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[ Abstract ]

chemotherapy and radio—therapy ( CCRT ) on the prognosis of patients with locally advanced esophageal squamous cell

Background The improvement efficacy of consolidation chemotherapy after definitive concurrent

carcinoma ( ESCC ) remains controversial. In addition, there is a lack of nutritional risk screening tools which can consistently
and accurately predict the survival of patients with esophageal cancer. Objective To investigate the effect of consolidation
chemotherapy on the prognosis of patients with locally advanced ESCC receiving definitive CCRT. Methods A total of 223
patients with ESCC who received definitive CCRT in the department of radiotherapy, the Fourth Hospital of Hebei Medical
University from January 2013 to December 2018 were selected as the research objects and divided into the simple CCRT group
(n=87) and combined consolidation chemotherapy group (n=136) according to chemoradiotherapy regimen adopted by
the patients. General data, ECOG score, tumor site, tumor length, TNM stage, radiotherapy dose, irradiation mode and
chemotherapy regimen of the included patients were collected by electronic medical record system. Nutritional Risk Screening 2002
(NRS 2002 ) was used to score the nutritional status of the patients before chemoradiotherapy. Efficacy evaluation was performed
within 1 month after CCRT, including complete response ( CR) , partial response ( PR ) , stable disease (SD) , and
progressive disease ( PD ) . Patients were followed up by telephone ( completed by the follow—up center ) and outpatient review
until 2022-09-30, with overall survival ( OS ), local relapse—free survival ( LRRFS ) and distant metastasis—free survival ( DMFS )
collected. Survival curves of OS, LRRFS and DMFS were plotted by Kaplan-Meier method and compared by Log-rank test.
Univariate and multivariate Cox risk regression models were used to explore the influencing factors of patient prognosis. Results
There was no significant difference in baseline data between the simple CCRT group and combined consolidation chemotherapy
group( >0.05 ). There was no significant difference in the rates of 0S, LRRFS and DMFS between the two groups( x *=1.942,0.743,
1.272; P=0.163, 0.389, 0.259) . There were significant differences in the rates of OS, LRRFS and DMFS between patients
with NRS 2002 score <3 (n=172) and patients with NRS 2002 score = 3 (n=51) before treatment ( X ’=6.585 , 4.858, 7.814;
P=0.010, 0.028, 0.005) . Multivariate Cox proportional hazard regression analysis showed that TNM stage and NRS 2002 score
were influencing factors of OS and DMFS ( P<0.05 ) , irradiation mode was an influencing factor of LRRFS and DMFS ( P<0.05 ) ,
and clinical efficacy was an influencing factors of OS, LRRFS and DMFS ( P<0.05 ) . Stratified analysis showed that in patients
with TNM stage I and clinical efficacy of CR, the OS rates in the combined consolidation chemotherapy group ( n=74, n=33)
were significantly higher than those in the simple CCRT group( n=43, n=28 ), with statistically significant differences( x =4.811,
3.932; P=0.028, 0.047) . Conclusion Consolidation chemotherapy did not improve the prognosis of stage Il - [l ESCC
patients after definitive CCRT, but may bring survival benefits for patients with early clinical stage, good response and nutritional
status. As a nutritional risk screening tool, NRS 2002 has significant predictive value for the long—term survival of patients with
locally advanced ESCC after chemoradiotherapy.

[ Key words] Esophageal cancers; Carcinoma, squamous cell; Chemoradiotherapy; Synchronous

chemoradiotherapies; Consolidation chemotherapy; Prognosis; Root cause analysis
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Table 1 Comparison of clinical data between the two groups of patients
. - fe EE B (%) ) ECOGIFA(HI(%) ) MRAL (6l (%) ) MRRECHI(%) ) T8 (6 (%) ) N (6 (%) )
(FI%) s 264 0% 12 HMEE BWEFE <6 =6 TLH T NH NN
39(44.8) 48(552) 29(333) 58(66.7) 28(322) 59 (67.8) 43(49.4)44(50.6) 26(29.9) 61(80.1) 16(184) 71(8L6)
68(50.0) 68(50.0) 53(39.0) 83(61.0) 54(39.7) 82(603) 72(52.9)64 (47.1) 41(30.1) 95(69.9) 28(20.6) 108(79.4)

HAREILTA 87 60127
BATEMITE 136 96/40

X 0.066 0.569 0725 1.044 0263 0.002 0.162
P 0.797 0451 0394 0.307 0.608 0967 0.688
05 TNM M (1 (%) ) ol (6 (%) ) BRSOl O (%) ) ferdi%e (6 (%) ) NRS20023F4F (B (%) ) IwIRSTRL (61 (%) )
14 T4 <608Cy =608 Gy ENI IFI TP P 35 =345 CR PR+SD
AR 43 (494) 44(506) 48 (552) 39 (448) 40(460) 47(540) 61 (70.1) 26(299) 65 (747) 22(253)  28(322) 59 (67.8)
BATUEMTAL 74 (544) 62(456) 63 (463) 73(53.7)  72(529) 64(47.1) 91(669) 45(33.1) 107 (787) 29(213)  33(243) 103 (75.7)
X i 0.529 1.662 1.029 0.251 0473 1674
P 0.467 0.197 0310 0.616 0.492 0.196

