Supplementary material

Supplementary Table 1. Description of analysed SNPs

Gene SNP Reported associations [ref]
rs3025039 . .
12010963 R!sk of‘preeclamp5|a ; Risk gf
VEGF 10 diabetic macular edemal?; Risk of
rs1570360 recurrent pregnancy losses!®4l
rs699947
rs699 _ . _
AGT Risk of essential hypertensionl
rs4762
Response to anti-angiogenesis in
PLA2G12A rs2285714 patients with age-related macular
degeneration(®!
rs1946519
rs360717 . o .
IL-18 Risk of acute myocardial infarction!”!
rs1834481
rs3882891
ATIR <5186 Id|opa.1th|c8recurrent spontaneous
abortions(®
ANGPT2 rs2442598 Vascular disorders/®!
rs1800629 Risk of dilated cardiomyopathy%: risk
TNF-alpha 1799724 of HCC; susceptibility to Chron’s
rs diseasel? or rheumatoid arthritis!*3!
GNB3 rs5443 Strokel'¥; Hypertension!®°
rs1800795 Coronary artery diseasel'®l; Diabetes
IL-6 1800797 mellitus!*”]; risk of vasculitis!*él;
rs susceptibility to liver diseases!!°]
rs11209026 Risk of Crohn’s disease and ulcerative
rs1884444 colitis!2%: Immune-mediated
IL-23R . Skl
rs10889677 diseases!?!l; Primary immune
(56682925 thrombocytopenial??
rs763780 HBV Infection?3; response to
IL-17 597501 biological drugs in psoriasis?*]; risk of
rs2275913 cancer development(?®!
FOXP3 rs3761549




rs3761548

rs2280883

Susceptibility to cancer!?®);
autoimmune disease susceptibility?7);
HBV-related HCC in Chinal28




Supplementary Table 2. List of used assays.

SNP Gene Assay

rs 3025039 VEGF C_16198794 10
rs 2010963 VEGF C_8311614 10
rs 1570360 VEGF C_1647379_10
rs 699947 VEGF C_8311602_10
rs 699 AGT1 C_1985481_20

rs 4762 AGT2 C_1985480_20
rs 2285714 PLA2G12A C 22271984 20
rs 1946519 IL-18 C_2898459 20
rs 360717 IL-18 C_2898462_10
rs 1834481 IL-18 C_2898467_30
rs 3882891 IL-18 C_12078232_10
rs 5186 ATIR C_3187716_10
rs 2442598 ANGPT2 C_15803341 10
rs 1800629 TNF-a C_7514879 10
rs 1799724 TNF-a C 11918223 10
rs 5443 GNB3 C 21844734 10
rs 1800795 IL-6 C_1839697_20
rs 1800797 IL-6 C_1839695_20
rs 11209026 IL-23R C 1272298 10
rs 1884444 IL-23R C_11728603_10
rs 10889677 IL-23R C_11283764 10
rs 6682925 IL-23R C_1272359 10
rs 763780 IL-17 C_2234166_10
rs 2275913 IL-17 C_15879983 10
rs 3761549 FOXP3 C_27058744 10
rs 3761548 FOXP3 C_27476877_10
rs 2280883 FOXP3 C_15874601_20




Supplementary Table 3. Description of polymorphisms in BCLC cohort. Training

cohort.
Label Variable Category Totﬁl_cé(;rlort,
SNP 1 rs11209026 IL23R SNP 1 rs11209026 IL23R AA 2 (2.4)
AG 10 (12.2)
GG 70 (85.4)
SNP_2 rs1884444 1L23R SNP_2 rs1884444 |L23R GG 16 (19.5)
GT 44 (53.7)
TT 22 (26.8)
SNP 3 rs10889677 IL23R SNP 3 rs10889677 IL23R AA 7 (8.5)
AC 34 (41.5)
CC 41 (50.0)
SNP 4 rs6682925 IL23R SNP 4 rs6682925 IL23R CC 16 (19.5)
CT 43 (52.4)
TT 23 (28.0)
SNP 5 rs763780 IL17 SNP 5 rs763780 IL17 CT 7 (8.5)
TT 75 (91.5)
SNP 6 rs2275913 IL17 SNP 6 rs2275913 IL17 AA 13 (15.9)
AG 32 (39.0)
GG 37 (45.1)
SNP_7 rs3761549 FOXP3 SNP 7 rs3761549 FOXP3 AA 7 (8.5)
GG 75 (91.5)
SNP 8 rs3761548 FOXP3 SNP 8 rs3761548 FOXP3 TT 38 (46.3)
TG 5(6.1)
GG 39 (47.6)
SNP 9 rs2280883 FOXP3 SNP 9 rs2280883 FOXP3 CC 42 (51.2)
TC 6 (7.3)
TT 34 (41.5)
VEGF +936C/T rs3025039 VEGF CC 68 (82.9)
CT 14 (17.1)
VEGF -634G/C rs2010963 VEGF CC 5(6.1)
CG 39 (47.6)
GG 38 (46.3)
VEGF -1154G/A rs1570360 VEGF AA 19 (23.2)
AG 29 (35.4)
GG 34 (41.5)
VEGF -2578C/A rs699947 VEGF AA 17 (20.7)
AC 45 (54.9)
CC 20 (24.4)
AGT M235T rs699 AGT AA 26 (31.7)
AG 34 (41.5)
GG 22 (26.8)
AGT T174M rs4762 AGT AA 5(6.1)
AG 16 (19.5)
GG 61 (74.4)
PLA2G12A CI/T rs2285714 PLA2G12A CcC 34 (41.5)
CT 42 (51.2)




