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MILLIPLEX®MAP Z£T xMAP® I ARBRIBS A ZEFRNFT 5 , ERARBRENMIRREREAR, @B 2-3 MRaH, KR
EILEBISHROR R BRI ITRE | AIIATS 1-500 FhARRIMIKAMBRAARIKEZEH R4, 1N R EE Mk @K R RN
DTS FIERRE, BERATAPMERCIRAERRRORE, €8 Luminex® & , BIASSIIX R MEARBSMEEN D
PERERRAL .

96-well plate

6.5 microns

Multiplexing: Multiple
analytes. Measured
multiple times
simultaneously.

The bead is impregnated
with the dye mixture

Bead Region 21 Bead Region 26

XMAP®
technology
from Luminex®
Corporation

10 UNIQUE RED DYE
CONCENTRATIONS

Reporter
(Strep/PE)

Sandwich
Immunoassay

Analyte

Capture
Antibody
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Hanahan D1, Weinberg RA.Cell. 2011.
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FifijEz CEA,NSE,CA125,CYFRA21-1,IGFBP3,CA9,ECM-1,CD44
ZEEMRE CA19-9,CEA,FAP,IGFBP3,CD44,EpCAM
B CEA,CA19-9,CYFRA211,Myeloperoxidase,ECM-1,VEGF,Midkine,CD44,Hepsin
FLARRE CA15-3,CEA,CA125,CA19-9,Cathepsin D,ALDH1A1,CA9,Midkine,Hepsin, TGM2
FfiE AFP,CA19-9,CEA,Serum Ferritin(SF),DKK-1,HSP27,0PN,TGFB1,IGF- Il ,HGF,MMPs,NSE,VEGF,
Sex Hormone Binding Globulin,ECM-1,EpCAM

FRIRBR Galectin-3,VEGF,CEA,CA125,CA19-9,ALDH1A1,Midkine
BEE CEA,CYFRA2115,CA19-9,AFP,CRP,PSA,P53,HER-2,PCNA,IL2,IL8,Survivin,MUC-1
SikE CEA,CA125,CA19-9,HIF-1qa,c-Met,Bcl-2,EGFR,CA153,HCGB,EpCAM,Hepsin
R VEGF,CA125,CA15-3,Serum Ferritin (SF),CYRA21-1,CEA,NSE,CD44,TNFa
Pz GFAP,PCNA,P53,CA9
FEAR = Antithrombin III,Mesothelin,
SRR CA125,APO A1l,Serum Ferritin(SF),AFP,HE4,HCGB,ECM1,Mesothelin,Hepsin
BIYIRREE PSA,Vitamin D Binding Protein,Hepsin

“BREBABESE

Human Circulating Cancer
Biomarker Panel 1
(Cat. No. HCCBP1MAG-58K)

a-Fetoprotein (AFP)
CA125

CA15-3

CA19-9

CEA

CYFRA21-1
sFAS/TNFRSF6
sFasL
FGF-2/FGF-basic
HCGB

HE4

HGF

IL-6

IL-8/CXCL8
Leptin

MIF
Osteopontin (OPN)
Prolactin

PSA (free)t
PSA (total)t
SCF

TGFa

TNFa
TRAIL/TNFSF10
VEGF-A

Human Circulating Cancer
Biomarker Panel 2

(Cat. No. HCCBP2MAG-58K)

Antithrombin III

Complement Factor
H (CFH)

Extracellular Matrix
Protein 1 (ECM1)

Vitamin D Binding
Protein

Human Circulating Cancer
Biomarker Panel 3

(Cat. No. HCCBP3MAG-58K)

Cathepsin D
Ferritin

Fibroblast Activation
Protein (FAP)

Galectin-3
IGFBP3

Melanoma Inhibitory
Activity (MIA)

Myeloperoxidase
(MPO)

Sex Hormone Binding
Globulin (SHBG)

Human Circulating Cancer
Biomarker Panel 4

(Cat. No. HCCB4MAG-58K)

ALDH1A1 Kallikrein-6
Carbonic Anhydrase Mesothelin
9 (CA9) Midkine

CD44 NCAML1/L1CAM/

EpCAM CD171

Hepsin Transglutaminase 2
(TGM2)

BEZERAEIER:

MerckMillipore.com/immunoassays
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PROLIFERATION
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NORMAL CELL

PROUFERATION

1%
CANCER CELL

PROUFERATION PROTEIN ACTIVITY MEASURE

Fortunato Bianconi , Elisa Baldelli.
Bmc Systems Biology.2016.

Early Apoptosis — 7 Plex
(Cat. No. 48-669MAG) AB2 'V | NON-CONFIGURABLE KIT

o PREARRE TG B REET BIEATES (Bl
Bcl-2xR7%) , MGIATESEANTE . (RATES

K&, UKP53 (5 S BRENEIERKE G,

Human Bcl-2 Family Apoptosis Panel 1 - 6 Plex
(Cat. No. 48-682MAG) AB1 'V | NON-CONFIGURABLE KIT

Analyte Total Phosphorylated Analyte Total Phosphorylated
Akt/PKB V (Ser473) H, M, R BAD v V (Ser112) H
BAD V (Ser112) H BAX v

Bcl-2 V (Ser70) H Bcl-xL/BAD v H
Active Caspase 8 v H (interaction)

Active Caspase 9 v H BIM v H
INK/SAPK1 V (Thr183/Tyr185) H, M, R E?rflt:all’/aii:\:n) v H
p53 V (Ser46) H

Human Bcl-2 Family Apoptosis Panel 2 - 4 Plex
(Cat. No. 48-683MAG) AB1 'V | NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

Bcl-2 v H
Bcl-xL v H
Mcl-1 v H
NOXA/Mcl-1 v H

(interaction)

