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Background: Previous analysis of the study (NCT02577393) had demonstrated the
application of epigallocatechin-3-gallate (EGCG) could be safe and effective in the
prevention and treatment of acute radiation esophagitis in patients with advanced lung
cancer. EGCG seemed to improve the response rate of small cell lung cancer (SCLC) to
radiotherapy in a subgroup analysis. This research continued to analyze the impact of
EGCG application on cancer-radiation efficacy and patient survival.

Methods: All patients with SCLC in the NCT02577393 study were included. Patients
were randomized into EGCG group or conventional therapy group as protocol. The
primary endpoints of the study were radiation response rate and progression-free survival
(PFS). Overall survival (OS) and the efficacy of EGCG in the treatment of esophagitis were
assessed as secondary endpoints.

Results: A total of 83 patients with lung cancer in the NCT02577393 study were
screened, and all 38 patients with SCLC were eligible for analysis. No significant
differences with regard to baseline demographic and clinical characteristics were
observed between the two groups. The objective response rate (ORR) was higher than
that of conventionally treated patients (84.6 vs 50%, P = 0.045), while the median PFS and
OS were not significantly prolonged. At data cut-off (1 January 2021), 5-year PFS was
33% with EGCG versus 9.3% with conventional treatment, and 5-year OS was 30.3%
versus 33.3%, respectively. The mean adjusted esophagitis index and pain index of
patients with EGCG application were lower than conventional treatment (5.15 ± 2.75 vs
7.17 ± 1.99, P = 0.030; 8.62 ± 5.04 vs 15.42 ± 5.04, P < 0.001).
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Conclusion: The study indicates EGCG may alleviate some esophagitis-related indexes
in SCLC patients exposed to ionizing radiation without reducing survival. However, this
conclusion should be confirmed by further studies with large sample size.
Keywords: Epigallocatechin-3-gallate, lung cancer, radiation-induced esophagitis, radioprotective agent, long-
term follow-up
BACKGROUND

Acute radiation-induced esophagitis (ARIE) is a typical adverse
reaction that occurs in patients with chemo-radiotherapy/
radiotherapy, which is more common in lung cancer (1). The
incidence of grade 2–3 acute esophagitis caused by CCRT is 20–
53.4% in pulmonary carcinoma (2, 3). The most common
symptoms in patients with ARIE are odynophagia and
dysphagia two or three weeks after radiation (4). With
increasing attention to ARIE, new strategies for preventing and
mitigating it have become an active research field. Assuredly,
severe ARIE is positively correlated with the high-dose radiation
per unit volume of the esophageal mucosa (5). Great efforts are
being made to overcome its risk through the development of
novel radiation technology and treatment targeting related
signaling pathways (6).

Epigallocatechin-3-gallate (EGCG) is the main component of tea
polyphenols, accounting for an average of 65% in the total tea
polyphenols. It has been proved to have a strong protective effect
against radiation-induced damages in the normal tissue on the
cellular and animal level (7–9). Recently, the anti-irradiation
damage activity of EGCG has been preliminarily proved in
clinical trials, with our data confirming that the application of
plant-derived polyphenol can ameliorate ARIE, radiation mucositis,
and radiation dermatitis (10–16). The safety and effectiveness of
EGCGmake it one of the promising candidates for radioprotection.
No tumor-damaged repair is also an important consideration for
developing the agent, just like ensuring efficacy and acceptable
toxicity. Interesting, EGCG seems to have a certain radio-enhancing
effect on SCLC during radiotherapy in clinical practice. Therefore,
the radiation efficacy and survival follow-up of patients with SCLC
in the published trial (NCT02577393) were analyzed for verifying
the overall role of EGCG in tumor radiotherapy.
METHODS

Study Population and Study Design
NCT02577393 study as a three-arm, controlled, randomized,
prospective study was conducted to explore the preventive and
therapeutic action of EGCG against ARIE in patients with the
combination of chemoradiotherapy. The protocol was available
at Oncology and Radiotherapy online (10). EGCG was purchased
from NINGBO HEP Biotech Co., Ltd and dissolved in 0.9%
saline solution to make the concentration up to 440 umol/L with
reference to the results of phase I study (16).

The analysis described here included patients with SCLC who
received EGCG or conventional treatment in the NCT02577393
study. Patients who slowly swallowed EGCG solution with 10 ml
2

three times daily, whether at the beginning of radiation or at the
appearance of grade I esophagitis, were included in the EGCG
group. The patients in the conventional treatment group were
those who were treated with a solution containing 0.16 mg/ml
lidocaine, 0.02 mg/ml dexamethasone, and 0.16 mg/ml
gentamicin (mLDG) for symptomatic support when
esophagitis occurred. Patients in both groups stopped EGCG
or mLDG solution two weeks after radiotherapy. This research
design had been approved by our local study review board.
All patients were included with written informed consent.
Figure 1 showed an overview of the study design. In the
NCT02577393 study, there were 83 patients with lung cancer,
including 38 patients with SCLC and 45 patients with non-small
cell lung cancer. All 38 patients with SCLC were included in this
observational non-interventional study and followed up. Follow-
up visits with H&P and chest CT occurred every 3–4 months for
the first two years, every 6 months for the following three years,
and annually thereafter.
RADIOTHERAPY DETAILS