TT 6(7.3)
IL-8 A/IC rs1946519 IL-8 AA 13 (15.9)
AG 41 (50.0)
GG 28 (34.1)

IL-8 A/G rs360717 IL-8 AA 8 (9.8)
AG 28 (34.1)
GG 46 (56.1)
IL-8 C/G rs1834481 IL-8 cC 47 (57.3)
CG 26 (31.7)

GG 9 (11.0)
IL-8 GIT rs3882891 IL-8 GG 16 (19.5)
GT 40 (48.8)
TT 26 (31.7)
ATIR 1166A/C 1s5186 AT1R AA 40 (48.8)
AC 35 (42.7)

cC 7 (8.5)
ANGPT2 C/T 1s2442598 ANGPT2 cC 53 (64.6)
CT 24 (29.3)

TT 5 (6.1)

G308A TNF-a rs1800629 TNF-a AA 1(12)
AG 24 (29.3)
GG 57 (69.5)
C857T TNF-a rs1799724 TNF-a CcC 63 (76.8)
CT 18 (22.0)

TT 1(1.2)
GNB3 C825T rs5443 GNB3 cC 25 (30.5)
CT 43 (52.4)
TT 14 (17.1)
IL-6 -174G/C rs1800795 IL-6 cC 13 (15.9)
CG 32 (39.0)
GG 37 (45.1)
IL-6 -597A/G rs1800797 IL-6 AA 12 (14.6)
AG 32 (39.0)
GG 38 (46.3)

*Expressed as absolute frequency (%).




Supplementary Table 4. distribution of patients with history of diabetes and
arterial hypertension (AHT) who developed or not eDAE or DAE in each cohort.

Cohort AHT DM

DAE

No Yes No Yes

BCLC1 cohort No 27 (67.5) | 13(32.5) | 29(72.5) | 11 (27.5)

Yes 18 (42.9) | 24 (57.1) | 31(72.8) | 11(26.2)
BCLC2 cohort No 29 (56.9) | 22 (43.1) | 31(60.8) | 20 (39.2)

Yes 14 (50) | 14(50) | 20(71.4) | 8(28.6)
Northern Italy cohort No 131 (69.3) | 58 (30.7) | 142 (75.1) | 47 (24.9)

Yes 25(78.1) | 7(21.9) | 18(56.3) | 14 (43.8)
Naples cohort No 18 (42.9) | 24 (57.1) | 27 (64.3) | 15(35.7)

Yes 6(22.2) |21(77.8) | 19(70.4) | 8(29.6)
BCLC1 cohort + BCLC2 Cohort + No 74 (55.6) | 59 (44.4) | 87 (65.4) | 46 (34.6)
Naples Cohort

Yes 38(39.2) | 59(60.8) | 70(72.2) | 27 (27.8)
Cohort AHT DM

eDAE
No Yes No Yes

BCLC1 cohort No 29 (59.2) | 20 (40.8) | 34 (69.4) | 15 (30.6)

Yes 16 (48.5) | 17 (51.5) | 26(78.8) | 7(21.2)
BCLC2 cohort No 30 (52.6) | 27 (47.4) | 33(57.9) | 24(42.1)

Yes 13 (59.1) | 9(40.9) | 18(81.8) | 4(18.2)
Northern Italy cohort No 133 (68.9) | 60 (31.1) | 144 (74.6) | 49 (25.4)

Yes 23(82.1) | 5(17.9) | 16 (57.1) | 12 (42.9)
Naples cohort No 19 (43.2) | 25(56.8) | 29 (65.9) | 15(34.1)

Yes 5 (20) 20 (80) | 17(68) 8 (32)
BCLC1 cohort + BCLC2 Cohort + No 78 (52) 72 (48) 96 (64) 54 (36)
Naples Cohort

Yes 34 (42.5) | 46 (57.5) | 61(76.3) | 19 (23.7)

DAE: Dermatologic Adverse Events; eDAE: early Dermatologic Adverse Events; AHT: Arterial Hypertension;

DM: Diabetes Mellitus.




