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Abstract

Esophageal cancer has a high mortality rate and a poor prognosis, with more than one-third of pa-
tients receiving a diagnosis of locally advanced cancer. Esophageal squamous cell carcinoma (ESCC)
is the dominant histological subtype of esophageal cancer in Asia and Eastern Europe. Although
neoadjuvant or definitive chemoradiotherapy (CRT) has been the standard treatment for locally
advanced ESCC, patient outcomes remain unsatisfactory, with recurrence rates as high as 30%~50%.
The combination of immune checkpoint inhibitors (ICIs) and CRT has emerged as a novel strategy
to treat esophageal cancer, and it may have a synergistic action and provide greater efficacy.
Moreover, several phase I and II studies have shown that ICIs combined with chemotherapy may
increase the rate of pathologic complete response for resectable ESCC, but they lack long-term fol-
low-up results. In this review, we will describe the basic principles and treatment process of neoad-
juvant immunotherapy combined with chemotherapy for locally advanced esophageal squamous
cell carcinoma.
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1. 5l

BE RN R -CRH W E, 2 RBURAEA DAL T /S KR . 2020 4R BRETZ T
BE OB 60.4 6, WESET GG 54.4 )1 A PR EIHL 20, B wRIRan i
(Esophageal squamous cell carcinoma, ESCC)F1 £ & it (Esophageal adenocarcinoma, EAC), 5777 B ZXAH
be, BB RIRAN MR £ & AR B R 1 ) 90% [1].

FARIGTT & Bl a8 0 R BRI ONE, R K2 B g B RS AT R, R
AT RIEITBRA R, 5 FEEFFNCN 25% [2]. 124 M1k, BEREEIT IR — N IR I PR il 8
TR S RS AT M) 7] (Immune checkpoint inhibitors, ICIs)7E A5 &8 i 76 A B YF 22 v g rh S 1
KR, HATHE AR B V6T TEVRTT B I 5 SR AEE R S E IR 34 (3] [4] [5] [6] [7]. fEBE
H1, KEYNOTE-181 #ff 7t {7, AN Bk S b vy T A A S AR AR A, B s ) % L2 A 22 (ORR) AT EE
/D) 3~5 AR B HEMRAEZE, AN, ration, ATTRACTION-3 F1 ESCORT 25 Iifs A6 1 o k4 A\
B R[5]. 77 JUPITER-06 [7], CheckMate 648 [8]F1 KEYNOTE-590 [3]1%: £ Wil ARG, HIfE
FEPEFETS 1 35BS AT 1697 RS S, OS Al PFS MR A K . RSB LRI, T E R
RN RTT R RAFRT S AT, FriBiainyy CAE 2R AT 755, W], Ba
FRI[10]. FBSPRIE . 45 R R OR BRI AR [10] . o £ 55 otk 4t e A Bk Bh S e v 7 tE B URR &R .
PEVRIT B H BT VAT 0T SO R A A, A ATTIZR T DAV )58 e w8 % AR 5% (Tumor immuune
microenvironment, TIME) 1) B AW A AR L, S in T OE N =24 4/ — 457 M T 88 &
HWAITH . HYE ESCORT, KEYNOTE-181 fl ATTRACTION-3 R4 I 7T 45 R B, R tEser: 21k

ik
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1 (programmed cell death-1, PD-1)BXA& 4057 (107 20 TR aifbyy, S8 REibsT A e 7 N 43
— 2RI BE[5] [6]. #R s V4R M H Al Bh G T e

TEIX LR, ATV ER T B S e B A A28 97 =) S MG 30 £ 65 i oDk 40 s 1) 6 A i BRI T I
T2, JCHR TR B S i T AR N E RO R

2. PD-1/PD-L1 BBt &L TTBIER LS

P2 8 3R R FRRE B BB AR — o IR B ML FE /- BRI B RIS PRARE I e i, i &
B . R S (Immune checkpoint inhibitors, 1C1s) & — 37 ) fiHRg s W3 () 5 3%, i
YRS T 4 e ieidmtk, e s RGN IR A EE 7y, T HE R A AR A AR [12] . H AT
F T 0 v ) S A A R 70 3 EEA AR P M4 RSB T 8L -1 (Programmed Cell Death 1, PD-1). #2/7
PEFET B AR 4A-1 (Programmed DeathLigand-1, PD-L1)##I 5], #2 P PE3ET R4k 1 (PD-L1), tHFR N B7-hl
i CD274, JBTHJZEREEN BT Kk, AP N, PD-LL/PD-1 & —FpbhFEIFNHME 5@, PD-L1 5iE
16T 400 RS2k PD-1 854, 4EFE T AN E N 2 Fl e fads, MImpyik T gifid s, @5 m &
TP [13]. PD-1/PD-LY AHE AR, ¥ H TR 7R AR IR b, 30 T 40P, (R
DI 6B R S s o BRI, T 4 b PD-1 (31K S5 6 g A iR 1= S e 4E i v PD-LL FIRIATE R
JAMIA TR 2O EE, BARRIIIGARE S, BeIRm Rk R AR A Re /), w4 s iR s
R 2EA7 2 [14] 6

PD-1 5 PD-L1 7 FEHTAIE I S0E T M e hfig, P PD-L1/PD-1 P[RG5S, &
R G RPUIR AE R . TFRER I, (k#2595 PD-1 #IIFRIEC & v RE S 32 @ PD-1 Sk M7 2L, 1
SRAE G L, I b R A R R AR G R IR, R o T e 98 Ja A A 5 AR A T BBUER E A 2E 1 fie R
[15].

