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Chi Y 2021 192 282 81 137 515% 1.15[0.98, 1.35]
Huang J 2020 42 109 26 55 16.3% 0.82[0.57, 1.18]
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Liu YJ 2021 42 45 35 45 16.5% 1.20 [1.01, 1.43]
Yang WW 2022 26 34 13 19 7.9% 1.12[0.78, 1.60]
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Monotherapy Trial name Phase Primary Os, PFS, ORR, % TRAE, % Reference
endpoint months  months
Nivolumab Checkmate040 /1 Safety,ORR, 214 15.0 4.1 20 25 (12)
(NCT10658878) Tolerance
Nivolumab Checkmate459 1 os 371/ 16.4/14.7 37138 15/7 22/49 (13)
(NCT02576509) 372
Pembrolizumb KEYNOTE-224 i ORR 104 129 49 17 24 (14)
(NCT02702414)
Pembrolizumb KEYNOTE-240 1 OS,PFS 273/ 13.9/106 3028 18.3/4.4 52.7/46.3 (15)
135
Pembrolizumb KEYNOTE-394 il 0s 300/ 14.6/13.0 26/2.3 127/13 66.9/49.7 (16)
153
Camrelizumab NCT02989922 il ORR,08 217 138 21 147 22 (17)
Tislelizumab RATIONALE-208 it ORR 249 132 27 13 15 (18)
Tislelizumab NCT03412773 1 os 342/ 15.9/14.1 36.1/11.0 14.3/54 96.2/100 (19)
332
Sintilimab ChiCTR2000037655 it PES 99/99 - 27.7/15.5 - 124/- (20)
Tremelimumab NCT01008358 it OS,PES 20 82 648 17.6 45 (21)
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Combination Trial name Primary Os, PFS, TRAE,% Reference

therapy endpoint months months
TACE
TACE plus START- i Proportion of patients 33 303 214 67 33 (38)
SBRT and avelumab FIT (NCT03817736) who may be cured
TACE plus CHiCTR2000039508 PFS,ORR 87 - 10.5 713 67.8 (39)

TKI and camrelizumab

TACE plus NCT04599790 s PFS 30 184 8.0 60 40 (40)
Lenvatinib
and sintilimab

RFA

RFA NCT01853618 OS,PFS 32 123 74 26.3 - (41)
plus tremelimumab

RFA plus nivolumab NIVOLVE s RES 53 - 263 - 189 (42)
(UMIN000026648)

RFA IMMULAB I ORR 30 - - 133 - (43)

plus pembrolizumb (NCT03753659)
RFA plus ChiCTR1900027807 RFS 20/ - 15.4/8.0 = = (44)

toripalimab 20
| RT%Y]

RT plus nivolumab CA209- I ORR 36 20.2 276 36 14 (45)

678 (NCT03033446)

RT plus durvalumab SOLID I/lla TTP 24 - 6.9 833 8.7 (46)
RT HCRNGI15-225 PFS 27 203 9.95 308 48.1 (47)
plus pembrolizumab (NCT03099564)
HAIC
HAIC plus NCT04044313 s PFS 36 179 10.4 639 111 (48)
lenvatinib

and toripalimab

HAIC plus NCT04191889 s ORR 35 - 10.38 77.1 371 (49)
camrelizumab

and apatinib

Anti-VEGF
Bevacizumab G030140 b ORR,PFS 104 17.1 12.4 36 = (35)
plus atezolizumab (NCT02715531)
Bevacizumab IMbravel50 11 ORR,PFS 336 67.2 6.8 - 56.5 (50)
plus atezolizumab (NCT03434379)
IBI305 plus sintilimab ORIENT- T/ Safety,0S, 380/ -/10.4 4.6/2.8 21/4 14/18 (51)
32 (NCT03794440) PFS 191
TKI
Lenvatinib NCT03006926 b Safety,Tolerance, 104 22 8.6 36 67 (52)
plus pembrolizumab ORR,DOR
Lenvatinib LEAP- it OS,PFS 395/ 21.2/19.0 8.2/8.0 = 17117 (53)
plus pembrolizumab 002 (NCT03713593) 399
Apatinib NCT03092895 )i Safety,Tolerance 28 132 37 10.7 929 (54)
plus camrelizumab
Apatinib CARES- 1 OS,PES 272/ | 221/15.2 5.6/3.7 25/6 88/68 (55)
plus camrelizumab 310 (NCT03764293) 271
Lenvatinib NCT04401800 il ORR 64 - 82 38.7 28.1 (56)
plus tislelizumab
ICls
Nivolumab NCT03222076 s Safety,Tolerance 14/ - 19.53/9.4 - 43/23 (57)
plus ipilimumab 13
Durvalumab plus NCT02519348 s Safety 332 18.73 217 24 37.8 (58)
tremelimumab
Durvalumab plus HIMALAYA it 0s 393 164 38 20.1 25.8 (59)

tremelimumab (NCT03298451)
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Study Type