Supplementary Table 5. Association between DAE and AHT in each cohort.

Cohort DAE eDAE
HR (95%Cl) p- HR (95%Cl) p-
value value
AHT (Yes vs All patients 1.61 (1.14 - 2.28) 0.007 | 1.31(0.90-1.92) | 0.16
No) BCLC1 cohort 1.96 (1.05 - 3.65) 0.04 | 1.34(0.67-265) | 04
BCLC2 cohort 1.12 (0.53 - 2.34) 08 | 0.77(0.33-1.79) | 05
Northern Italy cohort 0.63 (0.27 - 1.46) 0.3 0.5(0.19-1.31) 0.5
Naples cohort 2.31(0.93-5.73) 0.07 | 2.59(0.97-6.91) | 0.06
BCLC1 cohort + BCLC2 1.62 (1.07 - 2.44) 0.02 | 1.31(0.84-2.04) | 0.2
Cohort + Naples Cohort
DM (Yes vs No) | All patients 1.09 (0.75 - 1.58) 0.6 0.9(0.6-1.37) 0.6
BCLC1 cohort 0.84 (0.42 - 1.67) 0.6 | 0.64(0.28-1.48) | 0.3
BCLC2 cohort 0.59 (0.26 - 1.33) 0.2 | 0.34(0.12-1.01) | 0.052
Northern Italy cohort 2.25(1.12 - 4.54) 0.02 | 1.83(0.85-3.95) | 0.13
Naples cohort 0.74 (0.33-1.71) 05 | 086(0.37-1.99) | 0.7
BCLCL1 cohort + BCLC2 0.71(0.45-1.1) 0.12 | 0.58(0.35-0.98) | 0.04

Cohort + Naples Cohort

DAE: Dermatologic Adverse Events; eDAE: early Dermatologic Adverse Events; AHT: Arterial Hypertension; DM:

Diabetes Mellitus.




Supplementary table 6. Cox regression models for Exitus by AGT1 (rs699)

AGT1

HR (95%Cl)
adjusted by

HR (95%Cl)
adjusted by

HR (95%Cl)

HR (95%Cl)

HR (95%Cl)

Center (rs699) HR (95%Cl) p-value BCLC + p-value BCLC + ECOG- p-value adjusted by p-value adjusted p-value adjusted by p-value
ECOG-PS PS + AHT + DM AHT +DM by DM AHT