Radiotherapy was administered through three-dimensional
conformal or intensity-modulated techniques. All patients
underwent CT simulation and were immobilized supinely on
thermoplastic masks or vacuum molded bags. Gross target
volume included post-chemotherapy primary tumor and pre-
chemotherapy nodal volume. The total dose was 50.4–60 Gy (a
fraction of 1.8–2Gy once a day) or 45 Gy (1.5 Gy twice a day) for
five days weekly. Planning target volume was encompassed by
the 95% isodose, and the maximum dose is below 107%. The
dose limits for organ at risk were as before, such as less than 18
Gy mean lung dose (10).

Study Assessments
The tumor (T), node (N), andmetastasis (M) of SCLCwere graded
by the eighth edition AJCC/UICC stage classification. ARIE was
assessed according to RTOG scoring criteria weekly from onset of
radiation to 2 weeks after completion of radiation. Esophagitis-
related pain and dysphagia were graded by the numerical rating
scale. Esophagitis-related indexes (adjusted esophagitis index, AEI;
adjusted pain index, API; adjusted dysphagia index, ADI) were
calculated as previously reported (10) and shown in
Supplementary Figure 1. The curve of each patient was drawn
with the grade of esophagitis-related parameters (ARIE, pain, and
dysphagia score) as ordinate and the observation completion rate as
abscissa. The area under the three curves, namelyAEI, API, orADI,
was an integrated measurement of severity and duration of
esophagitis from different perspectives.
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Tumor response was assessed by RECIST criteria. ORR
included complete and partial response (CR and PR) rate. PFS
referred to the time from randomization until tumor progression
or death from any reasons or the last medical observation. OS
encompassed the intervening time from randomization to death
or the last medical observation.

In this study, we primarily assessed the differences between the
two groups in terms of objective response rate (ORR) and
progression-free survival (PFS). The secondary endpoints
included OS and three adjusted esophagitis-related indexes. In
order to avoid subjective deviation, an independent evaluation
group composed of two senior and well-equipped doctors assessed
the above endpoints without knowing the treatment allocation.

Data Statistics
Updated data, covering the period until January 1, 2021, were
used for this assessment. The calculation method of the sample
size had been clarified in the previously released NCT02577393
research report, while the current analysis of ORR, PFS, and OS
in SCLC was not informed. Kaplan–Meier curves and estimates
were used to deal with differing survival data including PFS, OS
and follow-up time. The 1-, 2-, and 5-years PFS rates were
compared by Z test. Univariate and multivariate Cox regression
analyses were applied to analyzed variables affecting survival
time. The differences between categorical variates were tested by
Fisher’s exact test. The measurement data of the different groups
were analyzed by t-test. Statistical significance for the hypothesis
was set at a P-value less than 0.05 with a two-sided version. The
statistical analysis was carried out using statistical package for the
social sciences software systems (v. 17.0).
RESULT

Baseline Characteristics
In this report, the first patient was enrolled in April 2015 and the
last one in April 2018. Thirty-eight patients with SCLC were
Frontiers in Oncology | www.frontiersin.org 3
eligible for analysis. The differences in baseline characteristic
variables between the two groups were not significant (Table 1).
Eight (21.1%) of them were female. Their age was 41 to 75 years
old (median 58 years). 44.7% of the patients undertook
radiotherapy and chemotherapy at the same time. Dosimetry
parameters predicting potential radiation toxicities for
esophagus were described in detail: the mean and maximum
values were 32.7 Gy (20.3–51.9) and 65.3 Gy (51.2–68.6); V30,
V35, and V50 were 57.3, 54.5, and 42.0%, respectively.

Acute Esophagitis
The median onset time of ARIE and pain symptom for patients
was 3 weeks (range, 2–5 weeks) and that of dysphagia symptom
was 3 weeks (range, 2–7 weeks). Table 2 showed the highest
grades of ARIE, pain, and dysphagia endured by patients in the
two groups during treatment, and there were no statistical
differences (P = 0.441; P = 0.796; P = 0.394). The mean AEI
and API of patients with EGCG application were significantly
lower than those of patients with mLDGmixture solution (5.15 ±
2.75 vs 7.17 ± 1.99, P = 0.030; 8.62 ± 5.04 vs 15.42 ± 5.04, P <
0.001 Figure 2). However, no statistical difference was observed
in ADI (2.88 ± 2.47 vs 4.08 ± 2.84, P = 0.193; Figure 2). There
was no significant difference in AEI, API, and ADI between
patients receiving concurrent radio-chemotherapy and patients
receiving sequential radio-chemotherapy in mLDG group and/or
EGCG group (all P > 0.05).
Response Rates to Cancer Therapy
Overall, radiographic remission was observed in 73.7% of
patients after the end of tumor treatment. No significant
difference was noted between the groups in terms of CR or PR
separately (three of 26 in EGCG group vs one of 12 in the placebo
group, P = 1.000; 19 of 26 in EGCG group vs five of 12 in the
placebo group, P = 0.081). The ORR of patients with EGCG was
slightly higher than that of patients with conventional therapy
(P = 0.045, Table 2). In the univariate regression analysis, EGCG
FIGURE 1 | An overview of the study design. EGCG, Epigallocatechin-3-gallate; PFS, progression-free survival; OS, overall survival; AEI, adjusted esophagitis index;
API, adjusted pain index; ADI, adjusted dysphagia index.
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application was positively correlated with ORR (t =2.355,
P = 0.024), and N stage was negatively correlated with ORR
(t = −2.071, P = 0.046). In multivariate stepwise logistic
regression analysis, only EGCG application was still
significantly correlated with ORR.

