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Supplementary Figure S1 Downstream target prediction of AP and the effects of AP on survival in ALI mice. (A) The chemical structural formula of AP. (B) Downstream target proteins of AP are predicted using the SuperPred database. (C) Differentially expressed genes in liver tissues of ALI mice in the GSE166868 dataset. (D) Potential downstream targets of AP differentially expressed in the liver of ALI mice. (E) The survival of mice pretreated with AP and induced with ALI within 36 h was analyzed using a log-rank test (n = 8). Data are mean ± SEM, ****p < 0.0001, ###p < 0.001, ####p < 0.0001 by one-way ANOVA followed by Tukey’s test. 



Supplementary Figure S2
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Supplementary Figure S2 Dose-dependent toxicity of AP on liver parenchymal cells was examined using CCK8 assay. Data are mean ± SEM (n = 3), *p < 0.05 by one-way ANOVA followed by Dunnett's test. 
















Supplementary Figure S3
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Supplementary Figure S3 The operation process (A) and survival (B) of animals treated with LV-FKBP1AKD and AP (n = 8).


















Supplementary Figure S4
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Supplementary Figure S4 Screening of NOTCH1 downstream targets. (A) The intersection of differentially expressed genes in the GSE166868 dataset and potential downstream targets of NOTCH1 in the hTFtarget database. (B) NOTCH1 binding at the LASP1 and AK2 promoter was predicted in the ChIP-seq database.
Supplementary Figure S5 
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[bookmark: _GoBack]Supplementary Figure S5 NOTCH1 is involved in ALI progression through the ER stress pathway. (A) The operation process of animals treated with LV-NOTCH1OE, AP, and TUDCA. (B) The effect of LV-NOTCH1OE injection and TUDCA on the survival of ALI mice at 36 h was analyzed using a log-rank test (n = 8).
1

image1.jpeg
Bloom syndrome protein CHEMBL1203237 P54132  403M pe
’ Available
. Not
L MAP kinase ERK2 CHEMBL4040  P28482  6SIG
ST S Available
[ DNA-(apurinic or apyrimidinic
o CHEMBLS619  P27695  6BOW T13348
- site) lyase
Transcription intermediary Not
° o : CHEMBL3108638 015164  4YEM
e 7/ factor 1-alpha Available
\gu X o Not
Mineralocorticoid recaptor ~ CHEMBL1994  P03235  4PF3
Available
: Signal transd d
C GSE166868: LPS vs Control el psiicepatil T e o s
o~ = activator of transcription 3
G-protei Jed recept
e 55"'” €N COUPIRAIEcePion  CHEMBL1075322 Q9Y2T6  Not Available  T87670
S
T i Cathepsin D CHEMBL2581 ~ PO7339  40D9 T67102
% ©
2 LSD1/COREST compl CHEMBL3137262 060341 513D e
2 Y. . - e Available
Wsndel Dual specificity protein kinase Not
 down CHEMBLA203  QUHAZI  6FW
o'w k4 Available
4. o2 N N 4 6 Showing 1 to 10 of 11 entries Previous | 1 2 B
log2(fold change) S
GSE 166868
* 100+ 0
g e N ~
SuperPred z £ E
3 = =]
2 %] E E
3 p=0.2530 E 5
413 g 2 7]
8 04—
0 6 12 18 24 30 36
Hours
NS = AP (50mg/kg) g
o ALl == AP (100mg/kg) ¥R

AP (20mg/kg) - DEX




image2.jpeg
!
| O
e Y

T 1 1
. e - e
~— ~— o o

Aungein (190 aaneley

AP concentration (UM, 6 h)




image3.jpeg
LV-FKBP1AKP/LV-NCK®
(100 L, iv)

C57BL/6 mice (n = 8/group)

AP (100 mg/kg, ig),
once daily for 8 consecutive days

ﬂ Survival monitoring (36 h)

o

Day 0

6

14

T Sacrifice

D-galactosamine (200 mg/kg, ip)
LPS (3 mg/kg, ip)

~- LV-NCe®
~ LV-FKBP1A®®

~ 1004
S
3
2
s
3 50+
] =
g p=0.0628
S
04

— T 1 1 T 1T T
0 6 12 18 24 30 36
Hours




image4.jpeg
hTFtarget

GSE166868
Vi \
412 2 | a8
Scale 20Kb | | mm10
chrit: | 97,800,000 97,810,000 97,820,000 97,830,000 | 97,840,000
0.484 _ G4A2-Notch1
G4A2
0_
054993 T6E-Notch1
T6E

Reference Assembly Fix Patch Sequence Alignments:
All gaps of unknown nucleotides (N's), including AGP annotated gaps
Reference Assembly Alternate Haplotype Sequence Alignments
GENCODE VM23 Comprehensive Transcript Set (only Basic displayed by default)
! 3 I

All Gaps

Lasp1¥ t t + i
B230217C12Rik
B230217C12Rik
B230217C12Rik -
B230217C12Rik p-m
RefSeq genes from NCBI

RefSeq Curated H -
ENCODE Candldate Cis-f Regu{a\ory Elements (cCREs oombmed‘%rom all cell types

ENCODE cCREs | | 100D THOM I CIREAR D) DR LU R R LR I I oo
Scale 10kb | { mm10
chr4: 128,995,000 | 129,000,000 | 129,005,000 | 129,010,000 129,015,000|
0.5324 _ G4A2-Notch1
G4A2
0_
0.64992 _ T6E-Notch1
T6E

Reference Assembly Fix Patch Sequence Alignments
All gaps of unknown nucleotides (N's), including AGP annotated gaps
Reference Assembly Alternate Haplotype Sequence Alignments
GENCODE VM23 Co.mprehensl\/?.Transcnpt Set (only Bislc displayed by default)

All Gaps

ot } H =

RefSeq g" es from NCBI

¥
[ ENCODE Candidate C\s Regu!atory Elements (cCCREs) com ined from all cell types
ENCODE cCREs 11 1l [ T | nn LUl | ]

RefSeq Curated




image5.jpeg
LV-NOTCH1°%/LV-NC®=
(100 L, iv)

C57BL/6 mice (n = 8/group)|

AP (100 mg/kg, ig) and TUDCA (0.5 g/kg, po)
once daily for 8 consecutive days

| Survival monitoring (36 h)

||

Day 0

6 14
T SacTrifice

D-galactosamine (200 mg/kg, ip)
LPS (3 mg/kg, ip)

w

Overall survival (%)

100 =

50

p=0.1178

Hours

~+~ LV-NC®E
+ LVNOTCH1oE
=i~ LVNOTCH1% + TUDCA

T T T T T T T
0 6 12 18 24 30 36