AAVSAG | 0.6 (0.35-1.04) 007 | 059(0.34-1.03) | 0.6 053 (0.3 -0.94) 003 | 054(0.31-096) | 0.04 0.58 (0.33-1.01) 0.052 055(0.31-097) | 004
BCLC1 cohort AAVSGG | 0.87(0.47-1.6) 07 0.88 (0.48-1.63) 07 0.8 (0.42 -1.5) 05 0.79 (0.42-1.48) 05 0.83 (0.45-1.54) 0.6 0.79 (0.42-1.49) 05
AGVsGG | 1.44(0.82-2.56) 0.2 1.48 (0.83-2.66) 02 151 (0.84 -2.7) 017 | 1.44(0.82-2.56) 02 1.44 (0.81-2.55) 02 1.45 (0.82-2.57) 0.2
AAVSAG | 1.13(057-2.23) 07 1.11 (0.56-2.21) 038 1.13 (0.56 -2.24) 038 1.14 (0.58-2.24) 07 1.14 (0.58-2.25) 0.7 1.14 (0.58-2.25) 07
BCLC2 cohort AAVSGG | 0.58(0.27-1.23) 0.2 0.64 (0.27-1.51) 03 0.67 (0.28 -1.61) 04 059(0.28-1.24) | 0.16 0.59 (0.28-1.24) 0.17 058 (0.27-1.23) | 0.16
AGVsGG | 0.51(0.25-1.04) 007 | 057(0.26-1.28) 02 0.6 (0.27 -1.34) 02 052(0.25-1.05) | 0.07 051 (0.25-1.05) 0.07 051 (0.25-1.04) | 0.06
AA Vs AG 1(0.71-1.43) 0.9 1.06 (0.75-1.51) 07 1.01 (0.72 -1.41) 09 0.97 (0.69-1.35) 09 0.98 (0.7- 1.38) 0.9 0.95 (0.68-1.33) 08
Northern ltaly cohort | AAvsGG | 0.86 (0.57-1.32) 05 0.9 (0.59-1.37) 06 0.81 (0.53 -1.24) 03 0.77 (05-1.17) 02 0.81 (0.54-1.22) 03 0.77 (0.5- 1.17) 0.2
AGVsGG | 0.86(0.57-1.29) 05 0.84 (0.56-1.27) 04 0.8 (0.54 -1.19) 03 0.8 (0.54- 1.18) 03 0.82 (0.56-1.21) 03 0.8 (0.55- 1.19) 03
AAVSAG | 0.81(0.45-1.44) 05 0.84 (0.46-1.51) 0.6 0.77 (0.41 -1.44) 04 0.75 (0.41-1.37) 04 0.79 (0.43-1.42) 0.4 0.76 (0.42-1.37) 03
Naples cohort AA Vs GG 1(0.42-2.39) 0.9 1.1 (0.44-2.76) 0.9 0.99 (0.39 -2.54) 09 0.95 (0.4- 2.28) 09 0.99 (0.41-2.36) 0.9 0.95 (0.4- 2.29) 0.9
AGVsGG | 1.24(0.54-2.83) 06 1.31 (0.56-3.06) 05 1.29 (0.55 -3.01) 06 1.26 (0.55-2.89) 06 1.26 (0.55-2.89) 06 1.25 (0.55-2.86) 06
BCLC2 cohort + AAVSAG | 097 (0.74-1.26) 08 0.99 (0.76-1.29) 0.9 0.99 (0.76 -1.29) 09 0.97 (0.74-1.26) 08 0.97 (0.75-1.27) 0.9 0.96 (0.73-1.25) 08
Naples cohort + AAVsGG | 0.78(0.56-1.09) 015 | 0.82(0.59-1.15) 03 0.81 (0.58 -1.14) 02 0.77(055-1.08) | 0.13 0.78 (0.56-1.09) 0.15 0.77 (055-1.07) | 0.12
Northern ltaly cohort s o 66 | 0.81 (0.6-1.11) 0.2 0.83 (0.61-1.14) 0.2 0.82 (0.6 -1.12) 0.2 0.8 (0.58- 1.09) 0.15 0.8 (0.59- 1.1) 0.17 0.8 (0.59- 1.09) 0.16
BCLCL cohort + AAVSAG | 0.86(0.66-1.1) 0.2 0.88 (0.68-1.14) 03 0.87 (0.67 -1.12) 03 0.85 (0.66-1.1) 02 0.86 (0.67-1.11) 03 0.84 (0.65-1.09) | 0.18
Naples cohort + AAVsSGG | 0.88(0.65-1.21) 04 0.88 (0.64-1.2) 0.4 0.84 (0.61 -1.16) 03 0.85 (0.62-1.17) 03 0.87 (0.64-1.2) 0.4 0.85 (0.62-1.17) 03
Northern ltaly cohort A c' s 66 | 103 (0.77-1.38) 08 1(0.74-1.34) 0.9 0.97 (0.72 -1.3) 08 1(0.75 -1.35) 0.9 1.01 (0.76-1.36) 0.9 1.01 (0.75-1.36) 0.9
BCLCL cohort + AAVSAG | 0.79 (0.56-1.11) 017 | 0.78(055-1.09) | 0.15 0.77 (0.54 -1.08) 013 | 0.78(055-1.09) | 0.15 0.79 (0.56-1.11) 0.17 0.78 (0.55-1.1) 0.15
BCLC2 cohort + AAVsGG | 0.85(0.57-1.28) 04 0.81 (0.54-1.23) 03 0.8 (0.53 -1.22) 03 0.84 (0.55-1.26) 04 0.85 (0.56-1.28) 04 0.84 (0.55-1.26) 04
Naples cohort AGVsGG | 1.08/0.74-1.58) 07 1.05 (0.71-1.54) 08 1.05 (0.71 -1.55) 08 1.08 (0.73-1.58) 0.7 1.08 (0.73-1.59) 07 1.07 (0.73-1.58) 07

BCLC: Barcelona Clinic Liver Cancer; ECOG-PS: Eastern Cooperative Oncology Group Performance Status; AHT: Arterial Hypertension; DM: Diabetes Mellitus.