BEZEmAEIER:
MerckMillipore.com/immunoassays

Human DNA Damage/Genotoxicity — 7 Plex
(Cat. No. 48-621MAG) AB1 W [ NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

ATR v

Chk1 V (Ser345) H, M, R
Chk2 V (Thr68) H
H2A.X V (Ser139) H, M, R
MDM2 v H, M, R
p21 v

p53 V (Ser15) H




SRR B

Increased
# Mutation rates

@ Drug-efflux proteins

® Insensitivity to p53- Il
mediated apoptosis _»{}'

Human Cytokine/Chemokine Panel I

M (Cat. No. HCYTOMAG-60K)

€D (Cat. No. HCYTMAG-60K-PX29)

€ (Bulk Cat. No. HCYTMAG60PMX29BK)
€ (Cat. No. HCYTMAG-60K-PX30)

@ (Bulk Cat. No. HCYTMAG60PMX30BK) ¢
@ (Cat. No. HCYTMAG-60K-PX38)

€ (Bulk Cat. No. HCYTMAG60PMX38BK)
@ (Cat. No. HCYTMAG-60K-PX41)

@ (Bulk Cat. No. HCYTMAG60PMX41BK)

sCD40L -9
EGF I-10 4

Eotaxin/CCL11 4 IL-12 (p40) ¢
FGF-2/FGF-basic IL-12 (p70) ¢

Flt3 Ligand IL-13 4
Fractalkine/CX3CL1 IL-154
G-CSF ¢ IL-17A/CTLAS ¢
GM-CSF ¢ IP-10/CXCL10 ¢
GRO MCP-1/CCL2 ¢
IFNa2 ¢ MCP-3/CCL7
IFNy ¢ MDC/CCL22
IL-1a ¢ MIP-1a/CCL3 4
IL-18 ¢ MIP-1B/CCL4 4
IL-1Ra ¢ PDGF-AA A
-2 4 PDGF-AB/BB A
IL-34 RANTES/CCL54A
IL-4 ¢ TGFa
IL-54 TNFa ¢
IL-6 4 TNFB/Lymphotoxin-a
IL-7 4 (LTA) ¢

VEGF-A ¢

IL-8/CXCL8 ¢

Akt/mTOR (Total) — 11 Plex
(Cat. No. 48-612MAG) AB2 'V | NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

Akt/PKB v H, M, R
GSK3a v H, M, R
GSK3p v H, M, R
IGF1R v H, M, R
IR v H, R
IRS1 v H, M, R
mTOR v H, M, R
p70S6 Kinase v H, M, R
PTEN v H, M, R
RPS6 v H, M, R
TSC2 v H, M, R

EZE=MARIER: MerckMillipore.com/immunoassays

Decreased
’ ) JQuu— — = 1 s .

ocel polferationate R B IR S A BB AL,

# Oxygen and nutrients

® Drug permeability

# Soluble factors

Normoxia anxia

o MBARERREY K, SH—LEMBARZH

o MEBFIAKRENWSIRME S MMAXMNEF (W0
HIF—1.VEGFXESE), REEKHFZHNEE R
BHFEME, BB B 4E K UMERE .

Human Bcl-2 Family Apoptosis Panel 1 - 6 Plex

(Cat. No. 48-682MAG) AB1 W [ NON-CONFIGURABLE KIT

Analyte Total

BAD v

BAX v

Bcl-xL/BAD v
v
v

Phosphorylated
V (Ser112) H

(interaction)

BIM

Mcl-1/BIM
(interaction)

Human Bcl-2 Family Apoptosis Panel 2 - 4 Plex
(Cat. No. 48-683MAG) AB1 VW [NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

Bcl-2 v H
Bel-xL v H
Mcl-1 v H
NOXA/Mcl-1 v H
(interaction)
Aktl Phospho/Total — 2 Plex
(Cat. No. 48-631MAG) AB2 V @ ee | NON-CONFIGURABLE KIT
Analyte Total Phosphorylated

Aktl (Ser473) H, M, R
Aktl v H, M, R
NFkB — 6 Plex
(Cat. No. 48-630MAG) AB1 V¥ | NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

c-Myc v H
FADD V (Ser194) H

IkBa V (Ser32) H
IKKa/p V (Ser177/181) H

NFkB V (Ser536) H, M
TNFR1 v H
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Oxidative
Phosphorylation

2 Pyruvates memp- 2 Lactate+ H' === ACIdOSIS

CO, + H,0 + 36 ATP.

+4 ATP pH~6.5

Basement
membrane

Myoepithelial
cell

Luminal
cell

Blood vessel

Tumour
stage

Normal breast

s Pre-malignant

Cell
model

Evolutionary

Apoptosis

pH7.4

CDamaghi, Mehdi,

Human MMP Panel 1
(Cat. No. HMMP1MAG-55K)

Hypoxia

MMP-3 MMP-13
MMP-12

A\ Angiogenesis

High acidosis

Tafreshi, Narges K.Nat
Commun. 2015.

