Figure S1. Functional and pathway enrichment analyses of metatranscriptome and FEN1 and ENDOU enriched cervical tumors.
(A) GO enrichment analysis of the metatranscriptome signature. (B) GSEA and KEGG pathway enrichment analysis in cervical
tumors expressing high levels of FEN1. (C) GSEA and KEGG pathway enrichment analysis in cervical tumors expressing
low levels of ENDOU. FENI, flap structure-specific endonuclease 1; ENDOU, poly (U)-specific endoribonuclease; GO, Gene
Ontology; GSEA, Gene Set Enrichment Analysis; KEGG, Kyoto Encyclopedia of Genes and Genomes.
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Figure S2. PAN cancer analysis of candidate biomarkers. (A) Expression pattern of FENI in different types of human cancer.

(B) Expression pattern of ENDOU in different types of human cancer. (C) Upregulated FEN1 expression is a prognostic marker

in different carcinomas. Differential expression of candidate biomarker (FEN1, ENDOU) between tumor and adjacent normal

tissues (tumor vs normal) across all TCGA tumors. Distributions of gene expression levels are displayed using box plots. Statistical
significance computed by the Wilcoxon test: ““P<0.01 and ““P<0.001. FENI, flap structure-specific endonuclease 1; ENDOU,

poly (U)-specific endoribonuclease; TCGA, The Cancer Genome Atlas.

PAN Cancer TCGA

>kkk Skkk

>kkk

Skkk  kk

>kkk kkk kkk

>kkk kkk >kkk kkk  kk

kk kkk kkk

Kok skokok

(08=u) JownL'WAN
(£§=u) JownL'SON
(G€=u) [ewloN'30N
(Sp§=u) JownL'330N
(0ZT=U) JownL"WAHL
(6G=U) [PWION'YIHL
(T0G=U) JownL"yOHL
(0§T=U) JownL' 1391
(GE=U) [ewON"QYLS
(STp=u) JownL'QvLS
(89€=U) SIseISeRW WINS
(€0T=U) JownL"WOXS
(6Gz=u) JownL'DyvS
(0T=U) [PWION'QY3Y
(99T=U) JownL"Qy3Y
(2G=u) [eWION'Q¥Yd
(L6Y=U) JownL'Qvyd
(€=U) [eulION'9dDd
(6L1=U) Jown'9ddd
(p=U) [eWION'QVYd
(8LT=U) JownL'Q¥Vvd
(€£0€=U) JownL'AQ
(£8=) JownL'0SIW
(TG=U) [eWION'DSMT
(T05=U) JownL35M
(6G=u) [ewIoN'Q¥M
(STG=U) JownL'Q¥N
(0G=U) [EWION"DHIT
(TL€=U) JownL'DHN
(916=u) Jown 997
(€£T=U) JownL WY1
(z€=U) [ewONdYIN
(062=u) JownL dy[y
(zL=U) [ewON Y1
(£€G=U) JownL Dy
(Sz=U) [eulION'HOIX
(99=U) JownL'HOIN
(Tzp=u) JownL"-AdH-DSNH
(£6=U) Jowny"+A\dH-DSNH
(pp=U) [BWION'DSNH
(0zG=U) JownL " ISNH
(g=U) [eulioN'WE9
(€5T=U) JownL'Wg@9
(TT=U) [ewlON'yIS3
(p81=U) JownL'ydS3

8p=u) JownL'dg1a
Tp=U) [eWION'AY0D
LSp=U) JownL°qy0D
6=U) [eULION"TOHD
(9€=U) JownL1OHD
(€=U) [ewlION'DS3D
(p0€=u) JownL'2S3)
(LTz=U) JownL'guinT-yoyg
(9S=U) JownL 'ywn1-¥oyg
(z8=u) JownL'ZJoH-¥DH8
(t
(
(
(t

(8
(
(
(t

06T=U) JouwnL "|eseg-yJug
Z1T=U) [BUON'VOYg
€60T=U) JownL '¥4g
6T=U) [BWION'Y] 18
(80y=u) JownL'¥1g
(6£=u) JownL'30Y

o~ [\
(INd.L 280y) 249 uoissaxdxa [NF

(a1]

PAN Cancer TCGA

kkk kokok

°

Skkk kokok

kk  kkk

k3kok kkok

Sk kakk ckekck kokk kkk kkok

kKK

k3kok kkok

o

D
o

o

b
D
Al

X {t?i

o

0

o

o e

By b aﬁ:ﬁ?.

