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Abstract: Esophageal squamous cell carcinoma (ESCC) is one of the most prevalent gastrointestinal cancers
in Hebei province. Most patients are diagnosed at an advanced stage due to untypical early symptoms, making
surgical treatment often unfeasible. As a result, most of them are treated with comprehensive medical
treatment, which tends to have limited effectiveness and poor prognosis. However, the recent introduction of
immunotherapy has considerably advanced treatment options for patients with advanced ESCC, notably
improving their prognosis. Uncertainties regarding immune resistance, the selection of predictive indicators of
efficacy, the identification of dominant population, and the choice of combined treatment strategies are still
evident. Therefore, based on the high incidence and poor prognosis of ESCC in Hebei Province, this article
will briefly review the research progress in the treatment of advanced ESCC, aiming to provide guidance for
treatment strategies for advanced esophageal cancer.
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Table 1 Phase lll study of first-line immunotherapy for advanced ESCC

Trial Sample Treatment ORR(% PFS oS =Grade 3 adverse
rials sizes reatments (%) mPFS(m) mOS(m) T ()
6.3 vs. 5.8 124 vs. 9.8
Pembrolizumab +
Keynote-590 . HR=0.65 HR=0.73
373/376 ch +5-F 45.0vs. 29.3 1. . 67.6
(All groups) 7337 ;e“}‘féf‘s( o E)F ) vs- 29 95%CIL: 95%CIL: 1.9 vs. 67
5 chemo fets o=t (0.55-0.76)  (0.62-0.86)
Pembrolizumab + 6.2 vs. 4.6 10.5 vs. 8.0
Keynote-590 . HR=0.60 HR=0.51
(China) 51/55  chemo (cis + 5-Fu) 37.3 vs. 20.0 95%CI- 95%C- 74.5 vs. 66.7
vs. chemo (cis + 3-Fu) (0.39-0.92)  (0.32-0.81)
Nivolumab-t 5.8vs.5.6 12.8vs.10.7
. HR=0.83 HR=0.78
Checkmate-648 321/324 chemo (cis + 5-Fu) 47.0vs. 27.0 95%CT- 95%CT- 49.0 vs. 36.0
vs. chemo (cis + 5-Fu) o o
(0.68-1.00)  (0.65-0.93)
L 73vs.5.6 17.2vs.10.6
+
Tislelizumab+ HR=0.62  HR=0.66
RATIONALE-306  326/323 chemo (ptx + cis/cis + 5-Fu) 63.5vs. 42.4 95%C- 95%CT: 67.0 vs. 64.0
vs. chemo (ptx + cis/cis + 5-Fu) (0.52_0()‘7'5) (0.5450.é0)
Camrelizumab - 6.9 vs. 5.6 153 vs. 12
. HR=0.56 HR=0.70
ESCORT-1st 298/297 chemo (ptx + cis) 72.1 vs. 62.1 95%CI- 95%CI- 63.4 vs. 67.7
vs. chemo (ptx + cis) (0.46jo.68) (0.56j0.é8)
2 vs. 5. 17.4 vs. 12.
Sintilimab + chemo (ptx + 7HR‘1S0 267 7]-]st0 66 8
ORIENT-15 327/332 cis/ 5-FU + cis)vs. 66.1 vs. 45.5 95% C"I' 5% C"I' 59.9 vs. 54.5
chemo (ptx + cis/5-FU + cis) o o
(0.46-0.68)  (0.55-0.79)
Toripalimab + 5.7vs. 5.5 17 vs. 11
HR=0.58 HR=0.58
JUPITER-06 257/257 chemo (ptx + cis) 69305521 L Ssoncr 64.6 vs. 56.0
vs. chemo (ptx + cis) (0.46:)0.7.4) (0.43—00.7.8)
SR+ 5.8vs. 53 153 wvs. 11.8
. HR=0.60 HR=0.68
ASTRUM-007 368/183 chemo (cis + 5-Fu) 57.6 vs. 42.1 95%CI- 05%CT: 64.0 vs. 59.0
vs. chemo (cis + 5-Fu) (0.48700.7.5) (0.53j0.é7)
Sugemalimab + 6.2vs. 5.4 153 vs. 11.5
GEMSTONE-304  358/182 chemo (cis + 5-Fu) 60.1 vs. 45.2 [;}'53;057 1;153;0&? 513 vs. 48.4
s. ch is + 5-F o o
vs. chemo (cis + 5-Fu) (0.54-0.82)  (0.55-0.90)

