Supplementary

Subgroup SYS+aPD-(L)1* HAIC+aPD-(L)1* HR (95% CI) P value
Overall 23/26 (88.5) 51/61 (83.6) ——i: 0.56 (0.34, 0.92) 0.02
Sex

Male 13/15 (86.7) 24/31(77.4) —— 0.31 (0.15, 0.65) 0.002

Female 10/11(90.9) 27/30(90.0) ;—“—1 0.96 (0.46, 1.99) 0.91
Age (years) i

<60 15/15 (100.0) 33/37(89.2) —— ! 0.28(0.14,0.55)  <0.001

>60 8/11(72.7) 18/24 (75.0) — e 0.99(0.43,2.29)  0.99
HBY

Absent 15/17 (88.2) 34/43 (79.1) — e 0.53(0.28,0.99)  0.048

Present 8/9 (88.9) 17/18 (94.4) —— 0.58(0.25,1.36)  0.21
Child-Pugh stage i

A 20/21(95.2) 42/51(82.4) —e—i li 0.45 (0.26, 0.77) 0.004

B 3/5 (60.0) 9/10 (90.0) . & 4 195(052,7.36) 032
Tumor size (mm) '

<80 13/15 (86.7) 29/34 (85.3) ._._.4 0.58(0.29,1.16)  0.12

>80 10/11 (90.9) 22/27 (81.5) —— 0.43(0.20,0.93)  0.03
Tumor number i

<3 7/9(77.8) 16/20 (80.0) |—Q—l{ 0.42(0.17, 1.05) 0.06

>3 16/17 (94.1) 35/41 (85.4) ._._q 0.64(0.35,1.16)  0.14
Tumor distribution :

Unilobar 8/10 (80.0) 26/29 (89.7) — 0.40 (0.17, 0.90) 0.03

Bilobar 15/16 (93.8) 25/32(78.1) ,_.H_. 0.71(0.37, 1.36) 0.30
Macrovescular invasion i

Absent 14/16 (87.5) 35/40 (87.5) — e—h 0.60 (0.32, 1.13) 0.11

Present 9/10 (90.0) 16/21 (76.2) —_ 0.40 (0.17, 0.93) 0.03
Regional lymph node metastasis Il

Absent 3/5 (60.0) 17/19 (89.5) .—Q—q 0.68 (0.19, 2.39) 0.55

Present 20/21(95.2) 34/42 (81.0) — 0.58 (0.33, 1.03) 0.06
Distant lymph node metastasis i

Absent 15/18 (83.3) 41/47 (87.2) |_¢_%_| 0.65 (0.35, 1.18) 0.15

Present 8/8 (100.0) 10/14 (71.4) — e 0.44(0.17,1.13)  0.09
Extrahepatic metastasis

Absent 13/15 (86.7) 30/38 (78.9) |—Q—q 0.55 (0.28, 1.07) 0.08

Present 10/11(90.9) 21/23(91.3) |—’—;—| 0.63 (0.29, 1.36) 0.24
CEA (ng/mL) :

<5 11/13 (84.6) 28/33 (84.8) ,_._._. 0.72 (0.35, 1.45) 0.35

>5 12/13(92.3) 23/28 (82.1) —e— 0.38(0.18, 0.80) 0.01
CA19-9 (U/mL) :

<100 10/13 (76.9) 21/27 (77.8) PR 0.71(0.33, 1.53) 0.38

>100 13/13 (100.0) 30/34 (88.2) —— 0.26 (0.12,0.56)  <0.001
Poorly differentiation :

Absent 13/16 (81.2) 29/32(90.6) |—’—,.4 0.56 (0.29, 1.10) 0.09

Present 8/8 (100.0) 19/23 (82.6) p_Q_._q 0.49 (0.20, 1.20) 0.12

Py T T T T 1
no. of events / total no. (%) 0.1 0.4 1 2.7 74

HAIC+aPD-(L)1 Better SYS+aPD-(L)1 Better

Figure S1 Forest plot analysis of factors associated with PFS. SYS+oPD-(L)1, SYS plus oPD-(L)1 antibody; SYS, systemic chemotherapy;
aPD-(L)1, anti-programmed death-(ligand) 1 immunotherapy; HAIC+aPD-(L)1, HAIC-FO plus aPD-(L)1 antibody; HAIC-FO, HAIC
with infusional FOLFOX regimens; HAIC, hepatic arterial infusion chemotherapy; FOLFOX, fluorouracil, leucovorin, and oxaliplatin; HR,
hazard ratio; CI, confidence interval; HBV, hepatitis B virus; CEA, carcinoembryonic antigen; CA19-9, carbohydrate antigen 19-9.
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Figure S2 Kaplan-Meier survival analysis was conducted to assess the OS (A) and PFS (B) of uICC patients who experienced grade 0-2
and grade 3-4 AEs during HAIC plus «PD-(L)1 treatment as first-line treatments. OS, overall survival; HR, hazard ratio; CI, confidence
interval; PFS, progression-free survival; ulCC, unresectable intrahepatic cholangiocarcinoma; AEs, adverse events; HAIC, hepatic arterial

infusion chemotherapy; aPD-(L)1, anti-programmed death-(ligand) 1 immunotherapy.

