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HILFGF KR R R D T
CTACK (CCL27) RS THkEAL T84
TF A1 CCL11#1

G-CSF (GCSF)

TR Bk o = — I -

GM-CSF (CSF2)

MRk~ ra 7y —Yano—jigIa

HGF TR T

IFN-02 ALVE—=T 20 TN T 7Y TEAT 62
IFN-y Lo R—T7za o<

1L-10 AL A—aAfFL10

IL-12 (IL-12p70) A Z—uA%12 p35 RO pA0~T Rk
IL-13 AL Z—ufF 13

IL-12p40 AL Z—aAFL 12 pd0 YT 1=}
IL-15 AL R—ufF 15

IL-16 AL A—aAfFL 16

IL-17A AL R—aAF17A

IL-18 A A2—afF 18

IL-1a AV E—aAX N TNTT

IL-1B AL R—AFL | R—&

IL-2 A a—afFEL2

IL-2ra AL R—aAXL2ZRERT N T 78
IL-3 AL R—aA%L3

IL-5 A R2—a{F%L5

1L-6 A A—uAfFL6

IL-7 AL A—aAx7

IL-9 A B2—a{%L9

IP-10 (CXCLL10) AL B—T L H BRI 10
LIF Al G T

M-CSF (CSF1) < u7r—au——ijilA 1

MIG (CXCL9) IFNYIZE o TARESNWAT /A T EHIALACKXCEF—7WH LRI

MIP-1a (CCL3)

= ou 7 PRI L IEAT VT 7

MIP-1B (CCL4)

RIUT TV RIENER L IS AT AT 7

PDGF-BB MMRHCRARIN T BB
SDF-1a (CXCL12) PGSR 1 1

TNF-o (Br¥i) RS EEAR T T AT 7

TNF- (Vo RbEFT ) WESEEA] f—_—&

TRAIL TNF R Rh—3 A YA VR
VEGF AN RRR T

IL-8 A F—afF 8

MCP-1 (CCL2) HEREkE AL 808 -1

MGSA 7 ) NEEVEDMER AL 7R A
PGE-2 TR 5PV E2

RANTES (CCL5) TR R TR B
MIF (MMIF) =77 — Uil EIR T
GRO-a (CXCLI) IR AR A o

CRP C-Rttks 738

DDT (MIF-2) D-RYa b= AF—F

IGF-1 A RV RRRERRH- 1

SsEGFR LR RR A
sHER-2/neu (CD340) RO L -RL X —F erbB-2
sIL.-6Ra AL B—aAXL -6 325E
LIFv

FARFFARAF

PECAM-1 (CD31)

IR BRI o TR
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PDGF-AB/BB it/ INBREH R R - AB/ i M Sk - BB

YAk VA=V 4

sTIE-1 Ig K FEGF MFPER A L AT 35 F v 3 —8 -1

sTIE-2 Ig KO EGFIRER AV 2535 Ful v dih—8 2

sVEGFR-1 LRI 524 -1

sVEGFR-2 AP R TS24k -2

APRIL/TNFSF13 BAE) L RS EEIR f)H L RR— /=T 73— AL /=13
BAFF/TNFSF13B B NG AR -/ S AR -V AT Y RRA—/ 8= 73— AL 73— 13B
TNFRSF8 (CD30) TNF 25K Z—/3—T773I)— AL /3 —8

sCD163 SIALHUEHE 163

CHI3LI FF—E-3kE 1

2p130/sIL-6RB

B O30/ B—uAF 6B —K

IL-11

AL E—ufF-11

IL-19 AL B—ufFx -19
1L-20 0 i 1 s A
1L-22 A E—u x> -22
1L-26 AL RZ—aAfFx-26

IL-27(p28)

AL B—ufFL-27(p28)

IL-28 A/IFN-A2

AV B—aAF 28 A—T L H =2

IL-29/IFN-A1

AV BE—uAF 29 A—T <]

1L-32 AL A—u{FL-32

IL-34 AL A—nfFy-34

IL-35 A A—a{F%L-35

TNFSF14/ LIGHT WRFEBEIR 1R —/ S 77 3= A S =4/ RS U SR THY,
AR R TV 7Bk ECHRBISNWAZ AR THE AT ANV A
BART 4 = R—~DFE SISV L 7 PBDE OS5/

MMP-1 < w72 hau s A F—E-1

MMP-2 < w72 Aa S ar A —E -2

MMP-3 < Iy ZAZuTuT A F—E -3

FRATH N

RUMFET -3

STNF-R! IR S22k 1

sTNF-R2 [T BAEIN T2k 2

TSLP JRIEEER ) L R R

TWEAK/TNFSF12 TNF B 7R —3 R T/ st 7 A — S — 7 73—

AN—12
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IR PET-VL ~<EREEL A L /78 4
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U /BRI GRIA T3
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HVEM/TNFRSF14 (CD270)