PFS and OS Analyses
At the deadline for data collection, the median follow-up was
56.0 months [95% confidence interval (CI): 37.1–74.9] for
patients in the EGCG group. Whereas for patients in the
mLDG group, it was 50.0 months (95% CI: 28.2–71.8).
Twenty-three patients died, twenty from disease progression,
two from heart failure, and one from radiation pneumonia. One
patient in each group was lost to follow-up.

The median time to PFS was 16.0 months (95% CI, 2.3–29.7)
for EGCG and 18.0 months (95% CI, 11.6–24.4) for mLDG.
Mean (standard error) PFS time was 31.9 (5.5) months for EGCG
and 21.2 (5.0) months for mLDG. There was no statistical
difference in PFS between the two group (chi-Square = 0.981,
P = 0.322, Figure 3). The 1-, 2- and 5-year PFS rates in patients
with EGCG solution were 53.8, 38.5, and 33.0%, respectively, and
those in patients with mLDG solution were 64.8, 27.8, and 9.3%,
respectively. The differences in PFS rates from 1 to 5 years were
also insignificant (P = 0.320; P = 0.257; P = 0.076). The median
Frontiers in Oncology | www.frontiersin.org 4
OS in the EGCG group was 22.0 months (95% CI: 3.0–41.0), and
the OS at 1, 2, and 5 years was 84.6, 50.0, and 30.3%, respectively.
While the median OS of patients with mLDG was 23.0 months
(95% CI: 12.8–33.2), and the OS at 1, 2, and 5 years was 75.0,
50.0, and 33.3%, respectively. Mean (standard error) OS times for
EGCG and mLDG were 36.2 (4.9) and 33.6 (6.6) months,
respectively. There was also no statistical difference in OS
between the two groups (chi-Square = 0.007, P =
0.936, Figure 4).

Baseline and on-treatment factors associated with survival
were analyzed. The correlation was only observed between the
ORR and PFS (P = 0.002; hazard ratio (HR): 3.7, 95% CI: 1.6 to
8.3). For all subsets of participants examined, those with ORR
had the higher PFS rates (1 year: 66.9 vs 30%; 2 years: 44.6 vs
10%; 5 years: 35.8 vs 0%). Additionally, low smoking index was
associated with a prolonged OS (P = 0.044; HR: 1.0, 95% CI: 1.0
to 1.1) in a Cox proportional hazards regression analysis. The
1-, 2-, and 5-year overall survival rates separately were
94.7, 68.4, and 51.0% for patients with smoking index less
than 500.

Updated Adverse Event Data
Most of the adverse events (AEs) were similar to previously
published data, and the EGCG-related AE were expected (10).
TABLE 1 | Pretreatment characteristics.

Characteristic EGCG application (n = 26) conventional treatment (n = 12) P

Age (years)
Median (range) 56.5 (41–75) 62.5 (50–70) 0.282

Sex (n)
Male 22 8 0.23
Female 4 4 2

KPS score (n)
80 10 3 0.48
90 16 9 6

Smoking index (years*root)
Median (range) 400 (0–1,600) 500.00 (0–1,600) 0.790
T (n)
1 0 1 0.17
2 5 3 7
3 12 2
4 9 6