Type
of
Cancer

Treatment

Abscopal Response

Postow et al
(2012) (79)

Golden et al
(2015) (80)

Formenti et al
(2018) (81)

Shaverdian et al
(2017)/KEYNOTE-
001 (83)

Theelen et al(2019)/
PEMBRO-RT (84)

Theelen et al
(2021) (85)

Menon et al
(2019) (95)

Case report

Proof-of-principle trial

Two-satge phase /11

Phase I

Phase 11

Pooled analysis of phase IT
(PEMBRO-RT) and phase 1/
11 (MDACC)

Post-hoc analysis of two phase 1/11
and one phase 11

Melanoma

Metastatic
solid
tumors

Metastatic
NSCLC

Metastatic
NSCLC

Metastatic

NSCLC

Metastatic
NSCLC

Metastatic
tumors

SBRT (28.5 Gy/3 fractions/9.5 Gy) + Ipilimumab

RT (35 Gy/10 fractions/3.5 Gy) + GM-CSF

SBRT (30 Gy/5 fractions/6 Gy in phase I, 28.5
Gy/3 fractions/9.5 Gy in phase II) + Ipilimumab

Previous RT + Pembrolizumab

Privious SBRT (24 Gy/3 fractions/8 Gy)
+ Pembrolizumab

PEMBRO-RT: Privious SBRT (24 Gy/3 fractions/
8 Gy) + Pembrolizumab

MDACC: Concurrent RT (50 Gy/4 fractions/12.5
Gy or 45 Gy/15 fractions/3 Gy)

+ Pembrolizumab

LDRT (1-20 Gy total) + Ipilimumab or
Pembrolizumab or other immunotherapy

Positive

Positive in 11/ 41 patients (26.8%);
Negative in 73.2%

Positive in 12/39 patients (31%);
Negative in 69%

Positive (mPFS 4-4 ms, mOS
10.7 ms)

Positive (12-week ORR 36%, mPFS

6.6 ms, mOS 15.9 ms)

Positive (best ARR 41.7%, best
ACR 65.3%, mPFS 9.0 ms, mOS
19.2 ms)

Postive in 22/38 patients (58%);
Negative in 42%

SBRT, stereotactic body radiotherapy; Gy, gray; RT, radiation therapy; GM-CSF, granulocyte macrophage-colony stimulating factor; NSCLC, non-small-cell lung cancer; mPFS, median
progression-free survival; mOS, median overall survival; ms, months; ORR, overall response rate; ARR, abscopal response rate; ACR, abscopal disease control rate; LDRT, low-dose radiation
therapy.nical evidence for radioimmunotherapy-induced abscopal response.
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Treatment regimens TT group Tl group P

(n=31) (n = 40)

First line, n (%) 0.697
Chemotherapy 8(25.8) 12(30.0)
Chemotherapy- 23(74.2) 28(70.0)

targeted combination

Second line, n (%) 0.146
Chemotherapy | 7(22.6) 4(10.0)
Chemotherapy- 24(77.4) 36(90.0)

targeted combination

Third-line or beyond, n (%) 0.747
Third-line therapy 25(80.6) 31(77.5)

Beyond third-line therapy 6(19.4) 9(22.5)
Targeted drugs for third-line or 0.337

beyond, n (%)
Regorafenib 20(64.5) 30(75.0)

Fruquintinib 11(35.5) 10(25.0)

Immune checkpoint inhibitors for -
third-line or beyond, n (%)

Camrelizumab » - 26(65.0)
Tislelizumab - | 5(12.5)
Sintilimab - ‘ 4(10.0)
Others ' - 5(12.5)

TT group, targeted therapy group; TI group, targeted-immunotherapy combination group.
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95% CI

Tumor response, n (%) Total (n = 71) oup (n = 31) P value
Lower Upper

CR 0(0) 0(0) 0(0)

