 IL15 NCF1 STAT4
CIQA EPHA3 IL17A NCOAI STATS5A
CIQB EPHA7 IL17F NCOA2 STAT6

CA4 EPHBI IL18 NCOA4 STK11

CARDI1 EPHB4 ILTA NCRI1 STK36
CASC5 EPHB6 IL1B NCR3 SUFU
CBL ERBB2 IL2 NECTIN2 SYK
CBLB ERBB3 IL21 NF1 SYNEI
CCL17 ERBB4 IL2IR NF2 TAF1
CCL18 ERCCI 1L22 NFATCI TAFIL
CCL2 ERCC2 IL23A NFE2L2 TAGAP
CCL20 ERCC3 IL2RA NFKBI TALI
CCL21 ERCC4 IL2RB NFKB2 TAPI

CCL22 ERCCS IL2RG NFKBIA TARP
CCL3 ERG IL3RA NIN TBP
CCL4 ESRI IL4 NKG7 TBX21
CCL5 ETSI IL6 NKX2-1 TBX22

CCNB2 ETVI IL6ST NLRPI TCF12

CCNDI ETV4 IL7 NOS2 TCF3

CCND2 EXTI IL7R NOTCHI TCF7

CCNEI EXT2 ING4 NOTCH2 TCF7LI1
CCRI EZH2 IRF1 NOTCH3 TCF7L2
CCR2 FAMI123B IRF4 NOTCH4 TCLI1A
CCR4 FANCA IRF9 NPMI TDO2
CCR5 FANCC IRS1 NRAS TETI
CCR6 FANCD2 IRS2 NRPI TET2
CCR7 FANCF ISG15 NSDI1 TFE3
CD14 FANCG 1ISG20 NTSE TFRC

CD160 FANCIJ ITGAI NTN3 TGFBI

CDI163 FAS ITGA10 NTRKI1 TGFBR2
CD19 FASLG ITGA9 NTRK3 TGM7

CDIC FBXW?7 ITGAE NUMAI THBSI
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CDID FCERIG ITGAL NUP214 TIGIT
CD2 FCGRIA ITGAM NUP98 TIMP3
CD209 FCGR2B ITGAX 0AS] TLR3
CD22 FCGR3A ITGBI 0AS2 TLR4
CD226 FCGR3B ITGB2 0OAS3 TLR7
CD244 FCRLA ITGB3 PAK3 TLR8
CD247 FGFRI1 ITGB7 PALB2 TLR9
CD27 FGFR2 ITK PARPI TLXI1
CD274 FGFR3 JAK PAX3 TNF
CD276 FGFR4 JAK2 PAXS TNFAIP3
CD28 FH JAK3 PAX7 TNFAIPS
CD33 FLCN JAML PAXS TNFRSF14
CD37 FLII JCHAIN PBRMI TNFRSF17
CD38 FLTI JUN PBXI TNFRSF18
CD3D FLT3 KAT6A PDCDI1 TNFRSF4
CD3E FLT4 KAT6B PDCDILG2 | TNFRSF9
CD3G FNI KDMSsC PDE4DIP TNFSF10
CD4 FOXL2 KDM6A PDGFB TNFSF13B
CD40 FOXMI KDR PDGFRA TNFSF14
CD40LG FOXOI KEAPI PDGFRB TNFSF18
CD44 FOXO03 KIAA0101 PECAMI TNFSF4
CD47 FOXP1 KIR2DLI PERI TNFSF9
CD48 FOXP3 KIR2DL2 PGAP3 TNK2
CDs2 FOXP4 KIR2DL3 PGF TOPI
CD53 FUT4 KIT PHOX2B TOP2A
CD6 FYB KLF2 PIK3C2B TPS53
CD63 FZR1 KLF6 PIK3CA TP63
CD68 G6PD KLRBI PIK3CB TPR
CD69 GADDA45GIPI1 KLRDI PIK3CD TRIM24
CD70 GAGEI,GAGEI2I,GAGEI2F KLRF1 PIK3CG TRIM29
CD74 GAGEI0 KLRGI PIK3R1 TRIM33
CD79A GAGEI12] KLRKI PIK3R2 TRIPI1
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CD79B GAGEI3 KRAS PIM1 TRRAP
CD80 GAGE2C,GAGE2A,GAGE2E KREMENI PKHDI TSCI
CD83 GATAI KRTS PLAGI TSC2
CD86 GATA2 KRT7 PLCGI1 TSHR
CDBA GATAS3 LAG3 PLEKHGS5 TUBB
CD8B GBPI LAMPI PMEL TWISTI
CDC73 GDNF LAMP3 PML TYROBP
CDHI1 GNAT11 LAPTMS PMSI UBRS
CDHI1 GNAQ LCK PMS2 UGTI1AI
CDH2 GNAS LCN2 POLR2A USP9X
CDH20 GNLY LEXM POTI VCAMI
CDHS GPR124 LIFR POU2AFI VEGFA
CDKI1 GPR18 LILRBI1 POUSF1 VHL
CDKI12 GRAP2 LILRB2 PPARG VTCNI
CDK4 GRMS LMNA PPP2RIA WAS
CDK6 GUCYI1A2 LPHN3 PRDMI1 WHSC1
CDKS GUSB LPP PRF1 WRN
CDKN2A GZMA LRGI PRKARTA WTI
CDKN2B GZMB LRP1 PRKDC XAGEIB
CDKN2C GZMH LRPIB PSIP1 XPA
CDKN3 GZMK LSTI PSMB9 XPC
CEACAMI HAVCR2 LTF PTCHI XPOI1
CEACAMS HCARI LTK PTEN XRCC2
CEBPA HERC6 L'Y9 PTGS2 ZAP70
CHEK1 HGF LYZ PTK7 ZBTB46
CHEK2 HIFTA M6PR PTPNI11 ZEBI
CIC HLA-A MAD2LI PTPN6 ZNF384
PTPN7 ZNF521
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CD274 (PD-
CDRBA CD27 Ly IL10 ADORAZA
PDCDILG2
CD8B CD28 IL1B GATA3
(PD-L2)
CD3D CD40 CTLA4 TNF CD38
CD3E CD40LG 0X40 TGEB1 ENTPDI1 (CD39)
CD3G CD80 OX40LG CCR2 IDO1
CcD2 CD86 G/MB MX1 KLRDI1
TNFRSF9
CD4 IFNG CXCRG6 STATI
(CD137)
TNFRSFI18
FOXP3 TNFRSF14 CXCLI10 BTLA
(GITR)
CDo68 ICOS TBX21 DDX58
CD163 ICOSLG VISTA CCL2
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4 March 2016 {2016-03-04), XPO02776516,
Retrieved from the Internet:
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figure 5A
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the whole document
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the whole document
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-10, 23