Notes: ESCC: esophageal squamous cell carcinoma; Chemo: chemotherapy; cis: cisplatin; 5-FU: 5-Fluorouracil; ptx: paclitaxel; ORR:

objective

response rate; mPFS: median progression-free survival; mOS: median overall survival, HR: hazard ratio.
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91.3%, mPFSik15.441H , TRAEM %% $4193%

(43/46 ), 3L FTRAEfUH26% (12/46) ., AL-

TER-E002fff 55 P JEAR R % B Je Bk A2 B+ I4A
— 23R YT M HESCCRY YT ORI 42 M i) 1T AR T
iR BN LB B JCHA A B — 2307 e 1)
ESCCHJORR 4 76.1%, mPFS/8.38H, mOSH
18.53H, HARKNZ 1~2%, Wik, %
TE20221CSCO ( BER2ITHR ) A T —4
B MR (3A2%) . CheckMate 6485 7E 1
Aty 4 AN JE BB A AT OB G P A A e 0 i 54

(G RFIC PR IC T ) BAIRYT —ZIGIT IR
HHESCCHYA &t M2 APy A R, 4551
IR, FERMEARET, BRIGITA A0S K 12.81
H, 7481070 H ( HR=0.78, 98.2%CI: 0.62~
0.98, P=0.011) . P4 H i ZZ fif :F 2L i [A] ( Dur-
ation of response, DoR ) 7% 111 F7.1H . 7
PD-L121%8# h, WHRIAITAHMOS i F K
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Table 2 Phase Il study of second-line immunotherapy for advanced ESCC

=Grade 3 adverse

Trials Subjects  Sample sizes Treatments ORR (%) mPFS (m) mOS (m) :
reactions (%)
. 2.5vs.2.8 84vs. 56
Pembrolizumab
Keynote-181 HR=0.84  HR=0.55
. ESCC 62 vs. 61  vs. chemo (ptx/ doc/ / 21.0vs. 42.4
(China) 95%ClI: 95%ClI:
CPT-11)
(0.58-1.23) (0.36-0.82)
. 2.6vs.3.0 93vs. 6.7
Pembrolizumab
Keynote-181 HR=0.73  HR=0.69
ESCC/EAC 107 vs. 115  vs. chemo (ptx/ doc/ 21.5 vs. 6.1 18.0 vs. 40.9
(PD-L1 CPS=10) 95%CI: 95%CI:
CPT-11)
(0.54-0.97) (0.52-0.93)
1.7vs. 3.4 109 vs. 8.5
. Nivolumab HR=1.07 HR=0.79
Attraction-3 ESCC 210 vs. 209 19.3 vs. 21.5 19.1 vs. 63.9
vs. chemo (ptx/ doc) 95%CI: 95%CI:
(0.87-1.33) (0.64-0.97)
. 19vs.1.9 8.3 vs. 6.2
Camrelizumab
HR=0.69  HR=0.71
ESCORT ESCC 228 vs. 220 vs. chemo (doc/ 20.2 vs. 6.4 19.0 vs. 40.0
95%CI: 95%CI:
CPT-11)
(0.56-0.86) (0.57-0.87)
o 1.6 vs.2.1 8.6vs.6.3
Tislelizumab
HR=0.83  HR=0.70
RATIONALE-302 ESCC 256 vs. 256  vs. chemo (ptx/ doc/ 20.3 vs. 9.8 18.8 vs. 55.8
CPT11) 95%CI: 95%CI:

(0.67-1.01) (0.57-0.85)

Notes: EAC: esophageal adenocarcinoma; PD-L1: programmed cell death ligand 1; CPS: combined positive score; doc: docetaxel; CPT-11:

irinotecan; /: not available.
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