PR 9 (12.7) 1(3.2) 8(20.0) ‘

SD 40 (56.3) 17 (54.8) 23 (57.5) \

PD 22 (31.0) 13 (41.9) 9 (22.5) \

ORR 9 (127) 1(3.2) 8(20.0) 0.080 0.023 ‘ 0275 0.000
DCR 51 (71.8) 18 (58.1) 33 (82.5) 0.024 0.008 ‘ 0.074 0.000

CI, confidence interval; CR, complete response; DCR, disease control rate; EGFR, epidermal growth factor receptor; OR, odds ratio; ORR, overall response rate; PD, disease progression; PR,
partial response; SD, stable disease; TT group, targeted therapy group; TI group, targeted-immunotherapy combination group.
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Characteristics tal (n = 71) TT group (n Tl group (n = 4

Age, years 0912
<60, 1 (%) 43 (60.6) 19 (61.3) 24 (60.0)
> 60, n (%) 28 (39.4) 12 (38.7) 16 (40.0)
Median 57 57 575
Range 29-77 29-72 34-77

Gender, n (%) 0.047
Male 41 (57.7) 22 (71.0) 19 (47.5)
Female 30 (42.3) 9 (29.0) 21 (52.5)

ECOG PS, n (%)

0-1 62 (87.3) 26 (83.9) 36 (90.0) 0.127
2 9 (12.7) 5 (16.1) 4 (10.0)

Primary tumor site, n (%) 0.265
Right colon 10 (14.1) 6 (19.4) 4 (10.0)
center colon 25(35.2) 8(25.8) 17 (42.5)
Rectum 36 (50.7) 17 (54.8) ‘ 19 (47.5)

Stage at initial diagnosis, n (%) 0.686
Initial diagnosis of stage IV 34 (47.9) 14 (45.2) 20 (50.0)
Postoperative recurrence 37 (52.1) 17 (54.8) 20 (50.0)

Number of metastatic sites, n (%) 0.530
Single 18 (254) 9 (29.0) 9 (22.5)
Multiple (> 2) 53 (74.6) 22 (71.0) 31 (77.5)

Site of metastases, n (%)

Lymph node 34 (47.9) 15 (48.4) 19 (47.5) 0.941
Liver 38 (53.5) 18 (58.1) 20 (50.0) 0.499
Lung 46 (64.8) 22 (71.0) 24 (60.0) 0337
Bone 6 (8.5) 2 (6.5) 4 (10.0) 0918
Peritoneum 17 (239) 5(16.1) 12 (30.0) 0174
RAS mutation status, n (%) 0.909
KRAS, NRAS all wild type 30 (423) 14 (45.2) 16
KRAS or NRAS mutant 29 (40.8) 12 (38.7) 17 (42.5)
Unknown 12 (16.9) 5 (16.1) ‘ 7
BRAF mutation status, n (%) ‘ 0.493
BRAFV*F wild type 45 (63.4) 21 (67.7) ‘ 24 (60.0)
BRAFY*" mutant 5(7.0) 1(32) ‘ 4(100)
Unknown 21 (29.6) 9(29.3) ‘ 12 (30.0)

ECOG PS, Eastern Cooperative Oncology Group performance status; pMMR, mismatch repair proficient; dMMR, mismatch repair deficiencys; MSI-H, high microsatellite instability; MSS,
microsatellite stable; TT group, targeted therapy group; TI group, targeted-immunotherapy combination group.
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Exp group Con group Heterogeneity
Analysis

method 12 (%) P-value 95% Cl

Parameter Factors at study level No. No.
patients (n) patients (n)

