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Supplementary Figure 1. The expression levels of TRIMs protein and clinical features in HCC. (A) PCA plots showed differential
gene expression in HCC and adjacent nontumor tissues from GSEA database (red: HCC tissues, blue: adjacent nontumor tissues). (B) TRIM6
and TRIM28 were showed to be increased in HCC from Oncomine data (red: overexpression, blue: down expression). (C) We analyzed the
expression level of TRIM28 total protein between normal tissue and HCC tissue from TCGA, p < 0.001 (left). Based on the GEPIA 2 data, the
TRIM28 expression levels was analyzed by main pathological stages (stage |, stage II, stage Ill, and stage V) (right). Log2 (TPM + 1) was

applied for log-scale.
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Supplementary Figure 2. DNA sequences and methylation sites of TRIM28 were identified using MethSurv in HCC. (A) The
methylation site of TRIM28 DNA sequence association with gene expression was visualized using MEXPRESS. The expression of TRIM28
is illustrated by the blue line in the center of the plot. Pearson’s correlation coefficients and p values for methylation sites and query
gene expression are shown on the right side, relationship between TRIM28 expression and methylation site cg05678175 by Kaplan -
Meier Plotter (B).
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Supplementary Figure 3. Correlations between TRIM28 and immune checkpoints in HCC. Landscape of TRIM28 expression level
and immune checkpoint alteration in HCC. Compact visualization of cases with multiple genetic alterations of TRIM28 and immune
checkpoints were individually shown by cBioPortal as indicated, including fusion, amplification, deep deletion, truncating mutation, and
missense mutation.
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Supplementary Figure 4. The positive correlation of TRIM28 and H2AX and their prognostic values in HCC. (A) An overview of
CCT2, CCT7, H2AX and SMARCA4 expression in HCC from GSE36411, GSE39791, GSE69715, GSE87630 from TCGA data (blue:
overexpression, red: down expression, grey: no significant). (B) Survival analysis using the Kaplan-Meier plotter tool OF H2AX expression
and OS, PFS and DSS in HCC.

www.aging-us.com 4 AGING



| HEPATOCELLULAR carcINOMA |
Normal liver l
} Hepatitis B virus (HBV) > @ oottty |
} HepttisCvins(HCV) ———4 — L — o (" oputitec liver diseaas (NA I
| -
| (o] o] » Calcium signaling
* Aflatoxin Bl Vinyl chloride pihely :
O——-» Uncontrolled cell proliferation
Chronie — —— ™ Cirrhosis [ é'.N I P— _p Independence of growth fickors
i ] "o I feme] Crnenic iy
\ | Overexpression o DG : ) ——=§——® Pnlifention (R ]
‘\ il R I [EF } Celleyele (G155)
EOF O———— Cellcye
\ ! PIK-Alt ! BHA L
\‘ I/ Oversxpression m;‘x;nh! i DA
Vg _ —»[R —™ | [TERT ] i
L ‘3”’—— ——f--+swm [ —— it —— > morimten
| % w0
\* i’ w1 [Ean — erx] : Tomeric
Dysphstic nodules I
I
= i [GADDS] ;
DNA Uncontrolled proliferation
s | - e o Inemsed survpal
I DNA Genomic instability
¥ 1
Oncogenes Mg TERT CTIOE! {
“Tumor 2
s IO .
I
TGF-B signaling i
- pathvay
»
] e i e
v P I DNA
ElrIIyHCC Redoced exprossion [Smuadd ] :
: FZD7 overexpmeion Scaffold Wn;‘ &s;d;u I
S (M |
; e Fimed (] [ —“— ey - —> SR,
| [LRPS6 [axin [ arc T TcKla ] { DNA Survaval
I
! I
| Rescimagmapcks ]
| :
Oxidat .
| SRR s | Ectpties 2 %O — [RERpI}— (R}~~~ -~ » [ 0>
[}
: Ao 4HNE NO :
| MAPK signali
. ) |
I
i Ownzpmsin (o[ > (R} >~ EE-— -~ Fottsn
1 —
! G et t
: [Gaer +— [ —ro—»[Bm }<= : == suin
v - = !
Metastasis
05225 109119
(c) Kanehisa Laboratories

(L%
&

&

R
B¥X0n08ra Rl sLERZNNNELEEIR 0
X N0 <0
R R e R
!—m og
« o
Mt == -2 'N‘,‘.’Q <~ I!‘C_> = N;; N
SRR R S H Rt e
9"’553 2% I ouw 8z“-u§9‘§g

Supplementary Figure 5. CDK4 was the downstream gene of TRIM28 and H2AX. (A) A KEGG mapping 05225 suggested the
protentional signalling pathways in HCC. (B) The top 50 genes with positive association with TRIM28 and H2AX interacting genes from KEGG

signalling pathways in HCC.
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Supplementary Figure 6. Correlation between TRIM28 or H2AX and these candidate genes. (A) Overall survival analyzed
determined that CDK4, BAX, SMARCD1 and SMARCB1 is involved in poor prognosis of patients with HCC patients from Kaplan-Meier
Plotter. (B) A positively correlated between TRIM28 or H2AX expression with those four genes in HCC from TCGA data.
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Supplementary Figure 7. Relationship between TRIM28 expression with overall survival (OS) and recurrence in 90 HCCs.
(A) A Kaplan-Meier analysis of TRIM28, H2AX and CDK4 expression for OS from an independent cohort of HCC. (B) Analysis of TRIM28,
H2AX and CDK4 expression for PFS from an independent cohort of HCC.
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