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Year Country Research type Sample  Treatmentgroup  Controlgroup  Primary Secondary Scoreof  Score of

size (PaO2/FiO,, mm (PaO2/FiO, mm  outcome outcome NOS NELEL]
Hg) Hg)
Villar (16) 2020 | Spain Randomized controlled trial 277 14244373 14354334 Ventilator-free days  All-cause mortality - 5
at 28 days 60 days
Steinberg (17) 2006 USA Randomized controlled trial 180 126442 126440 Mortality at 60 days  Ventilator-free days at - 5
28 days
Liu] (18) 2020 China Retrospective study 774 168 (IQR 99-237) 168 (IQR 99-237) 28-day all-cause In-hospital mortality 8 -
mortality.
Bernard (19) 1987 USA Randomized controlled trial 9 - - Mortality at 45 days  New infection events - 5
Annane (20) 2006 | France Retrospective study 177 104542 108:+45 Ventilator-free days  Mortality in ICU 7 -
at 28 days
2018 USA Retrospective study 180 - - Mortality at 28 days  New infection events 8 -
Tongyoo (22 2016 Thailand Randomized controlled trial 197 1754469 1724467 28-day all-cause Ventilator-free days at - 5
mortality 28 days
HS Lee (23) 2005 Korea Retrospective study 20 1425237 14344239 In-hospital mortality | Hospital stay days 7 -
Meduri (24) 2007 | USA Randomized controlled trial 91 184512 12594386 Ventilator-free days  Mortality in ICU - 4
at 28 days
Meduri (25) 1998 USA Randomized controlled trial 2 161414 14119 Lung functionand  MODS scores - 5
mortality
Tomazini (26) 2020 Brazil Randomized controlled trial 299 13L1£462 13264457 Ventilator-free days ~ All-cause mortality at - 5
at 28 days 28 days
LiuL (40) 2012 China Randomized controlled trial 2 1382 (87.0,171.0) 1570 (88.7,176.3) Mortality at 28 days  New infection events - 4
Varpula (27) 2000 Finland Retrospective study 31 12634524 107 £414 Mortality at 28 days  New infction events 7 =
Buisson (28) 2011 French Retrospective study 208 101 (73-174) 107 (78-144) In-hospital mortality  New infection events 9 -
Moss (29) 2019 USA Randomized controlled trial 1,006 9874279 9954279 In-hospital mortality  Organ dysfunction - 5
Gainnier (30) 2004 | France Randomized controlled trial 56 130434 19231 Ventilator-free days  Mortality in ICU - 4
at 28 days
Guervilly (31) 2016 | France Randomized controlled trial 2 158 (1315 185) 150 (121; 187) Ventilator-free days  Mortality in ICU - 5
at 28 days
Forel (32) 2006 France Randomized controlled trial 36 105422 125420 Mortality at 28 days  Mortality in ICU - 4
Papazian (33) 2010 France Randomized controlled trial 340 1060 +36.0 11504410 ‘The 90-day mortality  The day-28 mortality - 5
Lyu (41) 2014 China Randomized controlled trial 9% 1410261 14434241 Mortality at 28 days  APACHE 11 scores - 4
Dellinger (34) 1998 USA Randomized controlled trial 177 1354410 1290£380 Ventilator-free days The day-28 mortality - 4
at 28 days
Gerlach (35) 2003 Germany Randomized controlled trial I 1304280 1040£260 Duration of Mortality in ICU - 4
ventilation
Lundin (36) 1999 UK Randomized controlled trial 268 10284323 10054330 ‘The day-28 mortality | New infection events - 4
Taylor (37) 2004 USA Randomized controlled trial 385 1330420 1380£430 Ventilator-free days The day-28 mortality - 5
at 28 days
“Troncy (35) 1998 Canada Randomized controlled trial 30 - - ‘The day-28 mortality ~ APACHE Il scores - 4
Cuthbertson 000 UK Randomized controlled trial 30 - - ‘The day-28 mortality  APACHE I scores 4