Type of cancer

Gastric cancer 98 58 Random 72 003 315 091 10 1086 007
ndam
Colorectal cancer 376 215 Fixed 0 063 197 129 103,00 0002
Hepatocellular Carcinoma 70 70 Fixed 0 046 162 11310232 0009
Esophageal cancer 268 265 Fixed 0 066 155 13210183 <0.00001
ORR
Therapeutic regimen
Anlotinib+Placebo 342 157 Fixed 0 059 926 229103735 0002
Anlotinib+Radiotherapy 75 7 Fixed 0 067 148 12110 182 00001
Anlotinib+Chemotherapy 258 242 Fixed 0 098 176 139 10224 <0.00001
Anlotinib 16 s Fixed 47 015 154 120 t0 197 00006
+Chemoradiotherapy
Type of cancer
Gastric cancer 98 58 Random 6 004 198 11210350 0.02
Colorectal cancer 376 215 Random 8 00008 188 12210291 0.004
Hepatocellular Carcinoma 70 70 Fixed 0 040 140 11310172 0002
0
Esophageal cancer 268 265 Fixed 7 0.0001 128 108 t0 151 0004
DCR
Therapeutic regimen
Anlotinib+Placebo 302 157 Fixed 0 047 258 20110330 <0.00001
Anlotinib+Radiotherapy 75 7 Fixed 0 042 120 106 10 136 0004
Anlotinib+Chemotherapy 258 12 Fixed 0 050 154 136 10 175 <0.00001
Anlot 16 s Random 85 0,002 122 08410176 029

+Chemoradiotherapy

Control group, Conventional treatment group; Experimental group, Anlotinib combined conventional treatment group.
ORR, overall response rate; DCR, discase control rate.
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Included studies

Tumor type

Tumor stage

Patients
Con/Exp

Age (year)

Control group

Experimental group

Parameter types

Chi Y 2021 (23) Ccc TNM (IV) 137/282 55.2+10.8 (mean) 56.2 £10.5 (mean) 0OS, ORR, DCR, AE
Dai KJ 2022 (34) cc NK 44/44 5131 + 8.64 (mean)  50.79 + 9.19 (mean) ORR, DCR, AE
Huang J 2020 EC TNM (IV) 55/109 45-76 43-74 0S, AE

Lan L 2020 (35) GC TNM (II-1V) 20/60 43-72 41-73 0OS, ORR, DCR, AE
Liu L 2023 (36) HC BCLC (B/C) | 40/40 54.12+8.95 (mean) 55.28+8.42 (mean) ORR, DCR, KPS, AE
Liu YJ 2021 (37) EC TNM (II/111) 25/23 48.58 £2.35 48.26 £ 2.62 0S8, ORR, DCR, AE
Lu JY 2021 (38) HC Advanced Stage 30/30 64.37+3.19 (mean) 64.63+3.82 (mean) ORR, DCR, AE
Pang H 2022 (39) EC Advanced Stage 28/29 NK NK ORR, DCR, KPS, AE
Pei SF 2023 (40) EC TNM (II/1V) 53/53 53.6+6.8 (mean) 54.1+7.2 (mean) 0OS, ORR, DCR, AE
‘Wang C 2020 (41) EC TNM (IV) 30/30 260 25 260 22 ORR, DCR, AE
‘Wang ZY 2019 (42) EC TNM (II/111) 18/18 49.1 7.3 48.3+8.4 OS, ORR, DCR, AE
Xiong HP 2022 (43) EC Advanced Stage 20/21 57.69+6.52 58.10+6.78 ORR, DCR, AE

Xu YW 2021 (44) EC TNM (II/111) 34/34 52.36+5.74 52.69+5.58 AE

Xue WL 2019 (45) GC TNM (II/1V) 18/18 552425 54.7+2.3 ORR, DCR

Xue WL 2020a (46) EC TNM (II-1V) 17/18 52.6+2.9 51.7+3.1 ORR, DCR, KPS
Xue WL 2020b (47) cc NK 17/17 51.3+3.2 (mean) 50.943.1 (mean) ORR, DCR, AE
Yang WW 2022 (48) cC Advanced Stage 19/34 <65 (89.47) <65 (88.24) 0OS, ORR, DCR, AE
Zhang XW 2020 (49) EC Advanced Stage 28/28 59.36+7.10 59.64+7.01 OS, ORR, DCR
Zhao HJ 2021 (50) EC TNM (IV) 26/26 53.72+9.81 55.68+11.76 ORR, DCR, KPS, AE
Zhou CS 2022 (51) GC TNM (II/1V) | 20/20 72.1£28 74.3+33 ORR, DCR, KPS, AE

Control group, Conventional treatment group; Experimental group, Anlotinib combined conventional treatment group.
CC, colorectal cancer; EC, esophageal cancer; HC, Hepatocellular cancer; GC, gastric cancer; TNM, tumor node metastasis classification; BCLC, Barcelona clinic liver
cancer staging classification; NK, unknown; KPS, karnofsky performance score; OS, Overall survival; ORR, overall response rate; DCR, disease control rate; AE, adverse events.
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Therapeutic regimen

Experimental group

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle [a,
b, c))

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle; 2
cycles)+capecitabine.