N (n)
1 1 0 0.185
2 11 2
3 14 10

Treatment (n)
Sequential CRT 14 7 1.00
Concomitant CRT 12 5 0

Esophageal dosimetric parameters
Mean value (Gy)
Median (range) 31.0 (20.3–51.9) 34.2 (20.3–43.5) 0.505
Maximum value (Gy)
Median (range) 65.8 (51.2–68.6) 64.9 (57.2–67.8) 0.711
V30 value (%)
Median (range) 54.8 (27.0–80.0) 57.8 (30.0–72.0) 0.493
V35 value (%)
Median (range) 52.0 (22.0–75.0) 55.0 (25.0–65.0) 0.449
V50 value (%)
Median (range) 37.0 (19.0–70.0) 46.0 (10.0–58.0) 0.532
June 2021 | Volume 11 | Article 6
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The most common adverse event in patients was leukopenia. No
Grade >3 hematological adverse event was perceived including
deficiency of hemoglobin, leukocyte, and platelet. In addition to
hematological toxicity, other grade ≥3 AEs were gastrointestinal
reactions (two cases) and radiation-induced pneumonitis (one
case), which were considered to be induced by radiotherapy and
chemotherapy. Weight loss of more than 5% was seen in 10.5%
of individuals, and weight increase of more than 5% was seen in
7.9%. There was no significant difference in weight change
Frontiers in Oncology | www.frontiersin.org 5
between EGCG and mLDG groups. A low rate of late
radiation-induced dysphagia of 5.3% was observed but without
statistical difference between the two groups. All adverse
reactions mentioned above should be absent from the EGCG
or mLDG applications. Only one case experienced mild
queasiness while swallowing the EGCG solution, which could
be associated with EGCG and attributed to its weird
uncomfortable taste. No other adverse effects of EGCG
were noted.
FIGURE 2 | EGCG significantly improved the patient’s esophagitis and pain
compared with conventional treatment. The statistical differences were
observed in the mean value of AEI and API between EGCG and mLDG
groups (*P = 0.030; **P < 0.001).
TABLE 2 | Distribution of maximum grade of esophagitis-related parameters and tumor response.

EGCG application conventional treatment Total P

Tumor response
Complete response 3(11.5%) 1(8.3%) 4(10.5%)
Partial response 19(73.1%) 5(41.7%) 24(63.2%)
Stable disease 2(7.7%) 3(25.0%) 5(13.2%)
Progressive disease 2(7.7%) 3(25.0%) 5(13.2%) P = 0.145
Overall response 22(84.6%) 6(50%) 28(73.7%)
Overall non-response 4(15.4%) 6(50%) 10(26.3%) P = 0.045

Maximum acute radiation-induced esophagitis grade
1 21(80.8%) 9(75.0%) 30(78.9%)
2 5(19.2%) 2(16.7%) 7(18.4%)
3 0(0%) 1(8.3%) 1(2.6%) P = 0.441

Maximum pain grade
1 1(3.8%) 0(0%) 1(2.6%)
2 6(23.1%) 1(8.3%) 7(18.4%)
3 15(57.7%) 8(66.7%) 23(60.5%)
4 2(7.7%) 2(16.7%) 4(10.5%)
5 1(3.8%) 0(0%) 1(2.6%)
6 1(3.8%) 1(8.3%) 2(5.3%) P = 0.796

Maximum dysphagia grade
1 5(19.2%) 0(0%) 5(13.2%)
2 18(69.2%) 10(83.3%) 28(73.7%)
3 3(11.5%) 2(16.7%) 5(13.2%) P = 0.394
Ju
ne 2021 | Volume 11 | Artic
FIGURE 3 | Progression-free survival of SCLC patients (pts) treated with
EGCG (blue) or mLDG (gold) solution.
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DISCUSSION

Until now, the standard initial therapy remains concurrent
chemoradiotherapy (CRT) in most limited stage SCLC cases
(17, 18). ARIE, as a frequent acute complication of CRT, can
continuously reduce the quality of life of patients. The advanced
radiotherapy approaches cannot solve this problem completely
(19, 20). Radioprotectants may shed new light on potential
breakthroughs. The four key requirements for the development
of radioprotectants are effective protection of normal tissue, low
drug toxicity, convenience for clinical applicability, and no repair
of radiation-damaged cancer (21). Due to the failure to meet all
the above conditions, amifostine, the only radiation protective
agent approved by FDA, is not widely used in clinical practice
(22, 23). EGCG, as a representative bioactive ingredient from
medicine food homology, gradually stands out among many
potential new radioprotectants (24). The safe pharmacology
spectrum of EGCG was determined at six escalated dose levels
in our previous phase I study, resulting in a recommended
concentration of 440 umol/L (16). A subsequent single-arm
study was launched to ensure its efficacy in the treatment of
ARIE (15). Our prospective controlled trial NCT02577393
confirmed that EGCG had significantly reduced esophagitis
than conventional treatment (mLDG) during chemoradiotherapy
for lung cancer, especially when used for prophylaxis (10). The
above studies preliminarily proved that EGCG could meet
the first three of the mentioned four key requirements. The
minimum requirement for the application of protectors was not
to reduce the anti-tumor effect of radiation, preferably to enhance
it. This study was the first to report the long-term follow-up data
of EGCG in patients with SCLC after chemoradiotherapy. To
explore whether ECGC as a radioprotective agent for esophageal
Frontiers in Oncology | www.frontiersin.org 6
tissue would affect the short-term and long-term efficacy of
radiotherapy for lung cancer, the differences of objective tumor
remission rate and the follow-up survival time between
EGCG group and placebo group were taken as the clinical
endpoints (25–27).