3. ICIs j&77 EHRR% HA & B 8k IR 40 P & 1Y B2 FA
3.1. BB A TT

— U SR 1 I AR R 25 R SR T PD-1 IR R A B Al B G TT YR 9T ESCC I 2 e ATE
RME . fE— D00 | A F(PALACE-1)H, AT MA {8 1 B 5 e 6 8 4l B A T 78 20 491 =) 0 e 30 £ 5
R A0 gt BB AR RS T PRS2 I 2 A M AN R TT AR [16] . 65% 1 £ B B IR 41 M e R KA T 3 ik
SO MR TT MO RS, Lk BT B ek A o K 2 0(92%), & 18 B T F ARG
J7, &I pCR FNy 55.6%, XL 1% Gus il BB T I IR &5 B [17]. B, 2.0 1 HIEK
W 7L (PALACE-2) IEEHEAT Y, bl PR IS4 3 — 20 UF SR I (A A PE[18]. — TUVAl B 4l B ik Ak
J7 A IR I ER SR BT VE TT ESCC 1Y 11 1B 06 T 2022 4 ASCO 4> A (NCT04437212) [19].
7E 13 B2 TR EF T, Mk pCR T 54%, 7 4] H5 (54%) 4 T 3~4 697 MR A B H 4.
B4, SCALE-1 & —Tisrrts, B SRR 1b HIWFZ, 99N T 23 {50 i 300 6 4 Witk 4 e iB
Ho RHEITREF BEOT RS FCRI b, BUT EFIE AN 30 Gy, 4 12 B, FIA TEREEES R
Hitbyr, 2 AN A, RS RER, 116K )5 EE 15 pCR (47.8%), &7 Wiy F2 137 4 Bh sk 7
B IR T A R 1 e A R R .

SR, IUAEEERY, BB R IR T G AT VR YT R e £ R A P A R RESL I
=] pCR RANAI & N2 e, Hi o= KB4 R, HArTZEE 20 110 s K5 HdE 1
TEAE SRR SR L A F o
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3.2. MM REREHIT

R BT A T R I £ A IR 4 B AR AEYR YT 7%, A NEOCRTECS010 FfiHLIE PR
RGO KIALE TR B, R E T, nCRT 415 4E 2R EE KRN 15.3%, mibE kK FF &
SR ZS N 24.3%F1 32.3%, FHIBYT RCRAISRAZE SRWL[LT]o Bk B e 2R e & A7 o T8
IS, 4G NADIM i 7t 45 S 2 7w ) 1) B it (1) 32 2005 B R R (MPR) 26 =718 83% [20]. [Alith, —Lerjf
FAEWF T PD-1 #IfFIBA ST IS ESCC IR BIEYT Y7 2. E—30 11 G ARG+, =8 it
A B LST (4 + AEAS AR REIEE] ESCC HhRont T o] FE M 2 4 M A pu s R
(ChiCTR2100045659) [21], 23 | F- R 1) pCR N 21.7%, MPR %7y 52.2%. — T4 B it N 2k 5
PUPL G SAZ B2 AR B0 B AT HE EF 78 (ChiCTR2100051903) #i%i8 pCR A1 RO YIER 737174 31.3%41 93.8%,
25t —FRIBEYT, Toik R A (PFS) ML A A7 1(0S) 7 Al 83%41 90.9%, AN R FH{Fnl{%[22]. fELME
PRI T, SRR I8 R 2 AT A pd-1 SRsm BEHUAYR YT . SR, AT 299 mT LR BB pd-1 BLi o
1 T 4HM, XFBERS T ICH FPER 23] Sl r—5 I A RoR, T (SRR + IS )G 48 /N 45 T4E
FIFPLI pCR i T [FI 45 T (NCT03985670) [24]. [RIIABAT — 00 11 #ARER, B4 B e n Bk e &
IT CEAZEE + R TE J=) 30 R 1 30 B 1 4 35 S R 4t e b S 7t 2 5 =P I R 25 R (NC T 04177797)
[25]. 16 ] F AR & &) MPR Fl pCR )54 43.8%7F1 18.8%.

FRONTIER & —5 | #IlG PRI 7, H H FR VPG g eCRIE e & Hii Bh A7 77 R (5- R MEE + %
EEEE 5-FURMENE + LR 24 E[26]. 2021 M1 2022 4 ASCO B e & @ES ERs T
FRONTIER FF AR MIPIEE R, A BB A 2 13 (33.3%)SEIL T pCR, C 1 D BA%I# pCR H 4371 h
16.7%7#150.0%. D ZH KA 1 4835 B 1 7R S AR OO B 4 (3 WP R MEFN 2 92) o

M2, BB PD-1 I FIEA LT AT R XS AT UIBR ) ESCC A 4K (H 21X Py AR XS T8 4 Bh s ks 7
MR TE M ANERE, AE1FE— D 5T
4. ¥W1ig

R T S, ) e O £ A S R A e e 1) 22 B VR 7 1R B A — LR TBU T T AR il Bl s 7 5
Ao BRI, A LB EE I TR IR R . BT, TGl 2L 2 R, Tt i
EWRIRAN M VAT BB RGES r. EEATC KRR, Cafel TEAEMER. KRR R,
B BNACTT BA S8 VR TT I RE 2 SR R B B SR At e FR 2 ) — P B EL A N BB HVRYT IE R (H
TERZKIARIBE VIR, XM G e T B — P e . 7ERK, JRHm A & IR 4 M e ¥ 5 £
BRAIRTT 7 SN AT A 9T o Bl PD-1 I FAUE €0 808 A0 IR S e R I R s e, BB FH S e 41
HIFI AT REAETE Z B E Z . Hhah, WD SECEIRTT O BN R KPR FE R S A A R B OR L
BE— I AR L, DA E B AR AR bR A, AT AR DU 2 55 mT B KT B e BE A G T VR T R
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