Multi-Species TGF -
Singleplex
(Cat. No. TGFBMAG-64K-01)

Human MMP Panel 2
(Cat. No. HMMP2MAG-55K)

s SERMARBIANMSNRIMEENANRE, MEAR, I6EF
RAESEEET R, A EERENEARRSEENEE
KR, ﬁﬁiﬁ%ﬁﬁ%:ﬁikéﬂ’\ﬁm& M SEARRRINR L, pHIETE
6.5-6.8Z 8,
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RHAMELEMIEBINER T,

o MEARBEIRENEENHTMMER —MFFTFEEMHR

: SR RN, BB TR,

Early Apoptosis — 7 Plex
(Cat. No. 48-669MAG) AB2 'V | NON-CONFIGURABLE KIT

MMP-1 MMP-9
MMP-2 MMP-10
MMP-7

Human TIMP Panel 1
(Serum/Plasma samples)

(Cat. No. HTMP1MAG-54K)

TIMP-1 TIMP-2

Analyte Total Phosphorylated
(Bulk Cat. No. TGFBMAG-64K-01BK)

Akt/PKB Vv (Ser473) H, M, R
TGFB1

P BAD Vv (Ser112) H

Multi-Species TGFB - 3 PlexV  _Bcl2 V (Ser70) H
(Cat. No. TGFBMAG-64K-03) Active Caspase 8 v H
NON-CONFIGURABLE KIT Active Caspase 9 v H
TGFB1 TGFB3 INK/SAPK1 Vv (Thr183/Tyr185) H, M, R
TGFB2 p53 V (Ser46) H
Human IGFH

(Cat. No. HIGFMAG-52K)

Human TIMP Panel 2
(Cell culture samples)

(Cat. No. HTMP2MAG-54K)

TIMP-1 TIMP-3
TIMP-2 TIMP-4
ESTmABIER:

IGF-1 IGF-2

MerckMillipore.com/immunoassays

Human Bcl-2 Family Apoptosis Panel 1 - 6 Plex
(Cat. No. 48-682MAG) AB1 'V | NON-CONFIGURABLE KIT

Analyte Total Phosphorylated
BAD v V(Serl12) H

BAX

Bcl-xL/BAD
(interaction)

BIM

L] XL

Mcl-1/BIM
(interaction)

Human Bcl-2 Family Apoptosis Panel 2 - 4 Plex
(Cat. No. 48-683MAG) AB1 W NON-CONFIGURABLE KIT

Analyte Total Phosphorylated

Bcl-2 v H
Bel-xL v H
Mcl-1 v H
NOXA/Mcl-1 v H

(interaction)
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METASTATIC BREAST
CANCER CELL

GLUCOSE POOR EPITHELIAL

GLUCOSE
CONCENTRATION

RICH

M. -P. Sablin, S. Faivre .Colon & Rectum.2010.
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Human MMP Panel 1
(Cat. No. HMMP1MAG-55K)

MMP-3 MMP-13
MMP-12

Multi-Species TGF -
Singleplex

(Cat. No. TGFBMAG-64K-01)
(Bulk Cat. No. TGFBMAG-64K-01BK)

Human Cancer/Metastasis
Biomarker Panel 1
(Cat. No. HCMBMAG-22K)

Human MMP Panel 2
(Cat. No. HMMP2MAG-55K)

TGFB1

MMP-1 MMP-9
MMP-2 MMP-10
MMP-7

Human Sepsis Panel 1
(Cat. No. HSP1MAG-63K)

Human TIMP Panel 2
(Cell culture samples)

(Cat. No. HTMP2MAG-54K)

sFAS/TNFRSF6 MIF
sFasL PAI-1 (total)
sICAM-1 sVCAM-1

Human Circulating Cancer
Biomarker Panel 1
(Cat. No. HCCBP1MAG-58K)

TIMP-1 TIMP-3
TIMP-2 TIMP-4

Multi-Species TGFB — 3 PlexV¥

(Cat. No. TGFBMAG-64K-03)
NON-CONFIGURABLE KIT

TGFB1 TGFB3
TGFB2

a-Fetoprotein (AFP) IL-8/CXCL8

CA125 Leptin

CA15-3 MIF

CA19-9 Osteopontin (OPN)
CEA Prolactin
CYFRA21-1 PSA (free)t
sFAS/TNFRSF6 PSA (total)t
sFasL SCF
FGF-2/FGF-basic TGFa

HCGB TNFa

HE4 TRAIL/TNFSF10
HGF VEGF-A

IL-6

DKK1 Osteoprotegerin
GDF-15 (OPG)
Neuron-specific Periostin
Enolase (NSE) TRAPS
Osteonectin/SPARC TWEAK
YKL40/CHI3L1
BESERABTIER:

MerckMillipore.com/immunoassays
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Vascular i
permeability a3 8%
- &3‘; degradation

Morphogenesis E

Basement membrane

Migration/
proliferation

B A, Bryan, P A, D'Amore .Cellular and molecular life sciences : CMLS).2007

o fEME4REMENEKNERDEEEENER, EWEE K BR. BEBNEARNILREZMN Bl AN EERFXFER
JAEFEBVEGFX . IL8. TGFB. PDGF. FGF, EGF. TGF. MMPRi%. TIMPZ %, TNFa. HIF-1a%,
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Human MMP Panel 1
(Cat. No. HMMP1MAG-55K)

Human Angiogenesis/Growth
Factor Panel 1

(Cat. No. HAGP1MAG-12K)

MMP-3 MMP-13
Angiopoietin-2 HB-EGF MMP-12
BMP-9 HGF
EGF IL-8/CXCL8
Endoglin Leptin Human MMP Panel 2
Endothelin-1 Placental Growth

FGF-1/FGH-acidic Factor (PLGF) (Cat. No. HMMP2MAG-55K)

FGF-2/FGF-basic VEGF-A MMP-1 MMP-9
Follistatin (FST) VEGF-C MMP-2 MMP-10
G-CSF VEGF-D MMP-7
 E .
BZFEmAEIEN:

MerckMillipore.com/immunoassays

Human TIMP Panel 1
(Serum/Plasma samples)

(Cat. No. HTMP1MAG-54K)

TIMP-1

TIMP-2

Human TIMP Panel 2
(Cell culture samples)

(Cat. No. HTMP2MAG-54K)