Supplementary table 7. Cox regression models for Exitus by AGT2 (rs4762)

AGT2

HR (95%Cl)
adjusted by

HR (95%Cl)
adjusted by BCLC

HR (95%Cl)

p-

HR (95%Cl)

p-

HR (95%Cl)

Center (rs4762) HR (95%Cl) p-value BCLC + ECOG- p-value + ECOG-PS + p-value adjusted by value adjusted value | adjusted by AHT p-value
PS AHT + DM AHT + DM by DM

AAVSAG | 059 (0.21-1.65) 03 0.56 (0.2-1.59) 0.3 052 (0.18 -1.5) 0.2 0.56 (0.2- 1.58) 03 | 057(0.2-1.59) 03 0.58 (0.21-1.62) 0.3
BCLClcohort | AAvsGG | 0.84(0.33-2.11) 0.7 0.77 (0.31-1.96) 0.6 0.77 (0.3 -1.98) 0.6 0.85(0.34-2.16) | 0.8 | 0.83(0.33-2.09) | 0.7 0.87 (0.35-2.2) 0.8
AGVsGG | 141 (0.79-2.51) 0.2 1.38 (0.76-2.51) 03 1.48 (0.8 -2.73) 0.2 152(0.84-274) | 017 | 147(0.82-263) | 02 1.5 (0.83- 2.72) 0.18
AA Vs AG 0.87 (0.1-7.55) 0.9 1.4 (0.15-13.04) 0.8 1.22 (0.13 -11.39) 0.9 0.8 (0.09- 7.01) 09 | 082(0.09-7.12) | 09 0.88 (0.1- 7.58) 0.9
BCLC2 cohort | AAVsGG | 0.48 (0.07-3.47) 05 0.51 (0.07-3.77) 05 0.49 (0.07 -3.61) 05 0.46 (0.06-3.35) | 05 | 0.46(0.06-339) | 04 0.48 (0.07-3.5) 05
AG vs GG 0.55 (0.21-1.4) 0.2 0.37 (0.13-1.06) 0.06 0.4 (0.14 -1.15) 0.09 057 (0.22-1.47) | 02 | 057(0.22-1.46) | 0.2 0.55 (0.21-1.4) 0.2
AAVSAG | 059 (0.14-2.44) 05 0.45 (0.11-1.9) 03 0.48 (0.11 -2.02) 03 057(0.14-2.38) | 05 | 058(0.14-2.42) | 05 0.58 (0.14-2.43) 05
No”cgeh’g rt'ta'y AAVsGG | 0.66 (0.16-2.67) 06 0.46 (0.11-1.9) 03 05 (0.12 -2.06) 03 068(0.17-275) | 06 | 0.67(0.17-2.72) 06 0.68 (0.17-2.73) 06
AGVsGG | 1.13(0.78-1.62) 05 1.02 (0.71-1.49) 0.9 1.04 (0.72 -1.52) 0.8 119(0.82-1.73) | 04 | 1.16(0.8-1.67) 04 1.16 (0.8- 1.68) 0.4
Naples cohort | AGVsGG |  0.85 (0.44-1.64) 0.6 0.85 (0.44-1.64) 0.6 0.87 (0.45 -1.69) 0.7 0.87 (0.45-1.7) 0.7 | 085(0.44-1.64) | 06 0.87 (0.45-1.7) 0.7
BCLC2 cohort | AAVSAG | 0.63(0.26-1.52) 0.3 0.63 (0.26-1.53) 03 0.5 (0.15 -1.6) 0.2 052(0.16-1.68) | 03 | 053(0.16-1.68) | 0.3 052 (0.16-1.67) 03
N “sﬂ'ﬁ;ﬁol';;’{; AA Vs GG 0.62 (0.27-1.4) 0.2 0.61 (0.27-1.39) 0.2 0.45 (0.14 -1.42) 0.17 052(017-1.62) | 03 | 052(0.17-1.62) 03 052 (0.17-1.61) 03
cohort AGVSGG | 0.98 (0.66-1.44) 0.9 0.97 (0.65-1.44) 0.9 0.91 (0.67 -1.23) 05 099 (0.73-1.34) | 09 | 099(0.73-134) | 09 0.99 (0.73-1.34) 0.9
BCLClcohort | AAVSAG | 0.63(0.29-1.38) 0.2 0.61 (0.28-1.34) 0.2 0.6 (0.28 -1.33) 0.2 061(0.28-1.34) | 02 | 061(0.28-1.34) | 0.2 0.63 (0.29-1.38) 0.3
N mgﬂ'ﬁ;ﬁ"ngg AA Vs GG 0.71 (0.33-1.5) 04 0.67 (0.31-1.42) 0.3 0.68 (0.32 -1.45) 0.3 071(0.34-151) | 04 | 0.71(0.33-15) 04 0.72 (0.34-1.54) 0.4
cohort AGVsGG | 1.13(0.85-1.49) 04 1.09 (0.82-1.45) 0.6 1.12 (0.85 -1.49) 0.4 117(0.88-155) | 03 | 1.16(0.87-153) | 03 1.15 (0.87-1.52) 03
BCLC1cohort | AAVSAG | 0.63(0.26-1.52) 03 0.63 (0.26-1.53) 0.3 0.64 (0.26 -1.54) 03 064(0.26-1.53) | 03 | 063(0.26-152) | 03 0.63 (0.26-1.53) 0.3
Coh;r?fﬁ\liiles AA Vs GG 0.62 (0.27-1.4) 0.2 0.61 (0.27-1.39) 0.2 0.62 (0.27 -1.4) 0.3 062(0.27-141) | 03 | 062(0.27-1.4) 0.2 0.62 (0.27-1.41) 0.3
cohort AGVsGG | 0.98 (0.66-1.44) 0.9 0.97 (0.65-1.44) 0.9 0.97 (0.65 -1.44) 0.9 098 (0.66-1.45) | 09 | 0.98(0.66-1.44) | 0.9 0.98 (0.66-1.45) 0.9