The observations on EGCG efficacy in improving radiation-
induced esophagitis were generally consistent with previous
studies (10). Even if the number of participants was small,
there was a significant difference in the AEI. The statistical
difference was also found in the pain index. The significant
difference was not found between the EGCG and mLDG groups
with regard to ADI and the maximum grade of ARIE. Similar to
previous studies, there was an increasing trend in the severity of
esophagitis with concurrent CRT compared with sequential CRT
(28). It did not reach statistical significance due to the small
number of participants; therefore no attempt was made in the
study to evaluate the effect of EGCG on the toxicity of concurrent
chemotherapy. Our data showed a low rate of late radiation-
induced dysphagia in both groups. No new adverse reactions
related to EGCG had been found.

In terms of short-term response, we separately compared
tumor CR and PR between patients with EGCG or mLDG
solution, but found no statistical significance. However, the
ORR (CR plus PR rate) was higher in patients receiving EGCG
solution than that in patients undertaking the conventional
treatment. It had also been reported that EGCG can improve
the short-term efficacy of radiotherapy in patients with breast
cancer (29). In the long-term follow-up, EGCG-treated group
had a shorter median PFS but a longer mean PFS compared to
the mLDG-treated group, and the difference was not statistically
significant. The 1-year PFS of mLDG was higher than that of the
EGCG group while the 2- and 5-year PFS rates show reversal.
The 5-year PFS rate difference between EGCG and the control
group was 27% (33 vs 9%). The undesirable performance of 1-
year PFS in the EGCG group could be caused by non-cancer
death and the insufficient number of participants. The
association between EGCG application and ORR or between
ORR and PFS appeared, but the association between EGCG
application and PFS was not shown. The differences of OS
between EGCG and mLDG groups also failed to reveal an
obvious statistical difference. Though an overall statistically
beneficial effect of EGCG was not found in the study, the
trends suggested that it could bring a clinical benefit in SCLC
patients with RT. EGCG remarkably enhanced the efficacy of
tumor radiotherapy in the short-term and had a tendency to
increase it in the long-term.

The mechanism of EGCG is complicated. Radiation
essentially destroys the living organism by the deposition of
energy directly into key biological macromolecules such as
desoxyribonucleic acid (DNA), and a series of cascading
reactions are triggered by the production of reactive oxygen
species (30). EGCG can directly reduce radiation-induced DNA
breaks and has the anti-ROS activity, anti-inflammatory
response, anti-apoptosis function (31–33). EGCG also
influences epigenetic changes through altering histone
acetylation and DNA methylation (34–36). Surprisingly, it has
FIGURE 4 | Overall survival of SCLC patients (pts) treated with EGCG (blue)
or mLDG (gold) solution.
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been reported that EGCG can significantly reduce the damage of
normal mouse liver cell lines induced by radiation and effectively
increase the radiosensitivity of mouse liver cancer cells at the
same time. EGCG combined with radiotherapy can further
reduce the expression of the apoptosis suppressor bcl-2 and
increase the expression of apoptosis-related proteins in
hepatocellular carcinoma cell lines. However, the opposite
effects are exerted on mouse liver cell line. The regulatory
effect of EGCG may be attributed to the different expression of
miR-34a in two cells (37). The researchers also discovered that
miR-34 methylation in small cell lung cancer is lower than that in
normal cells (38). Further in vivo and in vitro tests are needed to
control the influencing factors, examine the conclusions, and
explore possible mechanisms.

Based on the above discussion, EGCG is very suitable as a
radioprotectant for patients with SCLC who undergo
radiotherapy. Still, several weaknesses of the research should be
pointed out. At first, the number of patients in the study is small.
As a follow-up observational study on a new drug, the study here
cannot continue to recruit more patients, and only patients from
the NCT02577393 study are screened for analysis. Evaluating
with fewer patients sometimes fails to reach statistical
significance (39). For example, the 5-year PFS rate difference
between the two groups was 27% with P >0.05. Moreover, the
absence of stratified randomization by chemoradiotherapy
scheme could also affect the accuracy of prognostic
conclusions, though the clinical features of patients between
EGCG and mLDG group are well balanced at baseline. Lastly,
there is a lack of research on the intricate molecular mechanism
underlying different effects of EGCG on tumor and esophageal
tissue. Nonetheless, it may be stated that the results of the pilot
study support further exploration of the EGCG application in
patients with ARIE.
CONCLUSION

Consistent with previous reports, EGCG could alleviate some
esophagitis-related indexes in SCLC patients receiving
radiotherapy with an acceptable toxicity. Furthermore, EGCG
may increase the ORR without reducing PFS or OS. Further basic
and clinical studies should be conducted to testify and clarify the
mechanisms of differential effect of EGCG on cancer and normal
tissues during radiation.
Frontiers in Oncology | www.frontiersin.org 7
DATA AVAILABILITY STATEMENT