NIRRT AN RIZEART A L=~/ R T A=/ =T 73—
AL 3—14

BTLA (CD272) B- KO-V BRI
PD-1 (CD279) VAN | %Nk -8
CD28
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7 NaanFaf REEMETINER 7 7 IU—BhE s 1/ s st 72—/ S —
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BUNRTERL BB RL | BUNRTESL BUTEEY (ZUTEHL BURTERY (AU RTERL AU RUER
EIVMEFGE | CTACK CTACK TFaxUL | AR 1| G-CSF G-CSF GM-CSF
H3AVEFGF | Eotaxin 1 CTACK G-CSF &% 1| GM-CSF G-CSF HGF
EHMFGF | G-CSF CTACK GM-CSF | =44%%iv1| HGF G-CSF IFN-a2
HIEVEFGF | GM-CSF CTACK HGF IFAF ]| IFN-02 G-CSF IFN-y
HIMFGEF | HGF CTACK IFN-a2 TALXFT 1| IFN-y G-CSF IL-10
HHVMEFGF | IFN-a2 CTACK IFN-y TA&FI 1| IL-10 G-CSF IL-12
HILMEFGF IFN-y CTACK 1L-10 A AFUL IL-12 G-CSF 1L-13
EIVEFGF | IL-10 CTACK IL-12 A&F U1 1L-13 G-CSF 1L-12p40
HMEFGEF | IL-12 CTACK 1L-13 TALEFT ]| IL-12p40 G-CSF IL-15
WHAEFGE | IL-13 CTACK IL-12p40 | =A4%i 1| IL-15 G-CSF IL-16
HHEMFGF | IL-12p40 CTACK IL-15 A&ET 1| IL-16 G-CSF IL-17A
HHMEFGE | IL-15 CTACK 1L-16 =FAFUL IL-17A G-CSF 1L-18
EMEFGE | IL-16 CTACK IL-17A TALXT 1| 1L-18 G-CSF IL-1a
HHEMEFGE | IL-17A CTACK 1L-18 A&xT 1| IL-la G-CSF 1L-1B
HHEMEFGE | IL-18 CTACK IL-1a TALEFT 1| IL-1P G-CSF IL-2
HHEMFGE | IL-1la CTACK 1L-1p TFAFIUL IL-2 G-CSF 1L-2ra
EIAEFGE | IL-1B CTACK 1L-2 TAAFV ]| IL-2ra G-CSF IL-3
HEVMEFGE | IL-2 CTACK 1L-2ra TALE 1| IL-3 G-CSF 1L-5
EHMFGE | IL-2ra CTACK 1L-3 A&xT 1| IL-5 G-CSF IL-6
HHEMEFGE | IL-3 CTACK 1L-5 xALFT U1 IL-6 G-CSF 1L-7
WHAMEFGE | IL-5 CTACK IL-6 A&FI 1| IL-T G-CSF 1L-9
HIMEFGE | IL-6 CTACK 1L-7 x| IL-9 G-CSF 1P-10
EHAMEFGE | IL-7 CTACK IL-9 TA&2%T 1| IP-10 G-CSF LIF
EIMEFGE | IL-9 CTACK 1P-10 TA&%I 1| LIF G-CSF M-CSF
HIMEFGE | IP-10 CTACK LIF TFAFT 1| M-CSF G-CSF MIG
HEINVEFGF | LIF CTACK M-CSF F&xT 1| MIG G-CSF MIP-1a
EHMFGF | M-CSF CTACK MIG AL 1| MIP-1a G-CSF MIP-14
EHAMEFGF | MIG CTACK MIP-1o A&FT 1| MIP-1B G-CSF PDGF-BB
EIMEFGEF | MIP-1a CTACK MIP-18 A4&% 1| PDGF-BB | G-CSF SDF-10.
EIVEFGF | MIP-1B CTACK PDGF-BB |=A4%%3>1| SDF-1a G-CSF TNF-q
HILMEFGE | PDGF-BB | CTACK SDF-1a A #F 1| TNF-a G-CSF TNE-B
HEIMEFGF | SDF-1a CTACK TNF-o TALXI 1| TNF-B G-CSF TRAIL
EHVEFGF | TNF-o CTACK TNF-B 44331 TRAIL G-CSF VEGF
EIVEFGF | TNF-B CTACK TRAIL TA4&% 1| VEGF G-CSF 1L-8
HHMEFGF | TRAIL CTACK VEGF A AFL| IL-8 G-CSF MCP-1
HHEMFGF | VEGF CTACK 1L-8 A% 1| MCP-1 G-CSF MGSA
HIMEFGE | IL-8 CTACK MCP-1 T3 4F% 1 MGSA G-CSF PGE-2
HIMFGF | MCP-1 CTACK MGSA A HF 1| PGE-2 G-CSF RANTES
HHMEFGE | MGSA CTACK PGE-2 TA4L¥ 1| RANTES G-CSF MIF
HHA%FGF | PGE-2 CTACK RANTES |=A44%%i>1| MIF G-CSF GRO-a
HIEPEFGF | RANTES CTACK MIF A AF 1 GRO-a G-CSF CRP
HINEFGF | MIF CTACK GRO-a F4&%I 1| CRP G-CSF DDT
EHMFGF | GRO-o CTACK CRP A&FI V1| DDT