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle [a, d])

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle [b])

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle)
+ TACE.

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle; 2
cycles) + Chemotherapy + Radiotherapy

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle
[a])+TACE.

Anlotinib (8mg per d, per os; d 1-14; 21 days per cycle [a])
+ Radiotherapy.

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle) +
Chemotherapy + Radiotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 2
cycles [a])+5-1

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle)
+ Radiotherapy.

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle [a])
+ Camrelizumab

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle) +
Chemotherapy + Radiotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 3
cycles) + Chemotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 2
cycles) + Chemotherapy+ Radiotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 2
cycles) + Chemotherapy

Anlotinib (12mg per d, per os; d 1-14; 21 days per cycle [a, b,
c]) + Chemotherapy

Anlotinib (ND) + Radiotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 2
cycles) + Chemotherapy

Anlotinib (12 mg per d, per os; d 1-14; 21 days per cycle; 3
cycles) + S-1

Control group

Placebo

Capecitabine (1250 mg/m?)

Placebo

Placebo

TACE (Epirubicin, 10mg; Oxaliplatin, 50mg)

Chemotherapy (Paclitaxel, 50 mg//m? Carboplatin, AUC = 2) +
Radiotherapy (1.8-2.0 Gy/d 5 days per week; 54-60 Gy in total)

TACE

Radiotherapy (2.0 Gy/d 5 days per week; 60 Gy in total)

Chemotherapy (Cisplatin, 80mg/m? 5- Fluorouracil, 1000mg/
m?) + Radiotherapy (1.8-2.0 Gy/d 5 days per week; 54-60 Gy
in total)

S-1, 80 mg /m” -d

Radiotherapy (1.8-2.0 Gy/d 5 days per week; 63.4-68 Gy in total)

Camrelizumab, 200 mg, once every 3 weeks.

Chemotherapy (Cisplatin 75mg/m?, Fluorouracil 750-1000mg/
m?) + Radiotherapy (1.8-2.0 Gy/d 5 days per week; 54-60 Gy
in total)

Chemotherapy (Fluorouracil, 500 mg/m?)

Chemotherapy (Capecitabine,1000 mg/m” -d) + Radiotherapy
(2.0 Gy/d 5 days per week; 64 Gy in total)

Chemotherapy (Capecitabine,2500 mg/m* -d)

Chemotherapy (Fluorouracil, Oxaliplatin/Irinotecan) + Placebo

Radiotherapy (2.0 Gy/d 5 days per week; 55-65 Gy in total)

Chemotherapy (Irinotecan 125mg /m?)

S-1 (40-60 mg/time, 2 times/day)

Enrollment
Period

2014.12-2016.8

2018.9-2020.3

2016.1-2018.5

2015.2-2016.5

2020.1-2022.1

2018.9-2020.9

2014.1-2016.1

2019.7-2021.7

2017.1-2019.1

2018.6-2019. 9

2017.6-2017.9

2019.2-2021. 9

2018.1-2019.4

2018.1-2019.5

2018.1-2019. 1

2018.1-2019.1

2014.9-2016.8

2017.1-2018.1

2018.10-2018.10

2018.10-2020.10

Control group, Conventional treatment group; Experimental group, Anlotinib combined conventional treatment group; a: The treatment continued until PD or intolerable toxicity; b: If the
patient could not tolerate 12mg/day, then the dose could be reduced to 10 mg/day or 8 mg/day; c: If the dose of 8 mg/day was not tolerated, then treatment was terminated in accordance with the

RECIST;

: Treatment interruptions and dose modifications due to treatment-related toxicities were allowed.