The datasets used and analyzed during the current study are
available from the corresponding authors on reasonable request.
Requests to access these datasets should be directed to HZ,
zhx87520052@163.com.
ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by the ethics committee of Shandong Cancer Hospital
and Institute. The patients/participants provided their written
informed consent to participate in this study.
AUTHOR CONTRIBUTIONS

HZ and JY contributed to the design of the research. WZ and YZ
were involved in collecting data and drafting of the manuscript.
XL, SZ, and LX planned the therapy. HZ, XL, LX, and SZ devoted
to collecting information, analyzing data, and modifying content.
All authors contributed to the article and approved the
submitted version.
FUNDING

This research was funded by National Natural Science Foundation
of China (82003233), Shandong Provincial Natural Science
Foundation (No. ZR2016HM35), Key Scientific and
Technological Projects of Shandong Province (2018GSF118232),
and Jinan Science and Technology Plan Project (202019163).
SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at:
https://www.frontiersin.org/articles/10.3389/fonc.2021.686950/
full#supplementary-material

Supplementary Figure 1 | Calculation methods of adjusted ARIE-related
indexes. The trapezoid formula was used to calculate the area beneath the curve
graph of each patient. Taking the AEI of a case in the figure as an example, when the
horizontal axis was the percentage of observation completion and the vertical axis
was the grade of ARIE, the calculated value was 14.
REFERENCES
1. Suzuki R, Wei X, Allen PK, Welsh JW, Cox JD, Komaki R, et al. Twice-Daily

Thoracic Radiotherapy for Limited-Stage Small-Cell Lung Cancer Does Not
Increase the Incidence of Acute Severe Esophagitis. Clin Lung Cancer (2018)
19:e885–e91. doi: 10.1016/j.cllc.2018.08.012

2. Chang SC, Lai YC, Hung JC, Chang CY. Oral Glutamine Supplements Reduce
Concurrent Chemoradiotherapy-Induced Esophagitis in Patients With
Advanced Non-Small Cell Lung Cancer. Med (Baltimore) (2019) 98:e14463.
doi: 10.1097/MD.0000000000014463

3. Pan Y, Brink C, Knap M, Khalil AA, Nyhus CH, McCulloch T, et al. Acute
Esophagitis for Patients With Local-Regional Advanced Non Small Cell Lung
Cancer Treated With Concurrent Chemoradiotherapy. Radiother Oncol
(2016) 118:465–70. doi: 10.1016/j.radonc.2016.01.007

4. Murro D, Jakate S. Radiation Esophagitis. Arch Pathol Lab Med (2015)
139:827–30. doi: 10.5858/arpa.2014-0111-RS

5. Stinchcombe TE, Zhang Y, Vokes EE, Schiller JH, Bradley JD, Kelly K,
et al. Pooled Analysis of Individual Patient Data on Concurrent
Chemoradiotherapy for Stage III Non-Small-Cell Lung Cancer in Elderly
Patients Compared With Younger Patients Who Participated in US National
Cancer Institute Cooperative Group Studies. J Clin Oncol (2017) 35:2885–92.
doi: 10.1200/JCO.2016.71.4758

6. Luna JM, Chao HH, Shinohara RT, Ungar LH, Cengel KA, Pryma DA, et al.
Machine Learning Highlights the Deficiency of Conventional Dosimetric
June 2021 | Volume 11 | Article 686950

https://www.frontiersin.org/articles/10.3389/fonc.2021.686950/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fonc.2021.686950/full#supplementary-material
https://doi.org/10.1016/j.cllc.2018.08.012
https://doi.org/10.1097/MD.0000000000014463
https://doi.org/10.1016/j.radonc.2016.01.007
https://doi.org/10.5858/arpa.2014-0111-RS
https://doi.org/10.1200/JCO.2016.71.4758
https://www.frontiersin.org/journals/oncology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/oncology#articles


Zhu et al. Epigallocatechin-3-Gallate as a Radioprotective Agent
Constraints for Prevention of High-Grade Radiation Esophagitis in Non-
Small Cell Lung Cancer Treated With Chemoradiation. Clin Transl Radiat
Oncol (2020) 22:69–75. doi: 10.1016/j.ctro.2020.03.007

7. Zhu W, Xu J, Ge Y, Cao H, Ge X, Luo J, et al. Epigallocatechin-3-Gallate
(EGCG) Protects Skin Cells From Ionizing Radiation Via Heme Oxygenase-1
(HO-1) Overexpression. J Radiat Res (2014) 55:1056–65. doi: 10.1093/jrr/
rru047

8. You H, Wei L, Sun WL, Wang L, Yang ZL, Liu Y, et al. The Green Tea Extract
epigallocatechin-3-Gallate Inhibits Irradiation-Induced Pulmonary Fibrosis
in Adult Rats. Int J Mol Med (2014) 34:92–102. doi: 10.3892/ijmm.2014.1745

