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Lipidomic and metabolomic analysis of microenvironment in pancreatic cancer
neural invasion
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We examined immunohistochemical TNC expression in 78 resected PDAC
specimens. The relationships between TNC expression and clinicopathological features were
retrospectively analyzed. Interactions between cancer cells and nerves with TNC supplementation were

investigated using an in vitro coculture model with PDAC cell line and DRG.
Tenascin C expression was predominant in perineural sites at the invasive tumor front. High
perineural TNC expression in 30 patients (38%) was associated with perineural invasion, pathological
T stage &#8805;3, and postoperative locoregional recurrence. High TNC expression was independently
associated with postoperative, poor recurrence-free survival by multivariate analysis. In the in
vitro coculture model, a TNC-rich matrix enhanced both PDAC cell colony extensions toward nerves and
DRG axonal outgrowth toward cancer cell colonies, whereas TNC did not affect axonal outgrowth or
cancer cell proliferation in separately cultured DRG and PDAC cells.
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TABLE 2. Unhariate and Multivariate Analyses of Prognostic Factors Assodated With Recurrencefree Sunival

Univariate Multivariate

Variables n S5y, % Hazard Ratio 95% Q1) » Hazard Ratio (95% CI) ! 4
Age,

<9 38 267

260 “ 171 1.044 (0.608-1.795) 0875
Sex

Malk 37 246

Fermale 41 216 1.193 (0.696-2.045) 0s2
CA 19-9, UmL

<n 38 354

n ey 112 1983 (1.146-3.432) 001§ 1.205 (0.649-2235) 0555
Location

BodyAsil 2 413

Head 56 169 1921 (0987-3.7137) 0.055
UICC grade

G1G2 ] 238

@ 4 0 2258 (1.324-3.852) 0.0 2230(1.203-4.136) oon
Lymphatic invasion

Absent ® 303

Present 2 96 2335 (1.3594.013) 0.002 1.612 (0.857-3.031) 0.138
PNI

Absent 24 535

Present 54 83 3.689 (1.837-7.408) <0.001 3.532(1.637-71618) 0.001
UICC pT

12 8 66.7

34 Ly 178 5172 (125421322 003 2292 (0.506—10.380) 0282
UICC pN

0 ] 412

12 55 143 2825 (1.447-5.515) 0.002 1.001 (0.126-7.930) 09%
UICC pStage

SHA 2 431

=1B 56 140 3.080 (1.538-6.168) 0.001 2742 (0322-23.338) 035
Curability

RO 63 272

R1 15 6.7 2023 (1.098-3.729) 0.024 0.776 (0.361-1.665) 0514
TNC expression

Low a8 392

High 30 0 2432 (1.462-4387) 0.001 2202(1.0194.758) 0.045
OSMA expression

Low a7 359

High 31 48 1.889 (1.098-3.250) 002 0829 (0357-1926) 0663
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mary tzmar; UICC Union for Intermasional Cancer Control.

TABLE 3. Correlations Between TNC Expression in Perineural

Sites With Recurrence Pattem
TNC Expression
Recurrence Patem Low(n=29) High(n=37) P
Locoregional 10 2 0.002
Distant (LN, liver, lung, bone) 12 4
Peritoneal 7 4
Numbers inchade oved pping cases.
2 3
1.0 = Low TNC expression (n = 48)

P<0.001

= High TNC expression (n = 30)
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== High TNC expression (n = 30)
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Time after surgery, mo
Number at risk
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High 30 20
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