A method of generating an immune score, the method
comprising (1) assessing tumour infiltrating lymphocytes in
a sample, (2) assessing T-cell receptor signaling in the
sample and (3) determining mutaticnal burden in the sample,
and optionally

either (A) classifying a sample as a responder to therapy or
(B) as a non-responder,

i.e, wherein the special technical feature is TIL+TCRSHMuB.

2. claims: 11-16

A method of analyzing a tumour, comprising determining
expression level of at least four genes (1), (2), (3), (4)
and either

(A) classifying a sample as responder to a therapy if (Al)
expression of the first gene exceeds a threshold, or

(B) classifying a sample as a non-responder to a therapy if
{B1) expression of the first gene falls below a threshold
and (B2) expression of the second gene exceeds a threshold,

or

(C) classifying a sample as a responder to a therapy if (C1)
expression of the first gene falls below a threshold and
{C2) expression of the second gene falls below a threshold
and (C3) expression of the third gene exceeds a threshold,
or

(D) classifying a sample as a non-responder to a therapy if
(D1) expression of the first gene falls below a threshold
and (D2) expression of the second gene falls below a
threshold and (D3) expression of the third gene exceeds a
threshold and (D4) expression of the fourth gene exceeds a
threshold, or

(E) classifying a sample as a responder to a therapy if (El)
expression of the first gene falls below a threshold and
(E2) expression of the second gene falls below a threshold
and (E3) expression of the third gene exceeds a threshold
and (E4) expression of the fourth gene exceeds a threshold,
i.e., wherein the special technical features are four
{unspecified) genes and a particular decision tree.

3. claims: 17-22

A method of analyzing a tumor, comprising (1) assessing a
plurality of genes related to immune cell infiltration in a
sample, (2) assessing a plurality of genes related to T-cell
activation in the sample, (3) assessing a plurality of genes
related to cytokine signaling in the sample and (4)
assessing a plurality of genes related to immune response
regulation in the sample, then either
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(A) classifying the sample as a responder if (Al) immune
cell infiltration exceeds a threshold and (AZ) the T-cell
activation value exceeds a threshold, or

(B) classifying the sample as a non-responder if (Al) immune
cell infiltration exceeds a threshold and (AZ) the T-cell
activation value falls below a threshold,

or (B) classifying the sample as an intermediate responder
if (Bl) immune cell infiltration falls below a threshold and
(B4) immune response regulation exceeds a threshold,

or {C) classifying the sample as intermediate responder if
(C1) immune cell infiltration falls below a threshold, (C4)
immune response regulation falls below a threshold and (C3)
cytokine signaling response exceeds a threshold,

or (D) classifying the sample as a non-responder if (D1}
immune cell infiltration falls below a threshold, (D4)
immune response regulation falls below a threshold and (D3)
cytokine signaling falls below a threshold,

i.e. wherein the special technical feature is
TIL+TCRS+cytokine+immune response regulation.
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