HILMEFGF | CRP CTACK DDT

EMFGF | DDT

BT HL B TER) | BBl BURTER | By ’TBHL ZURTEE)  BURTERL B R
GM-CSF | HGF HGF IFN-02 IFN-02 | IFN=y IFN-y IL-10
GM-CSF | IFN-02 HGF IFN-y IFN-02 IL-10 IFN-y IL-12
GM-CSF IFEN-y HGF 1L-10 IFN-02 IL-12 IFN-y IL-13
GM-CSF | IL-10 HGF IL-12 IFN-a2 IL-13 IFN-y IL-12p40
GM-CSF IL-12 HGF IL-13 IFN-a2 1L-12p40 IFN-y IL-15
GM-CSF IL-13 HGF 1L-12p40 IFN-02 IL-15 IFN-y IL-16
GM-CSF IL-12p40 HGF 1L-15 IFN-a2 IL-16 [FN-y IL-17A
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GM-CSF IL-15 HGF IL-16 IFN-a2 IL-17A IFN-y IL-18
GM-CSF IL-16 HGF IL-17A IFN-¢2 IL-18 IFN-y IL-1¢
GM-CSF IL-17A HGF 1L-18 IFN-02 IL-1a [FN-y IL-1B
GM-CSF IL-18 HGF IL-1a IFN-02 IL-1B IFN-y IL-2
GM-CSF IL-1a HGF IL-1B IFN-02 IL-2 IFN-y IL-2ra
GM-CSF IL-1B HGF IL-2 IFN-a2 IL-2ra IFN-y IL-3
GM-CSF | IL-2 HGF 1L-2ra IFN-a2 IL-3 IFN-y IL-5
GM-CSF IL-2ra HGF 1L-3 IFN-02 1L-5 IFN-y 1L-6
GM-CSF IL-3 HGF IL-5 [FN-02 1L-6 IFN-y IL-7
GM-CSF IL-5 HGF 1IL-6 IFN-02 1L-7 IFN-y 1L-9
GM-CSF IL-6 HGF IL-7 IFN-o2 IL-9 IFN-y IP-10
GM-CSF 1L-7 HGF IL-9 [FN-02 IP-10 IFN-y LIF
GM-CSF | IL-9 HGF 1P-10 IFN-02 LIF IFN-y M-CSF
GM-CSF | IP-10 HGF LIF IFN-02 M-CSF IFN-y MIG
GM-CSF LIF HGF M-CSF I[FN-02 MIG IFN-y MIP-1a
GM-CSF M-CSF HGF MIG IFN-02 MIP-1¢. IFN-y MIP-1B
GM-CSF | MIG HGF MIP-1¢ IFN-a2 MIP-18 IFN-y PDGF-BB
GM-CSF MIP-1a HGF MIP-18 IFN-02 PDGF-BB [FN-y SDF-1u
GM-CSF MIP-1p HGF PDGF-BB | IFN-a2 SDF-1a IFN-y TNF-o
GM-CSF PDGF-BB | HGF SDF-1a IFN-02 TNF-a IFN-y TNF-B
GM-CSF SDF-1a HGF TNF-o. IFN-02 TNF-$ IFN-y TRAIL
GM-CSF TNF-o. HGF TNF-p IFN-02 TRAIL IFN-y VEGF
GM-CSF TNF-B HGF TRAIL IFN-02 VEGF IFN-y 1L-8
GM-CSF TRAIL HGF VEGF IFN-02 1L-8 [FN-y MCP-1
GM-CSF VEGF HGF 1L-8 [FN-a2 MCP-1 IFN-y MGSA
GM-CSF IL-8 HGF MCP-1 IFN-02 MGSA IFN-y PGE-2
GM-CSF MCP-1 HGF MGSA IFN-02 PGE-2 IFN-y RANTES
GM-CSF | MGSA HGF PGE-2 IFN-02 RANTES IFN-y MIF
GM-CSF PGE-2 HGF RANTES IFN-02 MIF IFN-y GRO-a
GM-CSF RANTES HGF MIF IFN-02 GRO-g IFN-y CRP
GM-CSF | MIF HGF GRO-u IFN-02 CRP IFN-y DDT
GM-CSF | GRO-u. HGF CRP IFN-o2 DDT
GM-CSF CRP HGF DDT
GM-CSF | DDT