9. Xie LW, Cai S, Zhao TS, Li M, Tian Y. Green Tea Derivative (-)-epigallocatechin-
3-Gallate (EGCG) Confers Protection Against Ionizing Radiation-Induced
Intestinal Epithelial Cell Death Both In Vitro and In Vivo. Free Radic Biol Med
(2020) 161:175–86. doi: 10.1016/j.freeradbiomed.2020.10.012

10. Zhao H, Jia L, Chen G, Li X, Meng X, Zhao X, et al. A Prospective, Three-Arm,
Randomized Trial of EGCG for Preventing Radiation-Induced Esophagitis in
Lung Cancer Patients Receiving Radiotherapy. Radiother Oncol (2019)
137:186–91. doi: 10.1016/j.radonc.2019.02.022

11. Li X, Xing L, Zhang Y, Xie P, Zhu W, Meng X, et al. Phase II Trial of
Epigallocatechin-3-Gallate in Acute Radiation-Induced Esophagitis for
Esophagus Cancer. J Med Food (2020) 23:43–9. doi: 10.1089/jmf.2019.4445

12. Zhu W, Mei H, Jia L, Zhao H, Li X, Meng X, et al. Epigallocatechin-3-Gallate
Mouthwash Protects Mucosa From Radiation-Induced Mucositis in Head and
Neck Cancer Patients: A Prospective, Non-Randomised, Phase 1 Trial. Invest
New Drugs (2020) 38:1129–36. doi: 10.1007/s10637-019-00871-8

13. Zhao H, Zhu W, Jia L, Sun X, Chen G, Zhao X, et al. Phase I Study of Topical
epigallocatechin-3-Gallate (EGCG) in Patients With Breast Cancer Receiving
Adjuvant Radiotherapy. Br J Radiol (2016) 89:20150665. doi: 10.1259/
bjr.20150665

14. Zhu W, Jia L, Chen G, Zhao H, Sun X, Meng X, et al. Epigallocatechin-3-
Gallate Ameliorates Radiation-Induced Acute Skin Damage in Breast Cancer
Patients Undergoing Adjuvant Radiotherapy. Oncotarget (2016) 7:48607–13.
doi: 10.18632/oncotarget.9495

15. Zhao H, Xie P, Li X, ZhuW, Sun X, Sun X, et al. A Prospective Phase II Trial of
EGCG in Treatment of Acute Radiation-Induced Esophagitis for Stage III
Lung Cancer. Radiother Oncol (2015) 114:351–6. doi: 10.1016/j.radonc.
2015.02.014

16. Zhao H, Zhu W, Xie P, Li H, Zhang X, Sun X, et al. A Phase I Study of
Concurrent Chemotherapy and Thoracic Radiotherapy With Oral
epigallocatechin-3-Gallate Protection in Patients With Locally Advanced
Stage III Non-Small-Cell Lung Cancer. Radiother Oncol (2014) 110(1):132–
6. doi: 10.1016/j.radonc.2013.10.014

17. Tjong MC, Mak DY, Shahi J, Li GJ, Chen H, Louie AV. Current Management
and Progress in Radiotherapy for Small Cell Lung Cancer. Front Oncol (2020)
10:1146. doi: 10.3389/fonc.2020.01146

18. Simone CB2nd, Bogart JA, Cabrera AR, Daly ME, DeNunzio NJ, Detterbeck F,
et al. Radiation Therapy for Small Cell Lung Cancer: An Astro Clinical
Practice Guideline. Pract Radiat Oncol (2020) 10(3):158–73. doi: 10.1016/
j.prro.2020.02.009

19. Sprave T, Verma V, Förster R, Schlampp I, Bruckner T, Bostel T, et al.
Radiation-Induced Acute Toxicities After Image-Guided Intensity-Modulated
Radiotherapy Versus Three-Dimensional Conformal Radiotherapy for
Patients With Spinal Metastases (IRON-1 Trial): First Results of
A Randomized Controlled Trial. Strahlenther Onkol (2018) 194:911–20.
doi: 10.1007/s00066-018-1333-z

20. Lu L, Sun C, Su Q, Wang Y, Li J, Guo Z, et al. Radiation-Induced Lung Injury:
Latest Molecular Developments, Therapeutic Approaches, and Clinical
Guidance. Clin Exp Med (2019) 19:417–26. doi: 10.1007/s10238-019-00571-w

21. Kuran D, Pogorzelska A, Wiktorska K. Breast Cancer Prevention-Is There a
Future for Sulforaphane and Its Analogs? Nutrients (2020) 12:1559.
doi: 10.3390/nu12061559

22. Singh VK, Seed TM. The Efficacy and Safety of Amifostine for the Acute
Radiation Syndrome. Expert Opin Drug Saf (2019) 18(11):1077–90.
doi: 10.1080/14740338.2019.1666104

23. King M, Joseph S, Albert A, Thomas TV, Nittala MR, WoodsWC, et al. Use of
Amifostine for Cytoprotection During Radiation Therapy: A Review.
Oncology (2020) 98:61–80. doi: 10.1159/000502979
Frontiers in Oncology | www.frontiersin.org 8
24. Ding S, Xu S, Fang J, Jiang H. The Protective Effect of Polyphenols for Colorectal
Cancer. Front Immunol (2020) 11:1407. doi: 10.3389/fimmu.2020.01407