BCLC: Barcelona Clinic Liver Cancer; ECOG-PS: Eastern Cooperative Oncology Group Performance Status; AHT: Arterial Hypertension; DM: Diabetes Mellitus.




Supplementary Table 8. Impact of IEACA medication on training and BCLC

validation cohorts.

Event Cohort Adjusting factor HR for IECAS p-value
medication (95%0CIl)
Death BCLC1 cohort none 0.96 (0.58 - 1.6) 0.9
BCLC + ECOG-PS + DM 0.96 (0.57 - 1.63) 0.9
BCLC + ECOG-PS + DM + AHT 1.04 (0.58 - 1.86) 0.9
BCLC2 cohort none 1.02 (0.47 - 2.22) 0.95
BCLC + ECOG-PS + DM 1.02 (0.46 - 2.26) 0.95
BCLC + ECOG-PS + DM + AHT 1.06 (0.44 - 2.54) 0.9
BCLC1 & BCLC2 none 0.98 (0.65 - 1.49) 0.9
cohorts
BCLC + ECOG-PS + DM 1(0.66 - 1.53) 0.98
BCLC + ECOG-PS + DM + AHT 1.07 (0.67 - 1.70) 0.8
eDAE | BCLC1 cohort none 0.61 (0.3 - 1.26) 0.18
BCLC + ECOG-PS + DM 0.54 (0.256 - 1.12) 0.1
BCLC + ECOG-PS + DM + AHT 0.63 (0.27 - 1.47) 0.3
BCLC2 cohort none 0.71 (0.26 - 1.93) 0.5
BCLC + ECOG-PS + DM 0.72 (0.26 - 2.04) 0.5
BCLC + ECOG-PS + DM + AHT 0.70 (0.22 - 2.27) 0.6
BCLC1 & BCLC2 none 0.62 (0.35-1.11) 0.11
cohorts
BCLC + ECOG-PS + DM 0.6 (0.33-1.07) 0.08
BCLC + ECOG-PS + DM + AHT 0.64 (0.33 - 1.25) 0.2
DAE BCLC1 cohort none 0.64 (0.34 - 1.22) 0.18
BCLC + ECOG-PS + DM 0.59 (0.31-1.14) 0.11
BCLC + ECOG-PS + DM + AHT 0.88 (0.42 -1.82) 0.7
BCLC2 cohort none 0.76 (0.31 -1.87) 0.6
BCLC + ECOG-PS + DM 0.79 (0.31 - 1.99) 0.6
BCLC + ECOG-PS + DM + AHT 0.92 (0.33 - 2.55) 0.9
BCLC1 & BCLC2 none 0.65 (0.38 - 1.09) 0.1
cohorts
BCLC + ECOG-PS + DM 0.63 (0.37 - 1.06) 0.08
BCLC + ECOG-PS + DM + AHT 0.82 (0.46 - 1.49) 0.5

DAE: Dermatologic Adverse Events; eDAE: early Dermatologic Adverse Events; BCLC: Barcelona Clinic
Liver Cancer; ECOG-PS: Eastern Cooperative Oncology Group Performance Status; AHT: Arterial

Hypertension; DM: Diabetes Mellitus.