TACE, Transcatheter hepatic arterial chemoembolization; PD, Progressive disease; NK, unknown; $-1, Gimeracil and Oteracil Porassium Capsules.
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Adverse events SEER i s Analysis HESResE A 05 e
S N T method o p- Ratio (RR) (e]] value
. patients (n) o. patients (n A e
Hypertension 413 302 Fixed 45 0.06 253 1.87-341 | <0.00001
Proteinuria 635 419 Fixed 0 052 215 1.63-282  <0.00001
Gastrointestinal .
i 236 233 Fixed 3 040 118 097-142 | 009
Leukopenia 266 197 Fixed 35 017 141 094-209 | 009
Neutropenia 246 177 Random 50 0.09 1.39 0.52-3.71 | 0.52
Hemoglobinopenia 385 240 Fixed 0 0.70 0.77 048-122 | 026
I Thrombocytopenia 94 79 Fixed 0 098 115 048-274 | 075
VFatigue 545 329  Fixed 0 085 1.69 140204 | <000001
Diarrhea 578 324 Fixed 6 038 268 1.90-377 | <0.00001
Vomiting and Nausea 562 308 Fixed 0 086 118 081-1.72 | 039
Hypertriglyceridemia 451 237 Random 51 0.10 1.96 1.10-347 | 002
Hypercholesterolemia 451 237 Fixed 0 0.69 126 090-1.77 | 017
 ALT increased 425 211 Fixed 0 049 193 1.23-303 | 0004
AST increased 425 211 Fixed 13 ] 032 1.74 I 1.17-257 | 0.006
Anorexia 465 251 Fixed 27 025 223 1.62-3.08  <0.00001
Weight loss 391 192 Fixed 0 089 332 1.53-718 | 0.002
Hand-foot syndrome 129 128 Random 54 0.09 298 ?fg;; 018
Oropharyngeal pain 136 135 Fixed 0 055 130 083-203 | 025
Abdominal pain 425 211 Fixed 7 034 250 1.48-424 | 0.0006
g;‘::;; tamage 212 171 Fixed 0 048 121 086-169 | 0.28
Myelosuppression 172 171 Random 63 003 1.39 083-235 | 021
Hypothyroidism 451 237 Random 79 0003 460 16327 002
Rash 521 306 Random | 58 005 197 070-558 | 020
Prolonged QT interval 425 211 Fixed 0 0.90 167 103271 | 004

Control group, Conventional treatment group; Experimental group, Anlotinib combined conventional treatment group.





OPS/images/fimmu.2024.1393404/table4.jpg
Adverse events

Publication
= ORR 12-0S .
Bias - . . o Vomiting
Hypertension Diarrhea Fatigue Proteinuria
and Nausea
Begg 0.012 < 0.001 1.000 0.592 0.266 0.072 0.602 0.764
Egger <0001 | <0001 0.698 0.208 0.289 0359 0.458 0721

Trim and fill analysis

before P<0.001 = <0001

after P<0.001 | <0001

08, Overall survival; ORR, overall response rate; DCR, disease control rate.
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Anlotinib+CT CT alone Risk Ratio Risk Ratio
Even i M-H. Fix: M-H. Fix

Chi 'Y 2021 12 282 1 137 0.9% 5.83[0.77, 44.38

Dai KJ 2022 25 43 15 42 9.7% 1.63[1.01, 2.63 B
Lan L 2020 37 60 1 20 1.0% 12.33[1.81, 84.19]

Liu L 2023 23 40 16 40 10.2% 1.44 [0.90, 2.29] ™

Liu YJ 2021 37 45 29 45 18.4% 1.28[0.99, 1.65 =

Lu JY 2021 19 30 10 30 6.4% 1.90[1.07, 3.38 il
Pang H 2022 24 29 15 28 9.7% 1.54 [1.05, 2.27 =

Pei SF 2023 20 53 8 53 5.1% 2.50[1.21,5.17] N
Wang C 2020 7 30 3 30 1.9% 2.33[0.67, 8.18] T
Wang ZY 2019 15 18 9 18 5.7% 1.67 [1.00, 2.76] R
Xiong HP 2022 4 21 2 20 1.3% 1.90[0.39,9.28 ]

Xue WL 2019 13 18 8 18 5.1% 1.63[0.90, 2.93 =
Xue WL 2020a 13 18 8 17 5.2% 1.53[0.86, 2.74 =
Xue WL 2020b 10 17 5 17 3.2% 2.00[0.87, 4.62] i i
Yang WW 2022 1 34 0 19 0.4% 1.71[0.07, 40.13] 5
Zhang XW 2020 27 28 20 28 12.7% 1.35[1.06, 1.72] el
Zhao HJ 2021 4 26 2 26 1.3% 2.00 [0.40, 9.99 ]

Zhou CS 2022 9 20 3 20 1.9% 3.00 [0.95, 9.48]