BURTEHL BUNRTEH2 | BT H#L BB RY | ZBURERL BURTERY |\ BURTERL AU TEEL
IL-10 IL-12 IL-12 1L-13 IL-13 1L-12p40 IL-12p40 | IL-15
IL-10 IL-13 1L.-12 1L-12p40 IL-13 1L-15 1L-12p40 | IL-16
IL-10 1L-12p40 IL-12 IL-15 IL-13 IL-16 IL-12p40 | IL-17A
1L-10 IL-15 1L-12 1L-16 IL-13 1IL-17A IL-12p40 | IL-18
IL-10 IL-16 IL-12 1L-17A IL-13 1L-18 IL-12p40 | IL-1g
1L-10 IL-17A I1L-12 1L-18 IL-13 IL-1a IL-12p40 | IL-1B
IL-10 IL-18 IL-12 IL-1a IL-13 IL-1B IL-12p40 | IL-2
1L-10 IL-1a 1L-12 1L-1B IL-13 1L-2 IL-12p40 | IL-2ra
IL-10 IL-1B 1L-12 1L-2 IL-13 IL-2ra IL-12p40 | IL-3
IL-10 IL-2 IL-12 IL-2ra IL-13 1L-3 IL-12p40 | IL-5
IL-10 IL-2ra IL-12 IL-3 IL-13 IL-5 1L-12p40 | 1L-6
IL-10 IL-3 IL-12 IL-5 IL-13 IL-6 1L-12p40 | 1L-7
1L-10 IL-5 1L-12 1L-6 1L-13 1L-7 1L-12p40 | IL-9
1L-10 1L-6 1L-12 1L-7 IL-13 1L-9 IL-12p40 | IP-10
IL-10 1L-7 IL-12 1L-9 IL-13 1P-10 1L-12p40 | LIF
IL-10 IL-9 1L-12 1P-10 IL-13 LIF 1L-12p40 | M-CSF
IL-10 1P-10 IL-12 LIF IL-13 M-CSF IL-12p40 | MIG
1L-10 LIF 1L-12 M-CSF IL-13 MIG IL-12p40 | MIP-1a
1L-10 M-CSF 1L-12 MIG IL-13 MIP-1a IL-12p40 | MIP-18
IL-10 MIG 1L-12 MIP-1a IL-13 MIP-1B 1L-12p40 | PDGF-BB
IL-10 MIP-1a IL-12 MIP-18 IL-13 PDGF-BB 1L-12p40 | SDF-1a
IL-10 MIP-18 IL-12 PDGF-BB | IL-13 SDF-1a IL-12p40 | TNF-q
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IL-10 PDGF-BB | IL-12 SDF-1a IL-13 TNF-q IL-12p40 | TNF-B
1L-10 SDF-1q 1L-12 TNF-o IL-13 TNF-B 1L-12p40 | TRAIL
1L-10 TNF-a. 1L-12 TNF-B IL-13 TRAIL 1L-12p40 | VEGF
IL-10 TNE-B IL-12 TRAIL 1L-13 VEGF IL-12p40 | IL-8
IL-10 TRAIL IL-12 VEGF IL-13 IL-8 IL-12p40 | MCP-1
IL-10 VEGF IL-12 1L-8 IL-13 MCP-1 IL-12p40 | MGSA
11.-10 1L-8 .-12 MCP-1 I1.-13 MGSA 11.-12p40 | PGE-2
1L-10 MCP-1 1L-12 MGSA IL-13 PGE-2 1L-12p40 | RANTES
1L-10 MGSA 11.-12 PGE-2 11.-13 RANTES 1L-12p40 | MIF
IL-10 PGE-2 IL-12 RANTES | IL-13 MIF IL-12p40 | GRO-a
1L-10 RANTES 1L.-12 MIF 11.-13 GRO-a 1L-12p40 | CRP
IL-10 MIF IL-12 GRO-a 1L-13 CRP IL-12p40 | DDT
IL-10 GRO-a 1L-12 CRP IL-13 DDT
1L-10 CRP 1L-12 DDT
IL-10 DDT

B RIGHL B RTBH |\ R TBHL RUPERY (B RIBHL RUDERY (BRI RL AV EHRL
1L-15 1L-16 1L-16 IL-17A IL-17A I1L-18 IL-18 IL-1a
IL-15 IL-17A IL-16 1L-18 IL-17A IL-1a 1L-18 IL-1B
IL-15 IL-18 IL-16 IL-1o IL-17A IL-1B IL-18 1L-2
IL-15 IL-1a IL-16 1L-1B IL-17A IL-2 IL-18 IL-2ra
1L-15 IL-1B 1L-16 1L-2 IL-17A IL-2ra IL-18 1L-3
IL-15 1L-2 IL-16 1L-2ra IL-17A IL-3 1L-18 1L-5
1L-15 1L-2ra 1L-16 IL-3 IL-17A 1L-5 IL-18 IL-6
1L-15 1L-3 1L-16 IL-5 IL-17A IL-6 IL-18 1L-7
IL-15 IL-5 1L-16 IL-6 IL-17A 1L-7 IL-18 1L-9
IL-15 IL-6 IL-16 1L-7 IL-17A 1L-9 IL-18 1P-10
IL-15 1L-7 1L-16 1L-9 IL-17A IP-10 IL-18 LIF
IL-15 1L-9 IL-16 1P-10 IL-17A LIF 1L-18 M-CSF
I1L-15 1P-10 1L-16 LIF IL-17A M-CSF IL-18 MIG
IL-15 LIF 1L-16 M-CSF IL-17A MIG IL-18 MIP-1a
IL-15 M-CSF 1L-16 MIG IL-17A MIP-1a IL-18 MIP-18
IL-15 MIG IL-16 MIP-1a IL-17A MIP-18 IL-18 PDGF-BB
IL-15 MIP-1a 1L-16 MIP-1B IL-17A PDGF-BB IL-18 SDF-1a
IL-15 MIP-1B IL-16 PDGF-BB | IL-17A SDF-1a 1L-18 TNF-o
IL-15 PDGF-BB | IL-16 SDF-1a IL-17A TNF-u IL-18 TNF-B
IL-15 SDF-1a IL-16 TNF-o. IL-17A TNF-p IL-18 TRAIL
IL-15 TNF-o IL-16 TNF-B IL-17A TRAIL 1L-18 VEGF
1L-15 TNEF-B 1L-16 TRAIL IL-17A VEGF 1L-18 1L-8
1L-15 TRAIL 1L-16 VEGF IL-17A 1L-8 IL-18 MCP-1
IL-15 VEGF IL-16 IL-8 IL-17A MCP-1 IL-18 MGSA
IL-15 IL-8 IL-16 MCP-1 IL-17A MGSA IL-18 PGE-2
IL-15 MCP-1 IL-16 MGSA IL-17A PGE-2 IL-18 RANTES
IL-15 MGSA 1L-16 PGE-2 IL-17A RANTES IL-18 MIF
1L-15 PGE-2 1L-16 RANTES | IL-17A MIF 1L-18 GRO-a
1L-15 RANTES IL-16 MIF IL-17A GRO-a IL-18 CRP
1L-15 MIF IL-16 GRO-a IL-17A CRP 1L-18 DDT
IL-15 GRO-a IL-16 CRP IL-17A DDT
IL-15 CRP IL-16 DDT
1L-15 DDT