TIMP-1
TIMP-2

TIMP-3
TIMP-4

Human Angiogenesis Panel 2
(Cat. No. HANG2MAG-12K)

Angiostatin/Kringle
SAXL
sCD31/sPECAM-1

sc-Kit/sStem Cell
Factor Receptor
(SCFR)

sE-Selectin
SEGFR/sHER1/sErbB1

sHER2/sEGFR2/
sErbB2

SHER3/sEGFR3/
sErbB3

sHGFR/sc-Met

sIL-6Ra

sNeuropilin-1 (sNRP-1)

Osteopontin (OPN)

PDGF-AB/BB

Tenascin-C (TN-C)

Thrombospondin-2
(TSP-2)

sTIE-2

suPAR

sVEGFR1/sFlt-1

sVEGFR2/sKDR/sFlk-1

sVEGFR3/sFlt-4




BB 4HRE (circulating tumor cell) BIFRCTC, i@ E 1B N A K5MNE AR B AR FR A AR EhE 4 AR

Thore Hillig , AnnBritt Nygaard.Apmis Acta Pathologica
Microbiologica Et Immunologica Scandinavica.2014.

o HNMREFHIEAREIZEIIETASHEBRILBT  AB R D BB AR S NAREERER RN VERHERIT R 5T
FETXR

o HRAPEFHREARIIAFENA L ARANFEN, ESHMERNF I HEETEANEE |, AFFEERENEENEEA
R XEEARRNETE XN R R RERGER, ERLERRAFOERTHEEE R, RETMFEEHEL

Human Circulating Cancer Human Circulating Cancer
Biomarker Panel 1 Biomarker Panel 3
(Cat. No. HCCBP1MAG-58K) (Cat. No. HCCBP3MAG-58K)

a-Fetoprotein (AFP) IL-8/CXCL8 Cathepsin D Melanoma Inhibitory

CA125 Leptin Ferritin Activity (MIA)

CA15-3 MIF Fibroblast Activation ~ Myeloperoxidase

CA19-9 Osteopontin (OPN) Protein (FAP) (MPO)

CEA Prolactin Galectin-3 Sex Hormone Binding

CYFRA21-1 PSA (free)t 1GFBP3 Globulin (SHBG)

SFAS/TNFRSF6 PSA (total)t

sFasL ScF Human Circulating Cancer

FGF-2/FGF-basic TGFa Biomarker Panel 4

HCGB TNFa

HE4 TRAIL/TNFSF10 (Cat. No. HCCB4MAG-58K)

HGF VEGF-A ALDH1A1 Kallikrein-6

-6 Carbonic Anhydrase Mesothelin

9 (CA9) Midkine
- : CD44 NCAML1/L1CAM/

H_uman Circulating Cancer EpCAM CD171
Biomarker Panel 2 Hepsin Transglutaminase 2
(Cat. No. HCCBP2MAG-58K) (TGM2)

Antithrombin III Extracellular Matrix

Complement Factor Protein 1 (ECM1)

H (CFH) Vitamin D Binding

Protein
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(i) Loss of antigenicity

gk
By e iEiki® (Tumor

(ii) Loss of i icil (iii)

microenvironment

0 ]

@ Antitumor leukocytes (e.g., effector T cells)

(eg. ﬁﬁ Antigenic tumor cell

@ Poorly antigenic tumor cell

@ Immunosuppressive molecule (e.g., PD-L1)

Beatty, G. L.,

Gladney, W. L. .Clinical
Cancer Research.2015.

Human Immuno-Oncology
Checkpoint Protein
(Cat. No. HCKPMAG-11K)

BTLA

CD27

CD28

CD40
CD80/B7-1
CD86/B7-2
CTLA-4/CD152
GITR

GITRL
HVEM
ICOS

LAG-3
PD-1

PD-L1
TIM-3
TLR-2

Human Cytokine/Chemokine

Panel II

B (Cat. No. HCYP2MAG-62K)
¢® (Cat. No. HCP2MAG-62K-PX23)
€® (Bulk Cat. No. HCP2MAG62KPX23BK)

6Ckine/CCL21/
Exodus-2

BCA-1/CXCL13
CTACK/CCL27
ENA-78/CXCL5

Eotaxin-2/CCL24/
MPIF-2

Eotaxin-3/CCL26

IL-28A/IFNA2

IL-33/NF-HEV
(mature)

LIF

MCP-2/CCL8

MCP-4/CCL13

MIP-18/MIP-5/CCL15

SCF
1-309/CCL1 SDF-1/CXCL12
IL-16 TARC/CCL17
1L-20 TPO
IL-21 TRAIL/TNFSF10
IL-23 TSLP

BZERATIER:

MerckMillipore.com/immunoassays

11

Human Cytokine/Chemokine
Panel 1

M (Cat. No. HCYTOMAG-60K)

@ (Cat. No. HCYTMAG-60K-PX29)

@ (Bulk Cat. No. HCYTMAG60PMX29BK)
€ (Cat. No. HCYTMAG-60K-PX30) ¢

@ (Bulk Cat. No. HCYTMAG60PMX30BK) 4
@ (Cat. No. HCYTMAG-60K-PX38)

€ (Bulk Cat. No. HCYTMAG60PMX38BK)
@ (Cat. No. HCYTMAG-60K-PX41)