REFERENCES

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Cheng D, Hao Y, Zhou W, Ma Y. Vascular Endothelial Growth Factor +936C/T, —634G/C, —
2578C/A, and —1154G/A Polymorphisms with Risk of Preeclampsia: A Meta-Analysis. PL0oS
One 2013;8:e78173 [DOI: 10.1371/journal.pone.0078173]

Awata T, Kurihara S, Takata N, Neda T, lizuka H, Ohkubo T, Osaki M, Watanabe M, Nakashima
Y, Inukai K, Inoue I, Kawasaki I, Mori K, Yoneya S, Katayama S. Functional VEGF C-634G
polymorphism is associated with development of diabetic macular edema and correlated with
macular retinal thickness in type 2 diabetes. Biochem Biophys Res Commun 2005;333:679-85
[DOI: 10.1016/j.bbrc.2005.05.167]

Samli H, Demir BC, Ozgoz A, Atalay MA, Uncu G. Vascular endothelial growth factor gene
1154 G/A, 2578 C/A, 460 C/T, 936 C/T polymorphisms and association with recurrent pregnancy
losses. Genet Mol Res 2012;11:4739-45 [DOI: 10.4238/2012.December.17.6]

Boudjenah R, Molina-gomes D, Wainer R, Mazancourt P De. The vascular endothelial growth
factor (VEGF) +405 G/C polymorphism and its relationship with recurrent implantation failure in
women in an IVF programme with ICSI. J Assist Reprod Genet 2012;29:1415-20 [DOI:
10.1007/s10815-012-9878-8]

Mohana Vamsi U, Swapna N, Surender Reddy S, Vishnupriya S, Tirunilai P. Gender-Related
Association of AGT Gene Variants ( M235T and T174M ) with Essential Hypertension — A
Case-Control Study. Clin Exp Hypertens 2012;34:38-44 [DOI: 10.3109/10641963.2011.618207]
Wang VM, Rosen RB, Meyerle CB, Kurup SK, Ardeljan D, Tai K, Pomykala M, Chew EY, Chan
C, Tuo J. Suggestive association between PLA2G12A single nucleotide polymorphism rs2285714
and response to anti-vascular endothelial growth factor therapy in patients with exudative age-
related macular degeneration. Mol Vis 2012;18:2578-85

Koch W, Wolferstetter H, Schatke A, Schdmig A, Kastrati A. Interleukin 18 gene variation and
risk of acute myocardial infarction. Cytokine 2011;56:786-91 [DOI: 10.1016/j.cyt0.2011.09.006]
Seul Choi Y, Kwon H, Hyang Kim J, Eun Shin J, Choi Y, Ki Yoon T, Hee Choi D, Keun Kim N.
Haplotype-based association of ACE I/D, AT1R 1166A>C, and AGT M235T polymorphisms in
renin—angiotensin—aldosterone system genes in Korean women with idiopathic recurrent
spontaneous abortions. Eur J Obstet Gynecol 2011;158:225-8 [DOI:
10.1016/j.ejogrb.2011.04.028]

Pietrowski D, Tempfer C, Bettendorf H, BUkle B, Nagele F, Unfried G, Keck C. Angiopoietin-2
polymorphism in women with idiopathic recurrent miscarriage. Fertil Steril 2003;80:1026-9
[DOI: 10.1016/S0015-0282(03)01011-2]

Zhang Y, Cao Y, Xin L, Gao N, Liu B. Association between rs1800629 polymorphism in tumor
necrosis factor-o gene and dilated cardiomyopathy susceptibility. Medicine (Baltimore)
2018;97:213386 [DOI: 10.1097/MD.0000000000013386]

Wei Y, Liu F, Li B, Chen X. Polymorphisms of Tumor Necrosis Factor-Alpha and Hepatocellular
Carcinoma Risk: A HUGE Systematic Review and Meta-Analysis. Dig Dis Sci 2011;56:2227-36
[DOI: 10.1007/510620-011-1617-y]

Mao YQ, Dong SQ, Gao M. Association between TNF-o rs1799724 and rs1800629
polymorphisms and the risk of Crohn’s disease. Genet Mol Res 2015;14:15811-21

Sadaf T, John P, Bhatti A, Jahangir S, Kiani AK, Gill FA, Malik JM. Lack of tumor necrosis
factor alpha gene polymorphism -857c/t ( rs1799724 ) association in Pakistani rheumatoid
arthritis patients. Int J Rheum Dis 2016;19:1119-25

Mart fiez C, Ant&n Al, Bernal A, Lozano ML, Ferrer-Marin F, Corral J, Iniesta JA, Vicente V.
Evaluation of Novel Platelet Polymorphisms in Stroke. Dichotomic Effect of rs5443 in GNB3. J
Clin Neurol 2015;11:102-3 [DOI: 10.3988/jcn.2015.11.1.102]