B RTGHL BURTEHY | B NPEHL BRI | ZURTEHL RURTEH (U8R AT EH#2
IL-1o 1IL-1B IL-1B IL-2 IL-2 IL-2ra IL-2ra IL-3
IL-1a IL-2 IL-1P IL-2ra 1L-2 1L-3 1L-2ra IL-5
IL-1o IL-2ra IL-1B IL-3 IL-2 IL-5 IL-2ra IL-6
IL-1a IL-3 IL-18 IL-5 IL-2 IL-6 IL-2ra IL-7
IL-1a 1L-5 IL-18 IL-6 IL-2 1L-7 IL-2ra IL-9
IL-1a 1L-6 1L-18 IL-7 IL-2 1L-9 IL-2ra IP-10
IL-1o IL-7 IL-1B IL-9 IL-2 IP-10 IL-2ra LIF
IL-1a IL-9 IL-18 IP-10 IL-2 LIF IL-2ra M-CSF
IL-Ta 1P-10 IL-1B LIF IL-2 M-CSF [L-2ra MIG
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IL-1a LIF IL-18 M-CSF 1L-2 MIG IL-2ra MIP-1a
IL-1a M-CSF IL-18 MIG IL-2 MIP-1a IL-2ra MIP-1B
IL-1a MIG IL-1B MIP-1a IL-2 MIP-18 IL-2ra PDGF-BB
IL-1a MIP-1a IL-18 MIP-1B IL-2 PDGF-BB IL-2ra SDF-1o
IL-1a MIP-1p IL-18 PDGF-BB IL-2 SDF-1la IL-2ra TNF-o
IL-1a PDGF-BB | IL-18 SDF-la L2 TNF-a IL-2ra TNF-B
IL-1a SDF-1a IL-18 TNF-a 1L-2 TNF-B IL-2ra TRAIL
IL-1a TNF-a. IL-18 TNF-B IL-2 TRAIL IL-2ra VEGF
IL-1a TNF-B IL-18 TRAIL 1L-2 VEGF IL-2ra IL-8
IL-1a TRAIL IL-18 VEGF IL-2 IL-8 IL-2ra MCP-1
IL-1a VEGF IL-1B IL-8 1L-2 MCP-1 IL.-2ra MGSA
IL-1a IL-8 1L-18 MCP-1 IL-2 MGSA IL-2ra PGE-2
IL-1a MCP-1 IL-1B MGSA 1L-2 PGE-2 IL-2ra RANTES
IL-1a MGSA IL-18 PGE-2 IL-2 RANTES IL-2ra MIF
IL-1a PGE-2 IL-18 RANTES IL-2 MIF IL-2ra GRO-a
IL-1a RANTES IL-18 MIF IL-2 GRO-a IL-2ra CRP
IL-1a MIF IL-18 GRO-o I1.-2 CRP IL-2ra DDT
IL-1a GRO-a IL-1B CRP IL-2 DDT
IL-1a CRP IL-18 DDT
IL-1a DDT

B RTGHL BURTEHY | B RTEHL ZURTEHY (| ZURTEHRL RURTEH2 (| ZURIERL AT EH#
IL-3 IL-5 IL-5 IL-6 IL-6 IL-7 1L-7 IL-9
IL-3 IL-6 IL-5 IL-7 IL-6 1L-9 1L-7 IP-10
IL-3 IL-7 IL-5 [L-9 IL-6 IP-10 IL-7 LIF
IL-3 IL-9 IL-5 IP-10 IL-6 LIF IL-7 M-CSF
IL-3 IP-10 IL-5 LIF IL-6 M-CSF IL-7 MIG
IL-3 LIF 1L-5 M-CSF IL-6 MIG 1L-7 MIP-1a
IL-3 M-CSF IL-5 MIG IL-6 MIP-1a 1L-7 MIP-1B
IL-3 MIG 1L-5 MIP-1a IL-6 MIP-18 1L-7 PDGF-BB
1L-3 MIP-1a 1L-5 MIP-1B IL-6 PDGF-BB 1L-7 SDF-1a
IL-3 MIP-1§ 1L-5 PDGF-BB IL-6 SDF-1a IL-7 TNF-a
IL-3 PDGF-BB | IL-5 SDF-la IL-6 TNF-a IL-7 TNF-$
1L-3 SDF-1a 1L-5 TNF-o IL-6 TNF-$ 1L-7 TRAIL
1L-3 TNF-a IL-5 TNF-8 IL-6 TRAIL 1L-7 VEGF
IL-3 TNF-B 1L-5 TRAIL IL-6 VEGF IL-7 IL-8
1L-3 TRAIL IL-5 VEGF IL-6 1L-8 IL-7 MCP-1
IL-3 VEGF IL-5 IL-8 IL-6 MCP-1 1L-7 MGSA
IL-3 IL-8 IL-5 MCP-1 IL-6 MGSA IL-7 PGE-2
IL-3 MCP-1 IL-5 MGSA IL-6 PGE-2 IL-7 RANTES
IL-3 MGSA IL-5 PGE-2 IL-6 RANTES IL-7 MIF
IL-3 PGE-2 IL-5 RANTES IL-6 MIF IL-7 GRO-a
IL-3 RANTES IL-5 MIF IL-6 GRO-a IL-7 CRP
IL-3 MIF IL-5 GRO-o 1L-6 CRP 1L-7 DDT
1L-3 GRO-o 1L-5 CRP 1L-6 DDT
IL-3 CRP 1L-5 DDT
1L-3 DDT

