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Efficacy of second line immunotherapy in advanced upper
gastrointestinal tract malignancies: A pooled analysis of
randomized clinical trials
Table: 1389P

TRG (Mandard) Frequency Percent

1(complete regression) 1 2.8
2(rare residual cancer cells) 4 11.1
3(increased no. of cancer cells,fibrosis
still predominates)

13 36.1

4(residual cancer outgrowing fibrosis) 10 27.8
5(absence of regressive changes) 4 11.1
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Background: The use of immune checkpoint inhibitors in upper track gastrointestinal
malignancies is a major and rapidly evolving field of research. As a result in the last 5
years a lot of data have emerged from randomized clinical trials and even more are
expected in the future.

Methods: The aim of the study was to systematically review and examine in a pooled
analysis all the data from randomized clinical studies on the use of immune check-
point inhibitors compared to chemotherapy in the second line of treatment for
advanced upper gastrointestinal cancers.

Results: Systematic literature search revealed five randomized, multicenter clinical
trials, comparing the use of immunotherapy against chemotherapy in the second-line
treatment of upper gastrointestinal carcinoma. Overall a total of 2190 patients were
randomized, 1096 of whom received immunotherapy and 1094 standard chemo-
therapy. In the overall population immunotherapy demonstrated an improved overall
survival with a significant 16% lower risk of death compared to chemotherapy (HR
0.84, 95% CI 0.76 to 0.93, p 0.0004). The benefit of immunotherapy was even more
prominent for patients with CPS score > 1 or > 10 and for those with squamous cell
histology. In contrast, there was no survival benefit confirmed in patients with
esophageal or G/GEJ adenocarcinoma (HR 0.99, 95% CI 0.85 to 1.15, p ¼ 0.89). Also, a
benefit of immunotherapy in progression free survival was only evident in patients
CPS score > 10 (HR 0.71, 95% CI 0.56 to 0.89, p ¼ 0.003), but not in the overall
population (HR 1.06, 95% CI 0.79 to 1.42, p ¼ 0.70).

Conclusions: The above findings highlight the benefit of second-line immunotherapy,
but further investigation is needed in future studies to discover the patient pop-
ulations that will benefit the most from such an approach.
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Background: In locally advanced gastroesophageal and gastric cancers, which
constitute the majority of the presentation, the postoperative 5 year survival rate
remains only 30-40%. It is in these patients that perioperative chemotherapy has
helped improve radical resection rates control preoperative micrometastases and
improve survival. Since 2017,FLOT based chemotherapy has largely replaced ECF/ECX
in this setting. We did a retrospective analysis on our patients treated with FLOT
regimen during the COVID-19 pandemic to assess its efficacy, tolerance and patho-
logical response (TRG).

Methods: Patients with resectable gastric and GOJ cancers who presented to us from
August 2019 eMarch 2020 and treated with FLOT based perioperative chemotherapy
were analyzed with SPSS (version 26, IBM, Armonk, NY). Pathologic assessment of
tumour regression was done by Mandard’s TRG scoring. A total of 36 patients were
analysed, out of which 91% were males, median age 68 years,cT3/T4 86%, cN1/2
72.2%,GOJ 77.8%,Gastric 22%,Grade 2/3 94%.Total of 80.6% patients completed all 4
cycles of neoadjuvant FLOT and 88.9% patients underwent surgery(all R0).Median
interval between last dose of chemo and surgery was 7 weeks.A total of 52.8% pa-
tients completed all 4 cycles of adjuvant FLOT. Treatment was delayed due to COVID-
19 in 11%.

Results: Median followup was 16.3 mths.1 year DFS was 66.3% and OS was
91.4%.Pathological CR(TRG 1) was seen in 2.8% patients.3 patients died due to postop
complications. Most common grd-3 toxicities were oral mucositis(6%), diarrhea
(6%),neutropenia(8.3%).5FU cardiotoxicity noted in 5.6%.
Conclusions: In our subset of patients,treatment delivery,surgery rates and toxicity
profile were comparable to the seminal FLOT4 trial.Our histological responses are
lower with pathCR in only 2.8% (vs 16%)patients,with most having TRG 3.The survival
rates are better but a longer followup is required.
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Background: Overall survival (OS) is the standard endpoint in oncology trials but often
requires prolonged follow-up. Event-free survival (EFS) is a well-accepted endpoint in
early-stage oncology trials and a common surrogate endpoint for OS in neoadjuvant
and adjuvant cancer therapy. This study aims to evaluate the trial-level association
between EFS and OS for patients with gastric or gastroesophageal junction (GEJ)
adenocarcinoma in neoadjuvant/adjuvant settings.

Methods: A systematic literature review was conducted in December 2020 to identify
randomized clinical trials (RCTs) of a neoadjuvant therapy (� an adjuvant therapy) in
gastric or GEJ adenocarcinoma. Full-text articles with no publication date restriction
and conference abstracts from 2018 were reviewed. Though the terminology used for
EFS varied, the definitions for events were similar across studies, including disease
progression, local or distant recurrence, and death. Treatment effects on EFS and OS
were measured as hazard ratios (HRs) between a pair of randomized arms. A
weighted linear regression of log(HR) of OS on log(HR) of EFS was performed. The
coefficient of determination (R2) and the associated 95% confidence interval (CI) were
used to measure the association between the treatment effects on EFS and OS.
Sensitivity analyses (SAs) were conducted to assess the association in the RCTs that
included a mixed population of patients with esophageal, gastric or GEJ adenocar-
cinoma, evaluated both neoadjuvant and adjuvant chemotherapy, or measured EFS
and OS from neoadjuvant therapy initiation.

Results: The study included 18 comparisons from 17 RCTs. The primary analysis
indicated that log(HR) of EFS was a significant predictor of log(HR) of OS with an
estimated coefficient of 0.72 (p < 0.001) and R2 ¼ 0.75 (95% CI, 0.49-0.95). In the
SAs, R2 ranged from 0.76 to 0.89. The strongest association was observed in a sub-
group of RCTs that measured EFS and OS from neoadjuvant therapy initiation (R2 ¼
0.89, 95% CI, 0.66-0.98).

Conclusions: The findings suggest that EFS is a good surrogate for OS in gastric or GEJ
adenocarcinoma in neoadjuvant/adjuvant settings.
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