@ (Bulk Cat. No. HCYTMAG60PMX41BK)

sCD40L IL-9
EGF IL-10 4

Eotaxin/CCL11 4 IL-12 (p40) ¢
FGF-2/FGF-basic IL-12 (p70) ¢

FIt3 Ligand IL-13 4
Fractalkine/CX3CL1 IL-154
G-CSF ¢ IL-17A/CTLAS ¢
GM-CSF ¢ IP-10/CXCL10 ¢
GRO MCP-1/CCL2 ¢
IFNa2 ¢ MCP-3/CCL7
IFNy ¢ MDC/CCL22
IL-1a 4 MIP-1a/CCL3 ¢
IL-1B 4 MIP-1B/CCL4 ¢
IL-1Ra 4 PDGF-AA A
IL-24 PDGF-AB/BB A
IL-34 RANTES/CCL54A
IL-4 ¢ TGFa
IL-54 TNFa ¢
IL-64 TNFB/Lymphotoxin-a
IL-7 ¢ (LTA) ¢
VEGF-A ¢

IL-8/CXCL8 ¢

Human Cytokine/Chemokine
Panel III

(Cat. No. HCYP3MAG-63K)

HCC-1/CCL14 A M-CSF

I-11 MIG/CXCL9
IL-29/IFNA1 MIP-3a/CCL20
I-TAC/CXCL11 MIP-3B/CCL19
LIX/CXCL6/GCP-2 NAP-2/CXCL7 A
Lymphotactin/XCL1

escape) EHEFEARRRIET 2 ML H ke
FRERGRA B S, MR UERREEMEENIR.

o NI/ 28 A5t Beb 88 S 9% fz 97 - e 8 B 93 SR 40 1K) 7 R Bl SRk 5 95 A B,
83ETGF- B .IL-10, IL-6.PGE2, VEGF,GM-CSFZ%,

Human Cytokine/Chemokine

Panel IV

M (Cat. No. HCYP4MAG-64K)
¢ (Cat. No. HCY4MG-64K-PX21)
@ (Cat. No. HCP4MG64KPX21BK)

APRIL/TNFSF13
BAFF/Blys
BRAK/CXCL14
CCL28

CXCL16
HCC-4/CCL16
HMGB1 e

IFNB
IL-14/a-Taxilin
IL-19

IL-24

IL-28B/IFNA3
IL-32a

IL-34

IL-35

IL-36B/IL-1F8
IL-37/IL-1F7
IL-38/IL-1F10
MIP-4/PARC/CCL18
MPIF/CCL23
YKL40/CHI3L1

Human High Sensitivity

T Cell

M (Cat. No. HSTCMAG-285K)

® (Cat. No. HSTCMAG28SPMX13) ¢

® (Bulk Cat. No. HSTCMAG28PMX13BK) 4
@ (Cat. No. HSTCMAG28SPMX21)

¢ (Bulk Cat. No. HSTCMAG28PMX21BK)

Fractalkine/CX3CL1
GM-CSF ¢
IFNy 4
IL-1B ¢
IL-24

-4 4

IL-54

IL-6 4

IL-74
IL-8/CXCLS ¢
IL-10 ¢

IL-12 (p70) ¢
IL-13 ¢
IL-17A/CTLA8
IL-21

IL-23
I-TAC/CXCL11
MIP-1a/CCL3
MIP-18/CCL4
MIP-3a/CCL20
TNFa ¢




pERERTT

CAR-T&7FF

CAR-T2#F=2 chimeric antigen receptor T cells, RETMEZATHRRET £ CAR-THRIE S BT ER TIEFEREIHARN
TR, FEREHRGHIRZ A (chimeric antigen recetor, CAR), Bl IRZIMEARERENENASHETARMRENES D
FiEE, LU IR TR XS MBS B 4 R 15

DNA
eg,COdi”Q CIR Viral vector

%% o aa: mo%on T cell
-qansior;

« ¥,

*

Isolatiogfof T cell
souatiogrot T cefls Infusion of modified
T cell

Conditional IL-2 supportive
chemotherapy - therapy = .

Lipowska-Bhalla, Grazyna.
Cancer Immunology, Immunotherapy.2012.

CART:&775EEIRIER:

1 ARRFERGSE  ARRFXE 2. MEFHRN
ARRFHRBESSE (CRS) BE—HEARRFHEZFH HESHEEER. MR REE, ARG KRENRK
5N RS RIER N, FE 8 CARTsHRR AR E EFF 25T I AR 7 PR B LR AR PR R e A 5 ke

W RI8TE, EEEE KT EMRA K E. BRI E!
IR PRI : AR, AR R M E 3K MR
R EAMESRRTRINERHBEFEE CRS (sCRS)HY
xR

BEZEmAEIER:
MerckMillipore.com/immunoassays
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Tissue
. macrophage

CoR Foous AR

Patrick A Ott, F Stephen Hodi.
Clinical Cancer Research.2013.

Human CVD Panel 3
(Acute Phase)

(Cat. No. HCVD3MAG-67K)

a-1-Acid Glycoprotein Haptoglobin

(AGP) sL-Selectin
a-2-Macroglobulin Platelet Factor 4
Adipsin/Factor D (PF4)/CXCL4
CRP Serum Amyloid P
Fetuin A (SAP)

von Willebrand Factor

Fibrinogen
(VWF)

Human Soluble Cytokine
Receptor

(Cat. No. HSCRMAG-32K)

@ (Cat. No. HSCRMAG32KPX14)

@ (Bulk Cat. No. HSCRMAG32PMX14BK)

sCD30 sIL-6R
SEGFR/sHER1/ErbB1  sRAGE

sGP130 STNF RI

sIL-1RI STNF RII

SIL-1RII SVEGFR1/sFlt-1
sIL-2Ra SVEGFR2/sKDR/sFlk-1
sIL-4R SVEGFR3/sFlIt-4

Human IgE - Singleplex
(Cat. No. HGAMMAG-303E)

IgE

Human Circadian Stress I»
(Cat. No. HNCSMAG-35K)

Cortisol Melatonin

Human Amyloid Beta and Tau
(CSF samples)

(Cat. No. HNABTMAG-68K)