(9)
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HDAC
inhibiton

trichostatin A (TSA)

panobinostat
(LBHS589)

vorinostat (SAHA)

4-phenyl-butyrate

(4-PBA)

CG-745

pracrinostat

valproic acid (VPA)

Cells or tissue

lung fibroblasts of bleomycin mice,
primary IPF fibroblasts, blood
‘monocyte derived macrophages, TGE-
p-treated human normal lung
fibroblasts

primary IPE fibroblast, TGE-p-treated
IPF fibroblasts

primary IPF fibroblasts, TGE-p-
treated normal human lung fibroblasts
(HFL1), bleomycin mouse model

bleomycin mouse/rat model
A549 cells, alveolar epithelial cells

bleomycin mouse model, PHMG-
induced lung fibrosis

TGE-p-treated primary IPF fibroblasts
primary IPF fibroblasts, TGE-p-

treated A549 cells, bleomycin mouse/
rat model

pan-HDAC

pan-HDAC

pan-HDAC

Class 1- and Class
HA-HDAC

Class I-HDAC +
HDAC6

pan-HDAG, except
HDAC6

HDACI, HDAC2

Proposed function

Fas/FAS], Thyl (CD90)|, ACTA2], a-SMA
1; EMT], HMGB1T; FMD/; alleviation of
lung fibrosis

COX2|, PGC1A], CXCL10], STAT3|;
ECM]; FMD|

BAKT, BIDT, BCL2L1], COL3A1; EMD |;
SMAD? acetylation and stabilization;
SMAD3 dephosphorylation; alleviation of
lung fibrosis s

1L6], TGE-BJ, TNF-al, a-SMA, Collal |,
Colla2 |; oxidative stress |; EMT]; alleviation
of lung fibrosis

a-SMAL, Collal |; alleviation of lung fibrosis

PGCIA|, ACTA2|, IL6|, PDGFA; EMD]|

BIRCS, Collal|, SMAD2/3]; cell
proliferation |; oxidative stress | EMT];
alleviation of lung fibrosis

Glenisson et al. (2007), Guo et al.

(2009), Sanders et al. (2011), Huang
et al. (2013), Sanders et al. (2014),
Ye et al. (2014), Ota et al. (2015),

Zheng et al. (2024)

Coward et al. (2009), Coward et al.
(2010), Korfei et al. (2015), Korfei
et al. (2018)

“Zhang et al. (2013a), Sanders et al.
(2014), Rao et al. (2016)

Zhao et al. (2015), Kabel et al.
(2016), Delbrel et al. (2019), Gong.
et al. (2020), Qin et al. (2021)

Kim et al. (2019)

Jones et al. (2019)

Korfei et al. (2015), Noguchi et al.
(2015), Kabel et al. (2016), Chen
et al. (2021b)

romidepsin (FK228)

entinostat (MS-275)

RGFP966

NCC170

tubacin

tubastatin A

6Ga-m

HDACH siRNA

HDAC7 siRNA

IPE: idiopathic pulmonary fibrosis; EMT: epithelial-mesenchymal transition; ECM: extracellular matrix; FMD: fibroblast-to-myofibroblast differentiation; SIRNA: small interfering RNA;
s |: downregulation.

upregul

TGE-p-treated primary IPF
fibroblasts, bleomycin mouse model

TGF-f-treated embryonic mouse
fibroblasts, TGF-p-treated normal
human lung fibroblasts