25. Bonvalot S, Rutkowski PL, Thariat J, Carrère S, Ducassou A, Sunyach MP,
et al. NBTXR3, A First-in-Class Radioenhancer Hafnium Oxide Nanoparticle,
Plus Radiotherapy Versus Radiotherapy Alone in Patients With Locally
Advanced Soft-Tissue Sarcoma (Act.In.Sarc): A Multicentre, Phase 2-3,
Randomised, Controlled Trial. Lancet Oncol (2019) 208:1148–59.
doi: 10.1016/S1470-2045(19)30326-2

26. Scarantino CW, McCunniff AJ, Evans G, Young CW, Paggiarino DA. A
Prospective Randomized Comparison of Radiation Therapy Plus Lonidamine
Versus Radiation Therapy Plus Placebo as Initial Treatment of Clinically
Localized But Nonresectable Nonsmall Cell Lung Cancer. Int J Radiat Oncol
Biol Phys (1994) 29(5):999–1004. doi: 10.1016/0360-3016(94)90394-8

27. Zeng YC, Wu R, Xu ZG, Zhang XY, Fan GL, Wu LN, et al. Safety and
Radiation-Enhancing Effect of Sodium Glycididazole in Locoregionally
Advanced Laryngeal Cancers Previously Treated With Platinum-Containing
Chemotherapy Regimens: A Preliminary Report. Cancer Radiother (2010) 14
(1):59–64. doi: 10.1016/j.canrad.2009.06.022

28. Zhao J, Zhang W, Er P, Chen X, Guan Y, Qian D, et al. Concurrent or
Sequential Chemoradiotherapy After 3-4 Cycles Induction Chemotherapy for
LS-SCLC With Bulky Tumor. J Cancer (2020) 11(17):4957–64. doi: 10.7150/
jca.41136

29. Zhang G, Wang Y, Zhang Y,Wan X, Li J, Liu K, et al. Anti-Cancer Activities of
Tea epigallocatechin-3-Gallate in Breast Cancer Patients Under Radiotherapy.
Curr Mol Med (2012) 12:163–76. doi: 10.2174/156652412798889063

30. Smith TA, Kirkpatrick DR, Smith S, Smith TK, Pearson T, Kailasam A, et al.
Radioprotective Agents to Prevent Cellular Damage Due to Ionizing
Radiation. J Transl Med (2017) 15:232. doi: 10.1186/s12967-017-1338-x

31. Hsieh TC, Chao HH, Wu JM. Control of DNA Structure and Function by
Phytochemicals/DNA Interaction: Resveratrol/piceatannol Induces Cu2+-
Independent, Cleavage of Supercoiled Plasmid DNA. Free Radic Biol Med
(2020) 147:212–9. doi: 10.1016/j.freeradbiomed

32. Mun GI, Kim S, Choi E, Kim CS, Lee YS. Pharmacology of Natural
Radioprotectors. Arch Pharm Res (2018) 41:1033–50. doi: 10.1007/s12272-
018-1083-6

33. Lecumberri E, Dupertuis YM, Miralbell R, Pichard C. Green Tea Polyphenol
epigallocatechin-3-Gallate (EGCG) as Adjuvant in Cancer Therapy. Clin Nutr
(2013) 32:894–903. doi: 10.1016/j.clnu.2013.03.008

34. Yi J, Chen C, Liu X, Kang Q, Hao L, Huang J, et al. Radioprotection of EGCG
Based on Immunoregulatory Effect and Antioxidant Activity Against 60Cog
Radiation-Induced Injury in Mice. Food Chem Toxicol (2020) 135:111051.
doi: 10.1016/j.fct.2019.111051

35. Daniel M, Tollefsbol TO. Epigenetic Linkage of Aging, Cancer and Nutrition.
J Exp Biol (2015) 218:59–70. doi: 10.1242/jeb.107110

36. Negri A, Naponelli V, Rizzi F, Bettuzzi S. Molecular Targets of
Epigallocatechin-Gallate (EGCG): A Special Focus on Signal Transduction
and Cancer. Nutrients (2018) 10:1936. doi: 10.3390/nu10121936

37. Kang Q, Zhang X, Cao N, Chen C, Yi J, Hao L, et al. EGCG Enhances Cancer
Cells Sensitivity Under 60Cog Radiation Based on Mir-34a/Sirt1/P53. Food
Chem Toxicol (2019) 133:110807. doi: 10.1016/j.fct.2019.110807

38. Tanaka N, Toyooka S, Soh J, Kubo T, Yamamoto H, Maki Y, et al. Frequent
Methylation and Oncogenic Role of microRNA-34b/c in Small-Cell Lung
Cancer. Lung Cancer (2012) 76:32–8. doi: 10.1016/j.lungcan.2011.10.002
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