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Introduction Results Gene and protein expression of av, B1, B3, B5 integrins in activated human HSCs with

e Liver fibrosis occurs in most chronic liver diseases!?, affects an estimated av and B1 integrin mRNA expression in fibrotic and non-fibrotic liver tissue gene expression of B8 integrin
Fibrotic and non-fibrotic human liver tissue sections had similar expression of av integrin (Fig 1A,

844 million people worldwide and accounts for 2 million deaths per year?. 3)

 Activated HSCs had gene expression of av, B1, B3, B5 and B8 integrins and protein expression of av, B1, B3
* Hepatic stellate cells (HSC) are the primary effector cells in liver fibrosis. and 35 integrins (Fig 2).

* Fibrotic human liver tissue sections had higher expression B1 integrin compared to non-fibrotic (Fig +  There was no gene or protein expression of B6 integrin detected in activated HSCs

* HSCs secrete inactive transforming growth factor B (TGFB) which is then 1C, D).
activated by av integrins, leading to fibrosis. o _ _ o o . (A) (B)
* RNAscope® data indicates a higher level of B1 than av integrin in fibrotic tissue confirmed through (KD) HSC Hela Hela HSC
e qv integrins can form heterodimers with 1, 3, 5, 6 or 8 subunits. the dual staining (Fig 1F) _
e Specific inhibitors which target av integrins and their particular B subunit : : : : : : T : : : > 250
hp ) e i 5 5 P dole3  There was little B3 integrin expression with < 1 focus per field detected in fibrotic and non-fibrotic <
ave shown to reduce fibrosis progression in mouse models-. : : c 1.8 ‘
liver tissue (not shown). S 130 — e~ ‘
* The role of integrins in human liver disease is currently unclear3. (A) \T e (C) 2
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Tissue expression of integrins in fibrotic and non-fibrotic liver was oot a9 Bl N o'~ (P ‘;ﬂ e
examined using RNAscope®*in biopsies from patients with non-alcoholic AN, 8 B kT Wl 33 B5
steatohepatitis with bridging fibrosis (F3)°. i'(B)» s 2 iuﬂ el O Figure 2: Expression determined by gRTPCR of (A) av, 81, 83, 85 and 88 integrins via specific primer-probe sets
 HSCs were isolated from human liver tissue obtained with full ethical o & : | . : | i ov | in activated HSCs normalised to 6-actin and (B) western blot using anti-av, 61, 63 and 65 integrins antibodies.
approval following hepatic resection at QMC Nottingham and integrin PN BT, T g P e . TR RG] Hela cells were used as a control. n = 1.
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gene and protein expression was measured using gPCR and western blot. - @ = : v e & eae Integrin blocking antibodies to av, B1 and 33 integrins and a B1 integrin inhibitor, C8
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HSCs were co cultgred Wltl-’] mink lung epithelial cells (MLEC) transf.o.rmed = Rt 9 Sl inhibited TGFB activation in human HSCs co-culture
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oortion of the plasminogen activator inhibitor-1 (PAI-1) promoter. These S ; A ‘ o Integrin blocking antibodies tg av, B1 an.d B3 integrins inhibited TGFP activation with increased active TGF[3
TGFPB reporter cells were used to detect levels of active TGFB® and was 2 [P aass . R o' oot ? 6 S % detected when co-cultured with HSCs (Fig 3A, B, C).
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used to test a B1 integrin inhibitor, compound 8 (C8)’. 5 e | - B0 e O e | * |Integrin blocking antibodies to 5 and B6 integrin did not effect TGF activity (not shown).
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* There was higher B1 integrin expression on fibrotic human liver tissue T AR " R I ET mf e ey “?* B s en WD 'gY §° o . | (Fig 3D).
compared with non-fibrotic and was gene and protein expression of K 7o oo et o b LA I S N T A s o Sl . (A)  a00- (B) 100
integrins av, B1, 3 and 5 in activated HSCs with B6 integrin not detected. | | " Flbrotlc - m - mm MLECs B MLECs Figure 3: Luciferase
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