. ECOG= 2 [E R FMIEEMEL, ENI= SeRerhk g1 X G, TFI= B IRGE, TP= SR G525, FP= BURMIEES4A2E, NRS
2002= EFE RS THA 2002, CR= 58 2Z%#, PR=#05M#, SD=BIwfaE.
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Figure 1 Kaplan—Meier survival curves of OS, LRRFS and DMFS in combined consolidation chemotherapy group and simple CCRT group
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Table 3  Univariate Cox hazard regression analysis of influencing factors for prognosis in patients with stage Il - lll ESCC

- 0S LRRFS DMFS
HR (95%CI ) PAH HR (95%CI ) PAH HR (95%CI ) PAE
51 0.712 (0.491, 1.034) 0.074 0.694 (0.481, 1.002) 0.050 0.719 (0.502, 1.030) 0.072
LY 0.771 (0.553, 1.074) 0.123 0.733 (0.529, 1.015) 0.061 0.798 (0.579, 1.098 ) 0.166
ECOG 43 1.224 (0.879, 1.703) 0.231 1.266 (0915, 1.752) 0.155 1.316 (0.957, 1.811) 0.092
Jibgg L 2.004 (1.387, 2.896) <0.001 1.839 (1.288, 2.624) 0.001 1.953 (1.372, 2.780) <0.001
i 1.637 (1.173, 2.286) 0.004 1.593 (1.148, 2.211) 0.005 1.586 (1.150, 2.187) 0.005
T 434 1.862 (1.263, 2.745) 0.002 1.728 (1.187, 2.514) 0.004 1.893 (1.299, 2.758) 0.001
N 534 1.873 (1.176, 2.984) 0.008 1.642 (1.058, 2.547) 0.027 1.943 (1.244, 3.035) 0.004
TNM 434 2.069 (1.480, 2.892) <0.001 1.941 (1.398, 2.696) <0.001 2.194 (1.587, 3.033) <0.001
T ) 0.866 (0.622, 1.206) 0.395 0.876 (0.632, 1.213) 0.425 0.846 (0.615, 1.165) 0.307
Sy 1.779 (1.272, 2.488) 0.001 1.782 (1.281, 2.479) 0.001 2.024 (1.462, 2.802) <0.001
STUE S 1.225 (0.864, 1.739) 0.255 1.150 (0.813, 1.626) 0.429 1.199 (0.853, 1.686) 0.296
NRS 2002 143 1.609 (1.115, 2.323) 0.011 1.502 (1.043, 2.164) 0.029 1.655 (1.158, 2.365) 0.006
I RST 5% 1.959 (1.300, 2.954) 0.001 1.883 (1.264, 2.804) 0.002 1.955 (1.320, 2.893) 0.001
TBYTFITR 0.788 (0.563, 1.103) 0.165 0.864 (0.620, 1.205) 0.390 0.829 (0.599, 1.149) 0.261

e 0S= BAEFAN], LRRFS= JC/Rif IR L EA7Y], DMFS= it A 77 1.
R4 IR ~ MY EE SRR B E BUS R R Z 3R Cox KUK [ 4347

Table 4 Multivariate Cox hazard regression analysis of influencing factors of prognosis in patients with stage [l — Il ESCC

T 08 LRRFS DMFS
HR (95%CI ) P{H HR (95%CI ) PE HR (95%CI ) PE
JibIeE AL 1.402 (0.936, 2.099) 0.101 1.228 (0.825, 1.829) 0.311 1.241 (0.838, 1.839) 0.281
JiRE < e 0.962 (0.618, 1.498) 0.864 1.040 (0.672, 1.610) 0.861 0.885 (0.581, 1.347) 0.568
T 4348 1.264 (0.768, 2.080) 0.356 1.111 (0.677, 1.823) 0.677 1.280 (0.790, 2.072) 0.316
N 53 1.399 (0.871, 2.246) 0.165 1.224 (0.780, 1.921) 0.379 1.471 (0.933, 2.318) 0.096
TNM 434 1.480 (1.008, 2.174) 0.046 1.439 (0.985, 2.103) 0.060 1.606 (1.113, 2.317) 0.011
G 1.350 (0.938, 1.944) 0.106 1.478 (1.024, 2.134) 0.037 1.640 (1.148, 2.342) 0.007
NRS 2002 $F-43 1.497 (1.029, 2.177) 0.035 1363 (0.937, 1.982) 0.105 1.565 (1.084, 2.259) 0.017
I RITAL 1.890 ( 1.252, 2.853) 0.002 1.842 (1.236, 2.746) 0.003 1.986 (1337, 2.951) 0.001
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Figure 3 Kaplan—Meier survival curves for OS in different stratified combined consolidation chemotherapy group and simple CCRT group
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