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Research for biomarker of chemotherapy related-acute exacerbation of idiopathic
interstitial pneumonias

Minegishi, Yuji

3,800,000

11Ps
11Ps

TGFB TNF

The aims of this proteomic analysis for lung cancer patients combined with 11Ps
are follows; the Ffirst is to discover biomarkers to predict the acute exacerbation AE) of IIPs caused
by chemotherapy, the second is to discover useful biomarkers for diagnosis of AE of IIPs. In clinical
trials, AE of 11Ps was occurred in five cases out of fifty case. The two cases were compared with two
control cases who did not occur an AE during all clinical course. Proteomic analyses of serum samples
were performed using antibody array. In AE cases, IL-12, -16, 22, -33, MMP-10, -11, -19, and TGF-betal
were up-regulated at the onset of AE. ANd Angiopoietin-1, -2, c-Kit, IGF-BP3, PDGFB, TGF-beta2,
TGF-beta-receptor3 were down-regulated. In comparison two AE cases with two control cases E-cadherin,
FGF-acidic, GM-CSF, INF-beta, and IGF-11 were relatively high. And beta2-microglobulin, Bone BMP-7, CD14,
CRP, HER3, IL-6, MCP-2, MMP-10, NGF-beta, TNF-alfa, TGF-beta2 were relatively low.
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Table 1.

|| patenta | Patients | Patientc | PatientD
m male male male male

Performance status 0 0 0 1
carboplatin+ carboplatin+  carboplatin+

Ich h carboplatin+
- erapy paclitaxel etoposide etoposide paclitaxel

HRCT pattern of IIPs IPF IPF IPF IPF

chemotherapy-related + + = -
acute exacerbation case case control control

Pre-treatment |aboratory dataes

784 781 689
817 111 84.7
473 70 IE]
485 767 400 846
Table 2

Fold change between samples
Protein List sample |sample |[samples (A,B)

a/A b/B /samples (C,D)
Angiopoietin-1 0.94 0.70 1.01
Angiopoietin-2 0.85 0.67 1.05
Beta-2-Microglobulin| 0.91 1.30 0.54
BMP-2 1.06 0.88 1.26
BMP-4 1.00 0.84 0.76
BMP-7/0P-1 0.95 1.00 0.45
Cadherin-pan 0.90 1.07 1.92
Catenin-alphal 1.42 0.85 1.48
Catenin-beta 1 0.95 1.16 1.12

Catenin-gamma 0.86 0.78 1.47
CD14 1.07 0.94 0.54
CD40 1.07 0.72 1.02
CD44 0.88 0.97 0.86
C-Kit 0.67 0.80 0.82
C-reactive Protein 15.52 6.02 0.25
E-cadherin 0.85 1.20 1.70
EGF 1.01 0.99 0.78
EGFR 1.03 0.95 1.13
EGR1 0.93 0.96 0.73
Ferritin 1.40 0.98 1.14
FGF-4 1.07 0.99 1.04
FGF-5 0.99 0.86 0.92
FGF-10 0.87 0.96 1.06
FGF-16 1.00 0.93 0.94
FGF-17 1.05 1.00 1.01
FGF-acidic 1.31 0.92 1.72
FGF-basic 1.05 0.99 0.73
Egmesmoge”e 0.83 | 0.83 0.78
FGFR2 0.88 0.92 0.94
FGFR3 1.28 0.87 1.19
G-CSF 1.26 0.94 1.69
GM-CSF 1.14 1.09 1.69
IFN-beta 0.98 0.87 1.57
1FN-gamma 0.91 1.07 0.84
IFN-lambda2 0.99 0.80 1.21
IGF 1R 0.68 0.95 1.10
1GF-BP1 0.82 0.85 1.12
1GF-BP2 0.85 1.02 0.81
1GF-BP3 0.62 0.89 0.95
1GF-BP5 1.01 0.92 1.34
1GF-BP7 0.88 0.94 1.02
1GF-1 1.02 1.05 1.17
1GF-11 1.18 1.14 1.59
IL-1 alpha 1.09 0.90 1.30
IL-1 beta 0.88 0.95 0.83
IL-1RA 1.20 0.93 1.16
1L-2 1.13 0.81 0.88
1L-3 1.29 0.91 1.41
1L-4 1.04 0.92 1.01
1L-5 1.34 0.99 1.25
1L-6 1.10 1.00 0.65
1L-7 1.07 1.01 0.70
1L-8 1.00 0.83 0.88
1L-9 1.24 1.07 1.11
1L-10 0.93 0.87 0.99
1L-11 0.94 1.06 0.70
1L-12 2.62 1.06 0.83
1L-13 1.05 1.08 1.14
1L-15 1.00 0.94 0.78
1L-16 1.21 1.00 1.40
1L-17 (IL-17A) 1.11 1.01 1.05
1L-17B 1.13 1.01 1.00
IL-17D 1.12 1.01 0.92
IL-17E 1.17 1.03 1.06
IL-17F 1.18 1.00 1.06
1L-19 0.98 1.02 1.22
1L-20 1.07 0.91 1.07
1L-21 1.15 0.98 1.15
1L-22 1.32 1.02 1.47
1L-31 1.16 1.01 1.21