BURTE#L BURTBHY | B RTE#L B SYEHL (| BURTEHL AURTERY AU RTERL B TR
IL-9 IP-10 IP-10 LIF LIF M-CSF M-CSF MIG
1L-9 LIF IP-10 M-CSF LIF MIG M-CSF MIP-1a
IL-9 M-CSF 1P-10 MIG LIF MIP-1u M-CSF MIP-1B
IL-9 MIG IP-10 MIP-1a LIF MIP-1B M-CSF PDGF-BB
IL-9 MIP-1a IP-10 MIP-1B LIF PDGF-BB M-CSF SDF-1a
1L-9 MIP-1P IP-10 PDGF-BB LIF SDF-la M-CSF TNEF-a
1IL-9 PDGF-BB | IP-10 SDF-la LIF TNF-u M-CSF TNF-
IL-9 SDF-1a IP-10 TNF-a LIF TNF-B M-CSF TRAIL
1L-9 TNF-a. IP-10 TNF-§ LIF TRAIL M-CSF VEGF
1L-9 TNF-B 1P-10 TRAIL LIF VEGF M-CSF IL-8
1L-9 TRAIL IP-10 VEGF LIF IL-8 M-CSF MCP-1
IL-9 VEGF IP-10 IL-8 LIF MCP-1 M-CSF MGSA
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IL-9 1L-8 IP-10 MCP-1 LIF MGSA M-CSF PGE-2
1L-9 MCP-1 IP-10 MGSA LIF PGE-2 M-CSF RANTES
1L-9 MGSA IP-10 PGE-2 LIF RANTES M-CSF MIF
IL-9 PGE-2 IP-10 RANTES LIF MIF M-CSF CRP
IL-9 RANTES IP-10 MIF LIF GRO-¢ M-CSF DDT
IL-9 MIF IP-10 GRO-a LIF CRP
1L.-9 GRO-a IP-10 CRP LIF DDT
IL-9 CRP IP-10 DDT
1L-9 DDT
BoRTEHL BURTEH2 | B R’IBHL BURTEH | AU ’IBHL BURIEHY (AU RTEHL BV RTE#2
MIG MIP-1a MIP-1a MIP-1B MIP-1B PDGF-BB PDGF-BB | SDF-1a
MIG MIP-1§ MIP-1a PDGF-BB MIP-18 SDF-1a PDGF-BB | TNF-a 10
MIG PDGF-BB | MIP-1a SDF-1a MIP-18 TNF-a PDGF-BB | TNF-f8
MIG SDF-1a MIP-1la TNF-a MIP-18 TNF-3 PDGF-BB | TRAIL
MIG TNF-a MIP-1a TNF-8 MIP-1B TRAIL PDGF-BB | VEGF
MIG TNF-B MIP-1a TRAIL MIP-1B VEGF PDGF-BB | IL-8
MIG TRAIL MIP-1a VEGF MIP-18 IL-8 PDGF-BB | MCP-1
MIG VEGF MIP-1a IL-8 MIP-18 MCP-1 PDGF-BB | MGSA
MIG IL-8 MIP-1a MCP-1 MIP-1B MGSA PDGF-BB | PGE-2
MIG MCP-1 MIP-1a MGSA MIP-1B PGE-2 PDGF-BB | RANTES
MIG MGSA MIP-1a PGE-2 MIP-18 RANTES PDGF-BB | MIF
MIG PGE-2 MIP-1a RANTES MIP-18 MIF PDGF-BB | GRO-a
MIG RANTES MIP-1a MIF MIP-1B GRO-a PDGF-BB | CRP
MIG MIF MIP-1a GRO-a MIP-1B CRP PDGF-BB | DDT
MIG GRO-a MIP-1a CRP MIP-18 DDT 20
MIG CRP MIP-1a DDT
MIG DDT
BRTGHL B RTBH2 |\ BV DBHL BURTERY |\ BUIBHL BURTERY |\ ZURTEEL ZURTER
SDF-1a TNF-o TNF-o TNE-B TNF-j TRAIL TRAIL VEGF
SDF-1a TNF-B TNF-¢ TRAIL TNF-p VEGF TRAIL IL-8
SDF-1a TRAIL TNF-a VEGF TNF- 1L-8 TRAIL MCP-1
SDF-1a VEGF TNF-¢ IL-8 TNF-f MCP-1 TRAIL MGSA
SDF-1a 1L-8 TNF-o MCP-1 TNF-f MGSA TRAIL PGE-2
SDF-1a MCP-1 TNF-a MGSA TNF-$ PGE-2 TRAIL RANTES
SDF-1a MGSA TNF-¢ PGE-2 TNF-j RANTES TRAIL MIF
SDF-1a PGE-2 TNF-¢ RANTES TNF-p MIF TRAIL GRO-a
SDF-1la RANTES | TNF-o MIF TNF-8 GRO-g TRAIL CRP
SDF-1a MIF TNF-a GRO-a TNF-$ CRP TRAIL DDT 30
SDF-la GRO-o TNF-¢ CRP TNF-j DDT
SDF-1a CRP TNF-¢ DDT
SDF-1a DDT
B RGTGHL BURTEHY | BRI HL B RTEHEY ([ AURTEEL BUNRTERY  AURTERL AU RTEH2
VEGF IL-8 IL-8 MCP-1 MCP-1 MGSA MGSA PGE-2
VEGF MCP-1 IL-8 MGSA MCP-1 PGE-2 MGSA RANTES
VEGF MGSA IL-8 PGE-2 MCP-1 RANTES MGSA MIF
VEGF PGE-2 IL-8 RANTES MCP-1 MIF MGSA GRO-¢
VEGF RANTES IL-8 MIF MCP-1 GRO-0 MGSA CRP
VEGF MIF IL-8 GRO-u MCP-1 CRP MGSA DDT
VEGF GRO-a IL-8 CRP MCP-1 DDT
VEGF CRP IL-8 DDT
VEGF DDT 40
B RTGHL BRTEHY | B RIBH#L BV RTEHY | BV IBHL BV RIEHY (BRI REL RV RTEH
PGE-2 RANTES RANTES | MIF MIF GRO-a GRO-a CRP
PGE-2 MIF RANTES | GRO-« MIF CRP GRO-a DDT
PGE-2 GRO-o RANTES | CRP MIF DDT
PGE-2 CRP RANTES | DDT
PGE-2 DDT
B RTEH1 BB H2
CRP | DDT
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TNF-B 1.22%%% (.93 %*
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CTACK 7.39% 1.61* 2.31%
GRO-a 1.13%% 1.08%%+%
IL-16 0.84* 0.59%
MCP-3 1.83%** | 4.07* 1.24*
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IL-3 1.73%%% | 6.06* 1.45*
M-CSF 1.24** | 2.35%
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IL- 1.38%%* | 2.17* | 1.11* 1.34%
12p40
LIF 1.09*
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MIP-1B 3.99*
bFGF 1.16*
G-CSF 1.66%*
GM- 1.20* 1.37% 1.07*
CSF
VEGF 0.44% 0.47* 0.60%*
IL-2 1.40%* 9.01%* 0.06*
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INTERNATIONAL SEARCH REPORT