Amyloid beta 1-40 pTau (Thri81)
Amyloid beta 1-42 Tau (total)
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RBEE S HHI5T

o THRERZEEERTEMBAR, ERZIEFERIHRBESFRIAMEIREREE

SFR. A REE S N- e

(immune checkpoint)

o RENERKREREARS-ENFBESNEBRNDF, ATHIEIENRE

REFAFRIFEENEMIESARRZGE.,

o PEARRRTEER AXMINGIER, NFI R AR EE, MMk eRAmaviEsR

& T HKo

Human Cytokine/Chemokine
Panel 1

W (Cat. No. HCYTOMAG-60K)

€ (Cat. No. HCYTMAG-60K-PX29)

@ (Bulk Cat. No. HCYTMAG60PMX29BK)
€ (Cat. No. HCYTMAG-60K-PX30) 4

@ (Bulk Cat. No. HCYTMAG60PMX30BK) 4
@ (Cat. No. HCYTMAG-60K-PX38)

€ (Bulk Cat. No. HCYTMAG60PMX38BK)
@ (Cat. No. HCYTMAG-60K-PX41)

@ (Bulk Cat. No. HCYTMAG60PMX41BK)

Human Neurodegenerative
Disease Panel 1

(Cat. No. HNDG1MAG-36K)

a-2-Macroglobulin Complement Factor

Apo Al c3

Apo CIII Complement Factor
H (CFH

Apo E ( )

sCD40L -9

EGF ¢ IL-10 ¢
Eotaxin/CCL11 4 IL-12 (p40) ¢
FGF-2/FGF-basic IL-12 (p70) ¢
FIt3 Ligand IL-13 4
Fractalkine/CX3CL1 IL-154

G-CSF 4 IL-17A/CTLAS 4
GM-CSF ¢ IP-10/CXCL10 4
GRO MCP-1/CCL2 4
IFNa2 MCP-3/CCL7
IFNy ¢ MDC/CCL22
IL-1a ¢ MIP-1a/CCL3 4
-1 ¢ MIP-1B/CCL4 4
IL-1Ra ¢ PDGF-AA A
24 PDGF-AB/BB A
-3¢ RANTES/CCL54A
-4 4 TGFa

IL-54 TNFa ¢

IL-64 TNFB/Lymphotoxin-a
-7 4 (LTA) ¢
IL-8/CXCL8 VEGF-A 4

Human Neurodegenerative
Disease Panel 3
(Cat. No. HNDG3MAG-36K)

BDNF PAI-1 (total)
Cathepsin D PDGF-AA
sICAM-1 PDGF-AB/BB
Myeloperoxidase RANTES/CCLS

(MPO) SVCAM-1
sNCAM

Human Neurological
Disorders Panel 3

(Cat. No. HND3MAG-39K)

Angiotensinogen Osteopontin (OPN)

(AGT) Soluble Superoxide
Contactin-1 Dismutase 1 (sSOD1)
Fetuin A Soluble Superoxide
Kallikrein-6 Dismutase 2 (sSOD2)

Human Neuroscience Panel 1
(CSF samples)

(Cat. No. HNS1MAG-95K)

a-Synuclein PARK5/UCHL1
Glial Fibrillary Acidic PARK7/DJ1

Protein (GFAP) Transglutaminase 2
Neuron-specific (TGM2)

Enolase (NSE)

Human Immuno-Oncology
Checkpoint Protein
(Cat. No. HCKPMAG-11K)

BTLA GITRL
CD27 HVEM
CD28 ICOSs

CD40 LAG-3
CD80/B7-1 PD-1

CD86/B7-2 PD-L1
CTLA-4/CD152 TIM-3
GITR TLR-2
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Title Journal Year
Two-Dimensional Regulation of CAR-T Cell Therapy with Orthogonal Switches Molecular Therapy 2019
CD40 Ligand-Modified Chimeric Antigen Receptor T Cells Enhance Antitumor Function by Eliciting an ~ Cancer Cell 2019
Endogenous Antitumor Response
The Adaptor Protein CARD9 Protects against Colon Cancer by Restricting Mycobiota-Mediated Immunity 2018
Expansion of Myeloid-Derived Suppressor Cells
Fibroblast Heterogeneity and Immunosuppressive Environment in Human Breast Cancer Cancer Cell 2018
RIP1 Kinase Drives Macrophage-Mediated Adaptive Immune Tolerance in Pancreatic Cancer Cancer Cell 2018
STIM1 and STIM2 Mediate Cancer-Induced Inflammation in T Cell Acute Lymphoblastic Leukemia Cell Reports 2018
In vivo fate and activity of second versus third-generation D19-specific CAR-T cells in B-cell Molecular Therapy 2018
non-Hodgkin lymphomas
Development and evaluation of an optimal human single chain variable fragment derived BCMA Molecular Therapy 2018
targeted CAR T cell vector
Dual Targeting of Oncogenic Activation and Inflammatory Signaling Increases Therapeutic Efficacy Cancer Cell 2017
in Myeloproliferative Neoplasms
Phase I Escalating-Dose Trial of CAR-T Therapy Targeting CEA+ Metastatic Colorectal Cancers Molecular Therapy 2017
Circulating Inflammation Markers and Prospective Risk for Lung Cancer Journal of the National Cancer Institute 2013
Safety and persistence of adoptively transferred autologous CD19-targeted T cells in patients Blood 2011
with relapsed or chemotherapy refractory B-cell leukemias

o Protein Symbol MILLIPLEX® maP Panel Species  Cat. No.