[1L-33 1.30 | 1.09 1.31
[mcP-1/vcAF 0.94 | 0.91 0.67
[mcp-2 1.08 | 0.94 0.55
[mcp-3 0.85 | 1.07 0.71
[mcp-4 0.87 | 0.97 0.80
[m-csF 1.02 | 1.02 1.29
[vp-1 0.95 [ 1.62 1.25
P2 1.41 | 0.72 0.86
[1vp-3 0.91 [ 0.98 0.91
[1mp-7 0.92 | 1.10 1.07
[wmp-8 0.79 | 1.07 1.36
[mp-9 0.92 | 1.02 0.89
[mp-10 1.60 | 2.30 0.59
[1vp-11 1.30 | 1.27 0.97
[1vp-13 0.94 | 1.43 1.16
[1vp-14 0.95 | 1.22 0.94
[1mp-15 0.83 | 1.33 1.10
[1vp-16 0.98 | 1.33 0.67
[1vp-19 1.04 | 1.22 0.98
MMP-23 0.96 | 1.04 0.81
NGF beta 1.19 | 0.72 0.54
NGFR 1.07 | 0.98 0.79
PDGF-AA 1.04 | 1.03 1.28
PDGFB 0.92 | 0.64 0.95
PDGF-BB 0.97 | 0.99 1.13
PDGFR alpha 0.99 | 0.87 1.34
PDGFR beta 0.85 | 1.00 0.84
sIL-2R alpha 1.00 | 1.07 0.68
STAT1 0.88 | 1.14 1.11
STAT3 0.93 | 1.09 1.13
STAT5A 0.94 | 1.12 0.87
STAT5A/B 0.85 | 1.20 1.25
STAT6 1.04 [ 0.92 0.84
STNF-receptor 0.92 1.05 1.21
STNF-receptor 11 1.04 1.16 1.25
TNF-alpha 1.03 | 0.90 0.65
TNF-beta 1.13 | 1.30 1.19
TGF beta Receptor 11| 1.15 0.82 1.22
TGF beta Receptor 111] 0.79 0.54 0.82
TGF-alpha 1.24 | 0.92 1.36
TGF-betal 1.62 | 1.09 0.64
TGF beta2 0.84 | 0.75 0.96
TGF beta3 0.91 [ o0.01 0.97
VEGF 1.15 | 0.84 0.79
VEGFB 1.78 | 0.84 1.07
a)
2
Sample A, B
(Sample a, b)
(Table 2)
CRP

CRP

IL -12 16 22 33 MMP matrix
metalloproteinase -10 11 19 TGF tumor
growth factor 1

Angiopoietin-1 2 c-Kit IGF insulin-like
growth factor -BP3 PDGF Platelet-Derived
Growth Factor B TGFB 2 TGFP -receptor3

b)
2 Sample A, B
2 Sample C, D

(Table 4)

E-cadherin, FGF(fibroblast growth
factors)-acidic, G(granulocyte)
-CSF(colony stimulating factor),
GM(granulocyte macrophage)-CSF,
interferon-f3 , IGF-

3 2-microglobulin,
BMP(fibroblast growth factors)-7, CD14,
CRP, HER3, IL-6, MCP(Monocyte Chemotactic
Protein)-2, MMP-10, NGF(nerve growth
factor)-f3 , TNF(Tumor Necrosis Factor)-

o, TGF-B 2 2
GM-CSF
IL-6
TNF-a
TGF-B 2
0
1
56
+
0
o 0
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