(153)

JP 2020-502545 A 2020.1.23

International application No.
PCT/AU2017/000282

A. CLASSIFICATION OF SUBJECT MATTER
€i2Q 1/37(2006.01) GOIN 33/68 (2006.01)

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols}

Documentation searched other than minimum documentation to the extent that such documents are inclnded in the fields searched

Electronic data base consulted during the intematicnal search (name of data base and, where practicable, search terms used)

PATENW, EFODOC, WPIAP: C12Q 1/37, GOLN 33 (IPC CPC); red blood, erythrocyte, whole blood, profile, biomarker, proteome, proteinase,
inhibitor and similar terms.

CAplus, Medline, Biosis: red blood cell, erythrocyte, protease inhibitor, profile, biomarker, proteome and similar terms

Applicant/Inventor search: PatentScope, PubMed, AusPat and internal TP Australia databases.

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category®

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to
claim No.

Documents are listed in the continuation of Box C

Further documents are listed in the continuation of Box C

See patent family annex

nan

g

e

o

npn

Special categories of cited documents:
document defining the general state of the art which is not
considered to be of particular relevance

earlier application or patent but published on or after the
international filing date

document which may throw doubts on priority claim{s) or
which is ¢ited to establish the publication date of another
citation or other special reason (as specified)

document referring to an cral disclosure, vse, exhibition
or other means

document published prier to the international filing date
but later than the priority date claimed

[\

'

oy

later document published after the international filing date or priority date and not in
conflict with the applicatien but cited to understand the principle ar thenry
underlying the inventicn

document of particular relevance; the claimed invention cannot he considered novel
ar cannot be considered to invalve an inventive step when the document is taken
alone

document of particular relevance; the claimed invention cannot be considered to
involve an inventive step when the document is cembined with one or more other
such documents, such combination being obvious to a person skilled in the art

document member of the same patent family

Date of the actual completion of the international search
28 February 2018

Date of mailing of the international search report
28 February 2018

Name and mailing address of the ISA/AU

AUSTRALIAN PATENT OFFICE
PO BOX 200, WODEN ACT 2606, AUSTRALIA
Email address: pet@ipaustralia.gov.au

Authorised officer

Gareth Cook

AUSTRALIAN PATENT OFFICE
(180 9001 Quality Cettified Service)
Telephone No. +61399359629

