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Collagens in MASLD and ALD: Insights from Digital Pathology
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- NordicPRO-C3™, a blood-based type IlI collagen formation marker of
fibroblast activity was measured by ELISA and the ADAPT algorithm was

, Histoindex analysis 2
calculated (PRO-C3, age, diabetes Y/N, platelets) and both correlated to the E
SHG analysis. R Y S
- Transient elastography (TE) was assessed by Fibroscan and correlated to the el ry T N
SHG analysis together with ALT and AST. . - \ i g . B 8 fFOEEOE PR, 4 3 A. B f ©
Y 9 Demogrqph";s n=3] ¢ 8 ¢ 53 & 3 535 53 35 58 Ee | | S
oF value : ; : 008 -012 043 041 001 035 055 046 e | pes . 8
R ESU LTS Table 2. %SHG i : : 0.02 -0.04 039 042 -007 041 m§4 051 0.8 a2 | e -. o °
. . . { } ::::;5[2 ;S] [l’l, “] rArea 002 -004 039 042 -007 041 0.34 051 | 06 é - I: | % 5‘ | / . Machine—/egrning based qubrosiS
- Baseline demographics are seen in table 1 (MASLD cohort) and table 2 (ALD Age (Years 01595, 68. vt oo IRTREE o | - | VRIS C/orithm first identifies spatial regions
hOI’t) BMI (kg/m?) 29.6 (246, 33.8) -y ) _ Peri-PT l like portal tract (PT), perisinusoidal(Zone
CO ' . . o . AST (U/L) 42.0 (34.0, 84.0) 003 -0.00 [0385052 013 HEE | | / S 2), peri-portal tract (Peri-PT), central
B Zhe Spedrman C)orrelat|on b(etween PRO—CS) (omd qFllzs was similar in MASLD: ALT (U]L) 33.0 (235, 57.5) e— 008 005 05 046 00 049 058 082 | | R vein (cv) and peri-central (l;eri-CV).h
r=0.56, p>0.0001) and in ALD (r=0.55, p=0.001)(Fig 1 & 4 FiB4 3.0 (18, 4.7) StAvsazone? 007 013 026 021 011 035 037 088 1 : 5 : 1 : ., DT S orager morpnologlcdl featres ste
! ) ! ) — gFibrosis value qFibrosis value ) . . as length, width and area of fibers are
- The ADAPT score (PRO_C3I d|0betes, plqteletsl Gge) WQas h|9h|y correlated to :EDAFFFFE{HQIML} .;_.":_??{]EE.QZD%E.E] StrLengthZone2 006 013 -024 -029 002 -027 041 048 | [ O C. D. ' Perisinusoidal then identified and quantified.
gFib in MASLD .(r=.O.72, p>0.0001) and less in ALD (r=0.43, p=0.018). TE was TE (kPa) 211 (14.2, 320) — 008 023 01 022 015 0o NERE | pZ007
correlated to gFib in MASLD (r=0.58, p>0.0001) and in ALD (0.46, p=0.010). gfibrosis value | 3.4 (2.4,5.0) suiongrcy [ 00t 012 002 023 011 005 | [ O
- The absolute amount of collagen across all regions (%SHG) correlated to PRO- Sex {mals) 26 (83.9%) oz | | o
C3 in MASLD (r=0.33, p=0.0002), and in ALD (r=0.54, p=0.002); ADAPT in MASLD E’E::i‘; f;‘fffiﬂfﬂ} o I . ;
(r=0.39, p= p>0.0001) and ALD (r=0.39, 0.032) as well as TE in MASLD (r=0.38, fa(n=l, 025 02 001 | | 6 .
p<0.001) and ALD (r=0.51, p<0.004). 35.5%); F4
- No correlation between gFib or %SHG were seen for AST or ALT in MASLD and S ]‘:'E:'QE ﬁ:; - - ;
- - — — % QLIRLR3IE. T4 DDy 1 : .; é | : ; : Figure 6. Digital images showing A) Masson Trichrome-stain,
ALT in ALD, except for AST versus gFib (r=0.41, p=0.028) and AST versus %SHG (n=5 16.1%): 3 ) — — oo scar amdl ) St bradis dotoetion of PT. Partal Traot OV
(r=0.42, p=0-024) In ALD only. (n=9,28.0%); 4 . , o ) Central Vein. Evaluation of collagen parameters on (D)
- Finally, the spatial distribution of collagen correlated with PRO-C3, ADAPT, TE for k (n=15, 48.4) / Figure 4. Heatmap of Spearman’s rank correlations in ALD z 'gure % )S‘;gtéfrD F)”ZiST Zi’i‘;veﬁg f\o)sfs Rig;\CLg (Eé’gg‘%ftf) SHG/Two-photon Excitation Fluorescence (TPEF) image; (E) high
portal tract (StrAreaPT, StrAreq; StrLengthPT) however not to AST or ALT. patients (n=31) T 9 P magniiicationiimaging e drea aenotediwitiiin thelbiue square in

Figure 6D; (F) Al identification of string length (StrLength), string

Metabolism, alcohol and toxicity

g F L A S H - A area (StrArea), string width (StrWidth). §
@ ® LIVER RESEARCH CENTRE ® % ﬁ u K s Key Messqges : c:i
= p— - 88 Fibrogenesis CDE
Gy UNIVERSITATSmedIZh::':; lll ®* We observed correlations between spatial distribution of collagens and systemically assessed active fibrogenesis and —
é NORDIC BIOSCIENCE  HSTOINDEX® liver stiffness in both MASLD and ALD. . 90\ Noraic —
\ i * While similarities and differences were observed, these correlations were potentially influenced by etiology and sample Tocmology™ P =
I=|!:|-|z E' Contact: Diana J Leeming, djl@nordicbio.com size. §
2@t Acknowledgement: Boehringer Ingelheim co- * These findings underscore the connection between biopsy-based digital pathology assessments and non-invasive tests & ) Gircameni —
' :-'tl:'E sponsored the current study for liver fibrosis. EASL