Nel

<

N (=}

r(08=U) JownL'WAN
r(£G=U) Jowny’SHN
r(S€=U) [ewioN'I3IN
r(SpS=U) Jown'330N

- (0ZT=U) Jown " WAHL
F(6G=U) [EULION'YOHL
F(10G=U) Jown| 'YOHL
F(0ST=U) JownL'139]
F(GE=U) [ewION'QYLS
F(STp=U) JownL"QY1S
- (89€=U) SISEISEIBN IWINS
F(€0T=U) JownL' WINS
F(6GZ=U) JownL ' DYYS
F(0T=U) [ewJoN'QY3Y
- (99T=U) JownL'Qv3y
F(ZG=U) [euLION'QYYd
F (L6v=U) JownL'Qvyd
r(€=U) [ewON'9dDd
F(6LT=U) JownL'9ddd
- (7=U) [ewION avVd
F(8LT=U) JownL"Qyvd
F(€0€=U) JownL'AQ
F(£8=U) Jown|'0SIW
F(TG=U) [euoN' IS

(T0G=U) Jown 35N

- (6G=U) [ewloN'avN1
r(STG=U) JownL Qv
F(05=U) [PWLON'DHIN
F(TLE=U) JOWNL'DHI
F(91G=U) JownL'991
F(€LT=U) JoWNLIWYT

- (z€=U) |ewIoNdYIX

- (067=U) JownLdyIy
F(TL=U) [PWLON Y1
F(€€5=U) JownL'DYIN
F(SZ=U) [BWLON'HIIN
r(99=U) JownL"HOIX

r (T2p=U) JownL AdH-ISNH
F (L6=U) JownL"+AdH-DSNH
F (pp=U) |BWION'ISNH

- (025=U) JownL'dSNH
r(G=U) [BWLION'WED
r(€5T=U) JownL' Wg9

F(TT=U) [PWION'YDS3

F (¥8T=U) JownL'yJS3

r (8p=u) JownL'dg1Q
r(Ty=U) [WION'QY0D
F(LSp=U) Jownl-av0d

r (6=U) [BWION"TOHD
r(9€=U) JownLTOHD
F(€=U) [ewlON'DSID

r (yO€=U) JownL'353)
F(LTz=U) JownL 'gwin-¥d4g
r (79G=U) JownL ywn1-yo4g
r (z8=U) Jown|'ZJ3H-¥DYg
r(06T=U) Jown]'[eseg-¥2ug
- (ZTT=U) [ewION'YOYg
r(€60T=U) JownL'yOyg

- (6T=U) [ewION'YD18

- (80p=u) JownL'y)18
r(6L=U) Jown. 30V

(AL Z801) [249] noissaxdxd NOANA

X

|l X X

D

PAN Cancer TCGA

(08=Uu) WAN

(Ls=u) son

(S¥G=u) 530N
(0ZT=U) WAHL
(605=U) VOHL
(0ST=U) 1291
(STy=u) aviLs
(E0T=U) Alewiid-WONS

(89€=U) sIseIseIdW-WONS

(TLy=u) WDMS
(09Z=u) DYvSs
(991=u) av3y
(86v=u) aAvud
(181=u) 9ddd
(6LT=u) avvd
(€0€=U) AO

(£8=u) 0S3IW
(Tog=u) osm
(sTS=u) avm
(T£E=u) DHN
(915=u) 991
(ELT=U) TWV]
(06Z=u) duDi
(E€G=U) DY
(99=u) HO
(86=U) +AdH-DSNH
(zzpy=u) -AdH-DSNH
(zzs=u) DSNH
(EST=u) WD
(s81=u) vOS3
(gy=u) og1a
(85y=u) Avod
(9€=u) TOHD
(90€=u) 553D
(6TZ=u) gwn1-voug
(89G=u) ywn1-vOug
(zg=u) z1aH-vOUg
(16 T=u) |eseg-vDug
(00TT=U) VOug
(8ovr=u) vO18
(6£=u) DOV

O [opow swoomo uorssardxa [NHA

B Increased risk
] Not significant
B Decreased risk

X P>0.05
B p=<005

Zscore

m 49
0.0

ooy



Figure S3. Association between FENI1 expression and overall survival in TCGA-CESC-SCC patients stratified according to
the administrated treatment. (A) Kaplan-Meier survival curve for all patients with SCC with reported adjuvant chemotherapy
treatment status prior to stratification to not treated and treated. (B) Kaplan-Meier survival curve for patients not treated with
adjuvant chemotherapy. (C) Kaplan-Meier survival curve for patients treated with adjuvant chemotherapy. (D) Kaplan-Meier
survival curve for all patients with SCC with reported radiation treatment status prior to stratification to not treated and treated.
(E) Kaplan-Meier survival curve for patients not treated with radiation therapy. (F) Kaplan-Meier survival curve for patients
treated with radiation therapy. FEN1, flap structure-specific endonuclease 1; TCGA, The Cancer Genome Atlas; CESC, cervical
squamous cell carcinoma and endocervical adenocarcinoma; SCC, squamous cell carcinoma; CI, confidence interval; HR,
hazard ratio.
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Figure S4. High G,/M score in cervical tumors is associated with favorable clinical outcome. (A) Kaplan-Meier survival curve
for all patients with SCC with reported adjuvant chemotherapy treatment status prior to stratification to not treated and treated.
(B) Kaplan-Meier survival curve for patients not treated with adjuvant chemotherapy. (C) Kaplan-Meier survival curve for
patients treated with adjuvant chemotherapy. (D) Kaplan-Meier survival curve for all patients with SCC with reported radiation
treatment status prior to stratification to not treated and treated. (E) Kaplan-Meier survival curve for patients not treated with
radiation therapy. (F) Kaplan-Meier survival curve for patients treated with radiation therapy. SCC, squamous cell carcinoma;
ClI, confidence interval; HR, hazard ratio.
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