Form PCT/ASA/210 (fifth sheet) (Tuly 2009)
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT PCT/AU2017/000282
Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.,
Ayache S et al, “Effects of storage time and exogenous protease inhibitors on plasma
protein levels”, American Journal of Clinical Pathology, 2006, 126(2):174-184
X abstract, pages 175 to 176, whole of document 2,8,9,13-15, 18-20, 43-47
LiL et al, “Development and characterization of dried blood spot materials for the
measuretnent of immunoreactive trypsinogen”, Journal of Medical Screening, 2006,
13(2):79-84
X abstract, page 80, whole of document 2,3,6,7,10,11,13-15, 18-
20
Qlivieri E er af, “The effect of protease inhibitors on the two-dimensional
electropheresis pattern of red blood cell membranes”, Electrophoresis, 2001, 22(3):560-
565
X abstract, page 560 to 563, whole of document 2,3,6,7,10,11,13-15, 18-
20
D'Amici GM et al, “Proteomic analysis of RBC membrane protein degradation during
blood storage™, Journal of Proteome Research, 2007, 6(8):3242-3255
X abstract, page 3252, whole of document 2,3,6-11,13, 15,18, 20
Bowyer PW er al, “Global profiling of proteolysis during rupture of Plasmodium
falciparum from the host erythrocyte”, Molecular and Cellular Profeomics, 2011,
10(5):M110.001636 [retrieved from intemet 22 February 2018] <URL:
http://www.mecponline.org/content/10/5/M 110.00¢1636.short >
X abstract, pages 2, 3, 9, 11, figure 5, Supplemental figures, whole of document 1,2, 6-10, 13-15, 18-20
WO 2011/127056 A2 (THE UAB RESEARCH FOUNDATION} 13 October 2011
X pages 36 to 38 4347
WO 2008/134526 A2 (UNIVERSITY OF FLORIDA RESEARCH FOUNDATION
INC) 06 November 2008
X pages 37 to 39 43-47
US 2009/0054741 Al (MCALEER) 26 Febryary 2009
X claims 1 and 11, paragraph [0056], whole of document 26
WO 2009/111595 A2 (RIDGE DIAGNOSTICS INC) 11 September 2009
X pages 12 to 18, claims 1 to 4 and 21 1o 24, whole of document 26
WO 2012/166055 Al (SINGAPORE HEALTH SERVICES PTE LTD) 06 December
2012
A whole of document
WO 2017/106899 A2 (SANGUI BIO PTY LTD) 29 June 2017
PX pages 49 to 51, whole of document 2,3,6-11, 13-15, 18-20
WO 2017/059477 Al (SANGUI BIO PTY LTD) 13 April 2017
P,.X pages 67 to 70, figure 16, whole of document 2,3,6-11, 13-15, 18-20
Form PCT/ASA/210 (fifth sheet) (Tuly 2009)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/AU2017/000282

Box No. I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following
Teasons:

1. I:‘ Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

the subject matter listed in Rule 39 on which, under Article 17(2)(a)(i), an international search is not required to be
carried out, including

2, Claims Nos.: 21

becanse they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

See Supplemental Box

3. I:' Claims Nos:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4{a)

Bex No. III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Autharity found multiple inventions in this international application, as follows:

Sece Supplemental Box for Details

As all required additional scarch fecs were timely paid by the applicant, this international search report covers all
searchable claims.

As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite
payment of additional fees.

[ P [

As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. I:l No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:I The additional search fees were accompanied by the applicant’s protest and, where applicable,

the payment of a protest fee.

|:| The additional search fees were accompanied by the applicant's protest but the applicable
protest fee was not paid within the time limit specified in the invitation.

I:I No protest accompanied the payment of additional scarch fees.

Form PCT/SA/210 (third sheet) (July 2009}
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Supplemental Box

Continuation of Box II
Claim 21 does not comply with Rule 6.2(a) because it relies on reference to Tables contained in the description.

Continuation of: Box I1I
This International Application does not comply with the requirements of unity of invention because it does not relate to one
invention or to a group of inventions so linked as to form a single general inventive concept.

This Authority has found that there are different inventions based on the following features that separate the ¢laims into distinct
groups:

(1) Claims 1 to 42 are directed to methods of producing a protein profile from whole blood, or a portion there of such as red
blood cells wherein the protein profile is the difference in levels of one or more proteins between a part of the sample which
has been contacted with one or more protease inhibitors and a part of the sample which has not been contacted with one or
more protease inhibitors, or the difference in levels of one or more proteins before and after the sample has been contacted
with one or more proteasc inhibitors.

(2) Claims 43 to 48 are directed to a kit (claims 44 to 48 incorrectly referring to a method), the kit being suitable for producing
a protein profile of a blood sample comprising at least one reagent suitable for obtaining a red blood cell component, one or
mote protease inhibitors and at least one reagent to measure the levels of one or more proteins of the red blood cell
component.

PCT Rule 13.2, first sentence, states that unity of invention is only fulfilled when there is a technical relationship among the
claimed inventions invelving one or more of the same or comresponding special technical features. PCT Rule 13.2, second sentence,
defines a special technical feature as a feature which makes a contribution over the prior art.

When there is no special technical feature common to all the claimed inventions there is no unity of invention.

In the above groups of claims, the identified features may have the potential to make a contribution over the pricr art but are not
common 1o all the claimed inventions and therefore cannot provide the required technical relationship. While both groups relate to
producing a protein profile from a blood sample, the kit is not claimed in such a way that it can only be used to produce a protein
profile through the methods of invention (1). Producing protein profiles of blood components, include red bloed cells, is well
known in the art, protease inhibitors are routinely used when taking blood samples to stabilise and limit degradation of the blood
sample. Any common features between the two groups is generic in the art. Therefore there is no special technical feature common
to all the claimed inventions and the requirements for unity of invention are consequently not satisfied a priori.

Form PCT/ASA/210 (Supplemental Box) (July 2009)
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This Annex lists known patent family members relating to the patent documents cited in the above-mentioned international search
report. The Australian Patent Office is in no way liable for these particulars which are merely given for the purpose of information.
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