bleomycin mouse model

TGE-p-treated normal human lung
fibroblasts, Bleomycin mouse model

TGF-B-stimulated A549 cells

TGE-f-stimulated human normal
lung fibroblasts, Bleomycin mouse
model

TGE-p-stimulated human normal
lung fibroblasts

TGE-f-treated human normal lung
fibroblasts

TGF-p-treated primary IPF
fibroblasts; TGE-f/endothelin-treated
fibroblasts

HDACI, HDAC2

HDACI, HDAC3

HDAC3

HDACS

HDAC6

HDAC6

HDAC6

HDAC4

HDAC7

ACTA2(, COL3A1|, LOX|; EMD]; ECM[;
alleviation of lung fibrosis

Adam12|, Timp1], SPARC(; Inhibition of
PI3K and ERK pathways

NrE21; E-cadherinf; ECM[; EMT|

PPARGT, ECM; alleviation of lung fibrosis

E-cadherin{, PAI], COLIAL];
Notchl signaling], p38 pathway|

PI3K-AKT pathway|, FMD | ECM |;
alleviation of lung fibrosis

a-SMA |, COL1A1], COL3A1|

ACTA2 |, a-SMA |
TGE-B signaling|, FMD]
AKT phosphorylation |

ACTA2|, CTGF|, NOX4]
PGCIAL, AP-1], a-SMA |
EMD; ECM|

Conforti et al. (2017)

Barter et al. (2010), Kamio et al.
(2017), Wang et al. (2020)

Chen et al. (2021a), Xiong et al.
(2023)

Saito et al. (2019)

Shan et al. (2008), Deskin et al.

(2016)

(Saito et al,, 2017)

Campiani et al. (2021)

Glenisson et al. (2007), Guo et al.
(2009)

Kang et al. (2018), Jones et al.
(2019), Hua et al. (2021)
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Reagent/resource

Reference
or source

Identifier or

catalog
number

Experimental models

Cmtm3”" C57/BL6 mice Professor Han N/A
Wenling’s
laboratory at Peking
University Health
Science Center
Cmtm3** C57/BL6 mice Professor Han N/A
Wenling’s
laboratory at Peking
University Health
Science Center
Experimental cells
HUVECs Meisen (CTCC) N/A
Chemicals, Enzymes and other reagents
Endothelial Cell Medium ScienCell 1001
CMTM3 Shanghai Jikai Gene N/A
overexpression Lentivirus Chemistry Co. China
CMTM3 Shanghai Jikai Gene N/A
knockdown Adenovirus Chemistry Co. China
Puromycin Solarbio P8230
25cm” Rectangular Canted Neck  Corning 430639
Cell Culture Flask with
Vent Cap
Lipopolysaccharide (MICE) Solarbio 18880
Lipopolysaccharide (HUVECs) Solarbio 102020
Evans Blue Stain Solution 0.5% Solarbio G1810
HCL (0.1mol/L) Godow N/A
TRIzol® Reagent InvitrogenTM 15596026
RevertAid First Strand Thermo Scientific K1622
cDNA Synthesis Kit
SYBR® Green real-time TOYOBO QPK-201
PCR master mix
FITC-Dextran (MW 10000) MedChemExpress HY-128868
(MCE)
Transwell Permeable Support Corning 3470
with 0.4um Pore Polyester
(PET) Membrane
AnaeroPack-Anaero5% MITSUBISHI C-04
2.5L anaerobic culture tank/ MITSUBISHI C-31
culture box
Oxygen Indicator MITSUBISHI C-22
Formamide LABLEAD 0314
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Gene name  Direction = Primer sequence (5’ to 3)

Human gPCR primer pair

CMTM3 Forward AATGACAAGTGGCAGGGCT
Reverse TTGTGGGCTGTGGTCTCAT
IL-6 Forward AGACAGCCACTCACCTCTTCAG
Reverse TTCTGCCAGTGCCTCTTTGCTG
TNF-o Forward CTCTTCTGCCTGCTGCACTTTG
Reverse ATGGGCTACAGGCTTGTCACTC
GAPDH Forward GAAGGTGAAGGTCGGAGTC
| Reverse GGAAGATGGTGATGGGATTT

Mouse qPCR primer pair

1L-6 Forward TACCACTTCACAAGTCGGAGGC
Reverse CTGCAAGTGCATCATCGTTGTTC

TNF-o Forward GGTGCCTATGTCTCAGCCTCTT
Reverse GCCATAGAACTGATGAGAGGGAG

GAPDH ‘ Forward CATCACTGCCACCCAGAAGACTG

Reverse ATGCCAGTGAGCTTCCCGTTCAG
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