RTK*
Human Soluble Cytokine Receptor
Human Angiogenesis Panel 2

H

HPRTKMAG-01K
HSCRMAG-32K
HANG2MAG-12K

(eran )

\'(,;.,

Fas/coos

@.
‘ [ o H [ H °~"-‘
[

Human Cytokine Panel 1

HCYTOMAG-60K

Early Apoptosis*
Human Circulating Cancer Biomarker Panel 1

48-669MAG
HCCBP1MAG-58K

ij Src Family Kinase Active Site* H 48-650MAG
TGFB Pathway* H 48-614MAG

TGFB1 Singleplex HMR  TGFBMAG-64K-01

TGFB-1,-2,-3 HMR  TGFBMAG-64K-03
STAT (Phosphoprotein)* H 48-610MAG

Human Angiogenesis Panel 1 H HAGP1MAG-12K

Human Circulating Cancer Biomarker Panel 1 H HCCBP1MAG-58K
MAPK/SAPK (Phosphoprotein)* H 48-660MAG
Multi-Pathway (Phosphoprotein)* H 48-680MAG
Multi-Pathway (Total) HMR  48-681MAG

Human Cytokine Panel 1 H HCYTOMAG-60K

Human Angiogenesis Panel 1 H HAGP1MAG-12K

Human Circulating Cancer Biomarker Panel 1 H HCCBP1MAG-58K
Q Akt/mTOR (Phosphoprotein)* H 48-611MAG
Akt/mTOR (Total) * H,R 48-612MAG
' Protein Translation HMR 48-655MAG
. NFkB* H 48-630MAG
Bcl-2 Family Apoptosis Panel 1 H 48-682MAG
Bcl-2 Family Apoptosis Panel 2 H 48-683MAG
. DNA Damage/Genotoxicity* H 48-621MAG

*For individual analyte species cross-reactivity, please refer to our website.

BZERRTIER
MerckMiIIipore.com/immunoassays
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A S EE[RNESIENIENEIHERIAME
REhE5nEERHEXEMIEEY

Jeffrey A. Borgia, Ph.D; Daniel Rinewalt, M.D.; Cristina Fhied, M.S.; and
Michael J. Liptay, M.D.; Rush University Medical Center

M EE R EE KNERS T — MRS E, TERTRESHERYR, MEEKNEBFAENESHEKRAF, 85
F MEERR—NEXNEYF IR, BIENENRMMEAVILTHE, B, THE X—IEZIOEERRAF(VEGF, FGF, PDGF,
TGF)F1 M & #N#IEF (thrombospondin,angiostatin,endostatin) X E& 5812, fEABIME £ LR “FFx", lE XD T4, m
EERAWEE, BREMBAR D, Wi 7T XMEFXNSTE, SEMENERE K, SHNIERNtEERAERERT MARAR
ZIEME R PEX D FEMELEERPAENAE, NEAEIEHMER ENEBNEN, S TFHEaTEXEE,

MRS E

B2 38N R NV BE RIS, HP208 BE L FT1NMHA (B R LK), 128 BELTT, 5N .M, (BEFHETS), 1428
FEAT1aN1oM: (REIEIET) ° FiE BE BRI U FREBRIIATT,

L ERAREBREATNSZEEARNIRFIEHuman Angiogenesis/Growth Factor Magnetic Bead Panel 1 (Cat. No.
HAGP1MAG-12K), &1 7% 1 & 4 R B9 X< A+ : Angiopoietin-2,BMP-9, EGF, Endoglin, Endothelin-1,

FGF-1 (acidic FGF), FGF-2 (basic FGF), Follistatin, G-CSF, HB-EGF,HGF, IL-8, Leptin, PLGF, VEGF-A, VEGF-C, #
VEGF-D,

LI HFRE A F RN ER 6 FLIRE IR Mk BB B2 E. £ Luminex 200%&4:(Luminex Corporation, Austin, TX)RE&ER}
PERHITION, BB D RERIRFE ATIMILLIPLEX Analyst 5. 180 F# 1T 04, St R A IEE e I8+ B INE plE.

SR

fEAMILLIPLEX® map Human Angiogenesis/Growth Factor Magnetic Bead Panel 1327 &iNE 384 I8/ AR FHRE AR B ESFh17
FhIM & 4 AT SN TRIARIE T MEIR A LB R, Imimik B AR A MERMIL-8, HGF, HBEGFRIAS & E A L %S HBABLLEE T
= (Table 1)o Z¥IES LI E 2 FILRARKRIT—, BNE S ME 45 S BREXNE KA FRHEMES HFIZK,

Tips

MAERE, WAEFATEA#M S MEEREXDN
S RKEFUREMES5FTEMNE EREXEFIL X
B FHANFATEFLuminex® xMAP® ZEHNF &
BIMILLIPLEX® map mME%EM/EKEFXTIE, A
B4 381/ 4R B i 2 AR [R) B ER RO A HR 1 71N BT B
257 MEERBXEF, UHFRMITERNMEER
HXESBRPHIEM.
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TI-ZNOMO T1-3N1-ZMO T1-4N1-ZM1