Table S1 The type of chemotherapy drug received by the SYS+aPD-(L)1 group of patients

Variables Before PSM (n=35) After PSM (n=26)
Gemcitabine 1(2.9 0(0.0)
Gemcitabine + cisplatin 23 (65.7) 19 (73.1)
Gemcitabine + capecitabine 3(8.6) 2(7.7)
Gemcitabine + oxaliplatin 1(2.9) 0(0.0)
Oxaliplatin + 5-FU 7 (20.0) 5(19.2)

Data are presented as n (%). SYS+aPD-(L)1, SYS plus aPD-(L)1 antibody; SYS, systemic chemotherapy; aPD-(L)1, anti-programmed
death-(ligand) 1 immunotherapy; PSM, propensity score matching; 5-FU, 5-fluorouracil.

Table S2 The baseline metastatic status of the two groups of patients before and after PSM

Before PSM After PSM
Characteristics
HAIC+aPD-(L)1 (n=147) SYS+aPD-(L)1 (n=35) HAIC+aPD-(L)1 (n=61) SYS+aPD-(L)1 (n=26)

Lung 17 (11.6) 7 (20.0) 11 (18.0) 5(19.2)
Peritoneum 8 (5.4) 9 (25.7) 4(6.6) 3(11.5)
Bone 11 (7.5) 8 (22.9) 8 (13.1) 4 (15.4)
Adrenal gland 5(3.4) 3 (8.6) 4 (6.6) 2(7.7)
diaphragm 1(0.7) 0 (0.0 0 (0.0 0 (0.0
Pancreas 1(0.7) 1(2.9 1(1.6) 1(3.8)

Data are presented as n (%). PSM, propensity score matching; HAIC+aPD-(L)1, HAIC-FO plus aPD-(L)1 antibody; HAIC-FO, HAIC with
infusional FOLFOX regimens; HAIC, hepatic arterial infusion chemotherapy; FOLFOX, fluorouracil, leucovorin, and oxaliplatin; aPD-(L)1,
anti-programmed death-(ligand) 1 immunotherapy; SYS+aPD-(L)1, SYS plus aPD-(L)1 antibody; SYS, systemic chemotherapy.
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Table S3 The 1- and 2-year OS rates for the two groups before and after PSM
Before PSM After PSM

Characteristics
HAIC+aPD-(L)1 (n=147) SYS+aPD-(L)1 (n=35) HAIC+aPD-(L)1 (n=61) SYS+aPD-(L)1 (n=26)

1-year OS rate (95% Cl), % 70.3 (63.2-78.1) 51.7 (37.1-71.9) 69.8 (59.0-82.5) 40.0 (24.7-64.6)
2-year OS rate (95% Cl), % 33.8 (26.3-43.5) 13.7 (5.19-36.0) 27.3 (6.76-43.5) 17.1 (6.76-43.5)

OS, overall survival; PSM, propensity score matching; HAIC+aPD-(L)1, HAIC-FO plus aPD-(L)1 antibody; HAIC-FO, HAIC with infusional
FOLFOX regimens; HAIC, hepatic arterial infusion chemotherapy; FOLFOX, fluorouracil, leucovorin, and oxaliplatin; aPD-(L)1, anti-
programmed death-(ligand) 1 immunotherapy; SYS+aPD-(L)1, SYS plus aPD-(L)1 antibody; SYS, systemic chemotherapy; Cl, confidence
interval.

Table S4 The disease progression patterns of both groups before and after PSM

Before PSM After PSM
Variables HAIC+aPD-()1  SYS+aPD-(L)1 HAIC+aPD-()1  SYS+aPD-(L)1
P value P value
(n=147) (n=35) (n=61) (n=26)
Progression of the primary tumor 9 (6.1) 8 (22.9) 0.002* 3(4.9) 7 (26.9) 0.003*
Newly developed intrahepatic lesions 23 (15.6) 6(17.1) 0.83 11(18.0) 5(19.2) 0.90
Progression of extrahepatic lesions 50 (34.0) 4(11.4) 0.009* 18 (29.5) 3(11.5) 0.07

*, P<0.05. PSM, propensity score matching; HAIC+aPD-(L)1, HAIC-FO plus aPD-(L)1 antibody; HAIC-FO, HAIC with infusional FOLFOX
regimens; HAIC, hepatic arterial infusion chemotherapy; FOLFOX, fluorouracil, leucovorin, and oxaliplatin; aPD-(L)1, anti-programmed
death-(ligand) 1 immunotherapy; SYS+aPD-(L)1, SYS plus aPD-(L)1 antibody; SYS, systemic chemotherapy.
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