Total (95% CI) 812 608 100.0% 1.76 [1.53, 2.02] 4
Total events 300 155

Heterogeneity: Chiz = 19.46, df = 17 (P = 0.30); 12 = 13% t ' ' J

0.01 0.1 1 10 100
Test for overall effect: Z = 7.80 (P < 0.00001) Favours [CT alone] Favours [Anlotinib+CT]
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Lu JY 2021
Pang H 2022
Pei SF 2023
Wang C 2020
Wang ZY 2019
Xiong HP 2022
Xue WL 2019
Xue WL 2020a
Xue WL 2020b
Yang WW 2022
Zhang XW 2020
Zhao HJ 2021
Zhou CS 2022

Total (95% CI)
Total events

SMLI+RT
tudy or Subgrou Event

214
37
50
35
44
25
27
36
23
18
15
17
16
14
30
27
19
16

663

Total

282
43
60
40
45
30
29
53
30
18
21
18
18
17
34
28
26
20

812

RT alone
Events Total Weight
42 137 6.3%
28 42 6.4%
5 20 3.4%
27 40 6.4%
42 45 7.0%
16 30 5.7%
23 28 6.6%
23 53 5.7%
14 30 5.3%
16 18 6.7%
8 20 4.2%
12 18 5.8%
13 17 6.0%
8 17 4.5%
7 19 4.2%
20 28 6.4%
12 26 5.0%
8 20 4.4%

324

608 100.0%

Risk Ratio
M-H. Random. 95Y%

2.48
1.29
3.33
1.30
1.05
1.56
1.13
1.57
1.64
1.12
1.79
1.42
1.16
1.75
2.39
1.35
1.58
2.00

[1.91,3.21]
[1.01, 1.65]

1.55, 7.18]

[1.01, 1.66]

0.96, 1.15]
1.08, 2.26]

[0.93, 1.38]

1.09, 2.24]
1.07, 2.53]
0.93, 1.36]
0.98, 3.26]
1.00, 2.00]
0.85, 1.59]
1.01, 3.03]
1.31,4.37]

[1.06, 1.72]
[0.98, 2.55]

1.12, 3.57]

1.51 [1.25, 1.84]

Heterogeneity: Tau? = 0.14; Chi? = 142.42, df = 17 (P < 0.00001); 1> = 88%
Test for overall effect: Z = 4.20 (P < 0.0001)

Risk Ratio
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Anlotinib+CT CT alone Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95% CI IV, Random, 95% Cl
Liu L 2023 79.41 712 40 75.89 6.94 40 20.1% 3.52[0.44, 6.60] kad
Pang H 2022 88.17 5.25 29 61.74 4.29 28 20.2% 26.43[23.94, 28.92] B
Xue WL 2020a 742 66 18 626 6.2 17  19.8% 11.60 [7.36, 15.84] "
Zhao HJ 2021 70.77 6.28 26 72.69 8.74 26 19.9% -1.92 [-6.06, 2.22]
Zhou CS 2022 79.35 7.12 20 74.87 3.98 20 20.0% 4.481[0.91, 8.05] -
Total (95% Cl) 133 131 100.0%  8.86 [-2.32, 20.05]

T P . Fr - = . 12 = QRO t + t i
Heterogeneity: Tau? = 159.62; Chi? = 219.14, df = 4 (P < 0.00001); I> = 98% 50 25 0 25 50

Test for overall effect: Z = 1.55 (P = 0.12)

Favours [CT alone]

Favours [Anlotinib+CT]
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Iltems No.Of Trials OR and Its P value Heterogeneity

Grade >3 toxicity 95% CI
Chi® 17 (%)

Nausea 2 Random-effect 1.16 (0.39,3.43) 0.26 0.79 ‘ 143 30 0.23
Anaemia 2 Fixed-effect 1.28 (0.99,1.65) 1.89 0.06 0.19 0 0.66
Diarrhoea 2 Random-effect 246 (0.19,31.46) 0.69 0.49 3.26 69 0.07
Decreased white 2 Fixed-effect 0.86 (0.67,1.10) 119 0.24 0.34 0 0.56

blood cell count

Decreased 2 Fixed-effect 0.92 (0.69,1.22) 0.56 0.57 0.53 0 0.47
neutrophil count

Neutropenia 2 Random-effect 1.31 (0.85,2.03) 121 0.23 1.45 31 023
Leukopenia 2 Fixed-effect 1.13 (0.82,1.55) 0.74 0.46 0.43 0 0.51
Decreased platelet count | 2 Random-effect 1.33 (0.55,3.23) ‘ 0.63 0.53 237 58 0.12
Hyperthyroidism 2 Fixed-effect 5.03 (0.59,43.10) 147 0.14 0.00 0 1.00