Range Median Range Median Range Median
Angiopoietin-2 607 - 2,181 1,628.00 616 - 4,422 1398.00 770 - 14,250 1,816.00
BMP-9 56.7 - 352.6 98.30 15.9 - 480.2 110.40 15.9 - 428.3 162.90
EGF 3.34 - 62.18 17.6 3.34 - 153.39 38.77 3.3-76.4 12.53
Endoglin 203.6 - 2,112 613.7 96 - 1,074.6 649.20 236 - 2,398 497.93
Endothelin-1 2.6 -12.7 8.19 2.6 - 113.2 2.59 2.6 - 10.9 5.24
FGF-1 0.21 - 19.0 4.71 0.21 - 8,404 2.41 0.21 - 54.0 4.00
FGF-2 41.1 - 330.3 41.10 41.1 - 425.7 41.10 41.1 - 133.2 41.10
Follistatin 175.0 - 2,052 848.40 204.9 - 2,824 839.70 228.2 - 1,353 599.10
G-CSF 2.80 - 108.8 4.26 2.80-91.4 2.80 2.80 - 370.8 2.80
HB-EGF 16.2 - 99.1 48.20 31 - 500.5 79.60 32.7 - 198.9 93.00
HGF 34.6 - 316.2 108.40 11.9-1,473.3 259.40 129.3 - 1960 253.40
IL-8 0.71-1.6 0.95 0.65 - 6.61 1.42 0.96 - 25.4 1.71
Leptin 10,620 - 51,383.4 14,265 1,572 - 24,840 6,585 1,241 - 36,763 9,554
PLGF 0.05 - 16.4 8.88 0.69 - 73.6 5.61 1.41 - 18.2 6.30
VEGF-A 4.5 -770.5 43.80 15.4 - 1418.4 160.6 6.7 - 978.2 227.4
VEGF-C 1.63 - 65.5 27.40 1.63 - 1,264.1 47.20 1.63 - 61.5 35.30
VEGF-D 0.53 - 27.3 9.30 0.53 - 230.6 3.33 0.53 - 34.3 2.90

Tablel: fERAMILLIPLEX® map Human Angiogenesis/Growth Factor Magnetic Bead %347 Panel 47 34R3E/ \AREFE S E SN E £ MBXEF
(FTERAFE M Apg/ml)

AMann-whitneytQIu 75 7%, HITLMIF S EMITTY SEmH#REEX (Figurel, fISIEGF, PLGF, VEGF-A, VEGF-C).7AT, B
FEEX—ARNBEHRERD, ARBERIARNE X ME, BITMRIBRA R BN LS H R RN RN T #.

3.0 600 T

95 T 500

- ~ 400 T
A g _
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Tl'ZNUMO T1'3N1 ZMO T1'4N1*2M1
0.0
TI*ZNOMO T1'3N1*2M0 T1'4N1*2M1
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Figurel. IL-8, HB-EGFAIHGFE X £ # B NAMETNBERERS. TioNoMo RFZEXEER, Ti:Ni2Mo KREZEARTFMELERERE, TiaNLMRRERE
IS E RS, TN, RAWINTIYE, pEN: Ti2NoMo versus TisNi2Mi, IL-8, p=0.001; T1-2NoMo versus Ti4N:1-2M, HGF,p=0.004 1;Ti-2NoMo
versus TiaNi2M: , HB-EGF,p=0.004; Ti-2NoMo versus Ti-3N1-2Mo, HB-EGF,P=0.005, EETEMNEMENEEENLHEDZERRDHEIIG.
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ETFZRIMARER, RITREFHARE RBRIET1-2NoMoFIT1 3N, - MoX PN ER, BRI, RATTE T SEYMIREREEXNELR
PUAEFR, RSN EMITSYR TEREERNEE (Figure 2)  HRBINMEMITEY M Iog-rankit e PE/VF0.05, Figure241i%

BRRBMP-9, Follistatin, HB-EGF,Angiopoietin-2, VEGF-C,

A. FGF-2
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o
fe)

Survival

0.4
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C. HGF
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B. VEGF-D
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o
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o
N

0.2

0.0

D. PLGF
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Figure2. Kaplan-MeierfEfFii%k, @I LI 1 7R EMAREYIET12NoMoF T1sN1 MBI E K15, Fi1&MKaplan-Meiergi4k (A) FGF-2 [p=0.049], (B)
VEGF-D [p=0.009], (C) HGF [p<0.001], (D) PLGF [p=0.010], X&8MERAXBEAFRQNRERTFRIQNNTISRE, MEBAXRRATFEIRE
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FIMILLIPLEX® map ME4 M/ £ KA FAFNEEE KT LIFGF-2,VEGF-D,HGF,PLGFE A e 5B RB Ef2RMME £ X
Xo

SE3H

1. Winder, T., Lenz, H. Vascular endothelial growth factor and epidermal growth factor signaling pathways
as therapeutic targets for colorectal cancer. Gastroenterology. 2010; 138(6): 2163 - 76.

2. Carmeliet, P., Jain, R.K. Molecular mechanisms and clinical applications of angiogenesis. Nature. 2011;
473(7347): 298 - 307.

3. Rami-Porta, R., Crowley, J.J., Goldstraw, P. The revised TNM staging system for lung cancer. Ann Thorac
Cardiovasc Surg 200v9;15(1): 4 - 9.

4. Farlow, E.C., Vercillo, M.S., Coon, J.S., et al. A multi-analyte serum test for the detection of non-small cell
lung cancer. British Journal of Cancer 2010; 103(8): 1221.




labi=} JE= =M

EBmHARMXABRK2277%35 IERTHEXFEARA2S IMHRRARENERSS
BT B AL (ZH) CHR15-18/ BEFID25E SEEFRHI01201-1204
BiE: (021)20338288 BiE: (010)59072688 BiE: (020)32255333
f£E: (021)50803042 f£E: (010)59072699 f£HE: (021)32255380
B4R 200126 #B4w: 100016 B4 510000

RERBFRERAS (BEERRT~RENS. AFlogoE) NEERTERFFE,
RERYF, FRARELAEREEEERREH,

R AR PR ARIRS ML 400 620 3333 2% 400 889 198844254
AER ARSI tscn@merckgroup.com

BZiFE, #EEM: www.merckmillipore.com

HEYRS: MK_BR4093SM 05/19

BER
AT IR ARER RIS
{ZIBEM 171706=

BiE: (028)80740222
f£H: (028)80740227
Hi4: 610061