Chen M-L, Huang T-P, Chen T-W, Chan H-H, Hwang B-F. Interactions of Genes and Sodium
Intake on the Development of Hypertension: A Cohort-Based Case-Control Study. Int J Environ
Res Public Health 2018;15:1110-20 [DOI: 10.3390/ijerph15061110]

Gonzdez-castro TB, Herné&ndez-d Rz Y, Pé&ez-hernéndez N, Blachman-braun R, Posadas-sénchez
R, Vargas-alarcén G. Original article: Interleukin 6 (rs1800795) Gene Polymorphism is
associated with cardiovascular diseases: A meta-analysis of 74 studies with 86,229 subjects.
EXCLI J 2019;18:331-55 [DOI: 10.17179/excli2019-1248]

Plataki MN, Daraki V, Zervou MI, Samonis G. Association of the Interleukin-6 rs1800795
Polymorphism with Type 2 Diabetes Mellitus in the Population of the Island of Crete, Greece.
Genet Test Mol Biomarkers 2018;22:1-5 [DOI: 10.1089/gtmb.2017.0220]

Jung JH, Seok H, Choi SJ, Song GG, Han Y. Association between rs1800795 polymorphisms in
the interleukin-6 gene and vasculitis: A meta-analysis. Sarcoidosis Vasc Diffus Lung Dis



19.

20.

21,

22,

23.

24,

25.

26.

27.

28.

2019;36:302-10 [DOI: 10.36141/svdld.v36i4.8653]

Wang X, Yan Z, Ye Q. Interleukin-6 gene polymorphisms and susceptibility to liver diseases.
Medicine (Baltimore) 2019;98:e18408 [DOI: 10.1097/MD.0000000000018408]

Zhu Y, Jiang H, Chen Z, Lu B, Li J, Shen X. Genetic association between IL23R rs11209026 and
rs10889677 polymorphisms and risk of Crohn’s disease and ulcerative colitis: evidence from 41
studies. Inflamm Res 2019;69:87-103 [DOI: 10.1007/s00011-019-01296-y]

Abdollahi E, Tavasolian F, Momtazi-borojeni AA, Samadi M, Rafatpanah H. Protective role of
R381Q (rs11209026) polymorphism in IL-23R gene in immune-mediated diseases: A
comprehensive review. J Immunotoxicol 2016;13:286-300 [DOI:
10.3109/1547691X.2015.1115448]

Farawela HM, Botros SKA, El-ghamrawy M, Ebrahim EO. Interleukin-23R gene polymorphism
in pediatric Egyptian patients with primary immune thrombocytopenia. Blood Coagul
Fibrinolysis 2016;27:374-7 [DOI: 10.1097/MBC.0000000000000450]

Ren W, Wu Z, Ma R, Liu Z, Wang Y, Wu L, Liu S, Wang Z. Polymorphisms in the IL-17 Gene
(rs2275913 and rs763780) Are Associated with Hepatitis B Virus Infection in the Han Chinese
Population. Genet Test Mol Biomarkers 2017;00:1-6 [DOI: 10.1089/gtmb.2016.0177]
Prieto-Pé&ez R, Solano-L&ez G, Cabaleiro T, Romé&n M, Ochoa D, Taleg& M, Baniandrés O,
Estebaranz JLL, de la Cueva P, Daudén E, & Francisco Abad-Santosf,*, 1 3. The polymorphism
rs763780 in the IL-17F gene is associated with response to biological drugs in patients with
psoriasis. Pharmacogenomics 2015;16:1723-31 [DOI: 10.2217/pgs.15.107]

Dai Z, Zhang T, Lin S, Zhang W, Liu J, Cao X, Li H, Wang M, Liu X, Liu K, Li S, Dai Z. Role
of IL-17A rs2275913 and IL-17F rs763780 polymorphisms in risk of cancer development : an
updatedmeta-analysis. Sci Rep 2016;6:20439 [DOI: 10.1038/srep20439]

Cheng Z, Guo Y, Ming L. Functional Foxp3 polymorphisms and the susceptibility to cancer.
Medicine (Baltimore) 2018;97:e11927

He Y, Huang N, Li Y, Qiu Z, Li W. FoxP3 rs3761548 polymorphism predicts autoimmune
disease susceptibility: A meta-analysis. Hum Immunol 2013;74:1665-71 [DOI:
10.1016/j.humimm.2013.08.270]

Chen 'Y, Zhang H, Liao W, Zhou J, He G, Xie X, Fei R, Qin L, Wei L, Chen H. FOXP3 gene
polymorphism is associated with hepatitis B-related hepatocellular carcinoma in China. J Exp
Clin Cancer Res 2013;32:39-46



