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[Abstract] Objective To investigate the expression of tumor necrosis factor-like weak inducer of apoptosis
(TWEAK)/ fibroblast growth factor-inducible 14 (Fnl4) in the serum and colon tissue of Crohn’s disease (CD)
and to elucidate whether the expression of TWEAK/Fnl4 can be used as an indicator for intestinal fibrosis. Methods
Blood samples from 67 CD patients and 33 healthy controls were collected to measure the level of TWEAK by
ELISA. Meanwhile, colon samples from 29 CD patients received colectomy and the normal colon tissues from 15
patients with colon cancer were included. The expression of TWEAK and Fnl4 in colon samples was analyzed by
immunohistochemistry (IHC). The number of the cells with Fnl4, a-smooth muscle actin (a~-SMA) double positive
was measured by immunofluorescent double staining. Results The level of serum TWEAK in CD patients was
higher than that in healthy controls (P<C0. 01), which was positive correlated with colectomy (r=0. 295, P=
0.015), intestinal stenosis (r=0. 290, P=0. 017) and intestinal obstruction (r=0. 453, P=0. 000 1). ROC
analysis displayed the area under the curve of serum TWEAK for predicting intestinal stenosis in CD patients was
0.67 (95%CI 0.54-0. 80,P=0.020). THC results showed that the expression of TWEAK and Fnl4 were increased
in colon samples from CD patients with intestinal obstruction (P<C0. 05). The number of Fnl4 and o-SMA positive
cells was significantly increased in CD patients with intestinal obstruction (P<C0. 05). Conclusion TWEAK/Fnl4
pathway may play an important role in CD related intestinal fibrosis.
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Table Correlation between serum TWEAK level and clinical data

Index x5 or case r P

Sex (male/female) 42/25 —0.056 0.653
Age/yr. 32.06413. 44 0.148  0.213
Disease duration/years 3.3%3.71 0.153 0.218
Diagnose age

Al 5 -

A2 46 —

A3 16 —
Disease location

L1 6 —

L2 12 —

L3 49 —
Disease behaviour

Bl 29 —

B2 33 —

B3 5 -
CDAI 284.75+122. 88 0. 059 0.633
Hemoglobin/(g/1) 102.22425.85 —0.202 0.101
Albumin/(g/L) 33.5547.27 —0. 147 0.235
Leukocytes/10 L™} 7.45+3. 44 0.123 0.323

2.04431.77 0.183 0.138
8.27431.77 0.121 0. 331

CRP/(mg/L)
ESR/(mm/1 h)

w

o

CDAI: Crohn’ s disease activity index; CRP: C reactive
protein; ESR: Erythrocyte sedimentation rate; 1.1: Terminal ileum;
L2: Colon; L3: Ileocolon; L.4: Upper gastrointestinal tract; Bl.

Nonstricuring and nonpenetration; B2: Structuring; B3: Penetration
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Fig 1 The expression of TWEAK in the serum Fig 2 Prediction values of serum TWEAK with ROC curve analysis

al: CD without colectomy; a2: CD received colectomy; bl: CD without colon stenosis; b2: CD with colon stenosis; cl: CD without colon
obstruction; c2: CD with colon obstruction. Age at diagnosed, Al: <<16 yr., A2: 17-40 yr. ., A3.: >>40 yr. ; Disease location,.1: Terminal
ileum, L2: Colon, L3: Ileocolon, L.4: Upper gastrointestinal tract; Disease behavior,B1: Nonstricturing and nonpenetration, B2; Structuring,

B3: Penetration; % P<Z0.05

E 3 TWEAK f1 Fnl4 ZE&FHAA R FRIEL. ELPS X400 B4 Z5HFAL Fnld o-SMA SBERE R, X400
Fig 3 The expression of TWEAK and Fnl4 in the colon tissue (arrows show positive expression). ELPS X400 Fig 4 Double staining of

Fnl4 and a-SMA in the colon tissue by immunofluorescence. X400

3A: TWEAK; 3B: Fnl4; 4A: «-SMA; 4B: Fnl4; 4C. Merge;a: Control; b: CD without obstruction; c: CD with obstruction
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