Colitis 2 Random-effect 2.10 (0.25,17.27) 0.69 0.49 1.90 47 0.17
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No. HR and lts Heterogeneity

Of studies 95% Cl
Age<65 2 Fixed-effect 0.77 (0.64,0.92) 283 0.005 0.58 0 0.45
age>65 2 Fixed-effect 0.72 (0.41,1.25) 117 0.24 0.92 0 0.34
IMRT/VMAT 2 Random-effect 0.76 (0.59,0.97) 222 0.03 159 37 0.21
Non-IMRT/VMAT 2 ' Fixed-effect 0.83 (0.53,1.31) 0.78 0.43 0.13 0 072
FIGO stage 1B2-11B 2 Fixed-effec 0.90 (0.67,1.19) 0.75 0.45 0.03 0 0.87
FIGO stage III-IV 2 Random-effect 0.78 (0.45,1.36) 0.87 0.38 9.80 90 0.002

FIGO, Federation International of Gynecology and Obstetrics; IMRT, Intensity Modulated Radiation Therapy; VMAT, Volumetric Modulated Arc Therapy.
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A Objective response rate

Experimental Control Odds Ratio Odds Ratio
_Study or Subgroup _ Events  Total Events Total Weight V

Lorusso 2024 413 529 369 531 57.7% 1.56 [1.19, 2.06]
Monk 2023 318 385 310 385 42.3% 1.15[0.80, 1.65]
Total (95% Cl) 914 916 100.0% 1.37 [1.02, 1.85]
Total events 731 679

ity Tau? = 0.02: Chi2 = o . .12 = 439 ' - + {
?et?rfogeneltyl.l T:fu : ;922, g:: o _1073;df 1(P=0.19); I = 43% 0.01 01 1 10 100

estfor overall effect: Z = 2.08 (P = 0.04) Favours [contro] Favours [CCRT plus ICIsl]

B Progression-free Survival

Hazard Ratio

Hazard Ratio
o "

)

Lorusso 2024 036 0.12 54.0% 0.70 [0.55, 0.88]
Monk 2023 017 0.13 46.0% 0.84 [0.65, 1.09]
Total (95% CI) 100.0%  0.76 [0.64, 0.91] <&
Heterogeneity: Chiz = 1.15, df = 1 (P = 0.28); I2 = 13% '0 p 0'2 0*5 : é é P 0‘
Test for overall effect: Z = 3.09 (P = 0.002) Favours [CCRT plus ICIs] Favours [control]

C Overall Survival

Hazard Ratio Hazard Ratio

-0.31 02 448% 0.73[0.50, 1.09]

Lorusso 2024

Monk 2023 025 018 552% 0.78[0.55, 1.11]
Total (95% CI) 100.0% 0.76 [0.58, 0.99]

i i AR i + } 4
Heterogeneity: Chi? = 0.05, df = 1 (P = 0.82); I = 0% 7w o ; A o0

Test for overall effect: Z = 2.07 (P = 0.04) Favours [CCRT plus ICls] Favours [Control]
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Followed-up
time(m)

Treatment Histology
Non-
squamous®/
squamous
Lorusso et al. Phase 3, CCRT 529 49 (40-57) 380/149/0 235/294 96/433
double-blind plus
pembrolizumab
CCRT 531 50 (41-59) | 397/134/0 | 227/304 80/451
Duska phase2, CCRT 28 49 (28-74) 21/7/0 20/8 424
etal. open label plus
pembrolizumab
CCRT 24 49 (28-74) 18/5/1 21/3 5/19
following
pembrolizumab
Monk phase3, CCRT 385 50 (41-57) 265/119/1 135/250 63/322
etal. double-blind | Plus Durvalumab
CCRT 385 48 (40-57)  255/130/0 130/255 65/320

CCRT, concurrent chemoradiotherapy; ECOG, Eastern Cooperative Oncology Group; FIGO, Federation International of Gynecology and Obstetrics;
# Includes adenocarcinoma and adenosquamous carcinoma.
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Electronic database searched:n=4184

Duplicated records excluded:n=1981

2203 records screened

Records excluded after assessed titles
and abstracts (n=2196)

Full text articals
screened (n=7)

Records excluded according
to inclusion criteria(n=4)

Studies included in meta-analysis(n=3)





