Phgsﬁ':'genex

THE METABOLIC DISEASES EXPERTS

. : : D) human liver spheroids system
Drug screer_nng and efficacy t_ests in MASH to quickly confirm the
3D human liver MASH spheroids acy of our drugs targeting steatosis,

mmation and fibrosis.

Key benefits

A co-culture system of human hepatocytes, human Kupffer cells and human stellate cells in lean
and MASH conditions for rapidly testing your compounds targeting hepatic steatosis, inflammation

and fibrosis.
- Get your study report ~1 month after the experimental phase
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*MASH medium: oleic acid, . pro-collagenand LDH A trend towards higher pro-collagen levels (panel C) and a strongly increased % area
palmitate, TGF-b, LPS and Sphem'ds°°"e°t':’r’i‘f|°£é’r‘iz:;‘|’!:§; of fibrosis as measured by Sirius Red staining (panel D) confirm the evident fibrotic
fructose Histology (H&Egaynd Sirius Red) phenotype of MASH human spheroids. #### p<0.0001 versus lean.

% Sirius Red labelling (fibrosis)

Lean spheroids MASH spheroids ’ MASH SPHEROIDS PHARMACOLOGICAL VALIDATION

a1
o
o
o
]

4000
j_._L Left panel:

30004 Firsocostat, an acetyl-coenzyme A
carboxylase (ACC) inhibitor

Triglycerides [nM/spheroid]

2000 reduces intracellular triglycerides
1000 levels in MASH spheroids.
T . .. . . C J I
Hematoxilin and Eosin staining confirms MASH phenotype by showing MASH  MASH
hepatocyte ballooning with displaced nuclei (black arrows) firsocostat
3D SPHEROIDS CHARACTERISTICS A B
= 200 g' 25-
A B C B s .
it = < 20
T 300007 g =200 — 2 25001 . 2 150 . 2 2 L)
S — .'(93 . 5 P = 0.0550 % o a:_
] . 2 . < i g @ 154
- _?:) % 2000 ° @ # o
& 20000 * 5 157 5 2 100+ -
s 2 —I— & 1500 - . E10{ ¢ #HH
£ ‘E g 0 H - e 3 E .o =) .
3 ¢ ik . £ 1000 . : 2 504 e = &
% 10000 R E L 2 Lhe qP = . o - 54 .
kS -t 25 & £ 500 : 3 . S
= T . g = 0- = 0-
= T 8 0+ ° 2 o-—T
L
Lean MASH Lean MASH < Lean MASH c D
Compared to lean control, MASH spheroids show hepatic steatosis with _ 257 40 o
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g % %’ Y Reduction of inflammation and fibrosis in MASH human spheroids under anti-fibrotic
g A g treatment with an ALKS5 inhibitor (ALKS5i). Compared to MASH, ALKS5i significantly
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MASH spheroids shows strong increase in pro-inflammatory cytokine IL-6
secretion (panel A) and significantly higher levels of the pro-fibrotic marker
(B) TIMP-1 on day 4 of MASH culture. #p<0.05 and ####p<0.0001 vs. lean.

reduced secretion of pro-inflammatory cytokine IL-6 (panel A) and pro-fibrotic marker
TIMP-1 (panel B) on day 4, pro-collagen levels (panel C) and % area of fibrosis as
measured by Sirius Red staining (panel D). #p<0.05 and ####p<0.0001 vs. MASH.
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