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Abstract

Background: Gastric adenocarcinoma is among the most prevalent cancers associated with a high mortality rate. The
multidrug neoadjuvant chemotherapy administered before and after surgery has attracted attention as a beneficial standard of
care for managing this malignancy.

Objectives: This study assessed the pathologic response of patients with gastric cancer who were treated with fluorouracil plus
leucovorin, oxaliplatin, and docetaxel (FLOT).

Methods: Patients with pathologically confirmed gastric adenocarcinoma without distant metastases were enrolled in this
retrospective cohort study conducted at Imam Reza and Ghaem hospitals in Mashhad. Data regarding demographics, tumor
status, treatment toxicity, and pathology results were collected using a predesigned questionnaire after four cycles of FLOT
neoadjuvant chemotherapy. SPSS-26.0 was utilized to analyze the data, and a significance level of P < 0.05 was applied.

Results: We evaluated data from 53 cases with a mean age of 51.1 + 9.7 years. Diffuse adenocarcinoma was the most common
finding in histology (54.7%). Pathologic complete response was observed in 16 (30.2%) patients. Most (69.8%) patients received
only 7 out of 8 planned cycles. Concerning surgical margin, 46 (86.8%) patients achieved RO tumor resection. Pathologic
complete response was not significantly linked with age (P=0.91), sex (P = 0.65), performance status (P = 0.2), tumor histology (P
=0.14), tumor grading (P = 0.07), tumor location (P = 0.8), and the number of neoadjuvant chemotherapy cycles (P=0.9).
Conclusions: Our findings demonstrated the relative clinical efficacy of neoadjuvant chemotherapy with the FLOT regimen
administered before and after surgery. However, due to chemotherapy-related side effects, patients may not adhere to all eight
prescribed cycles of chemotherapy.
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1. Background

Gastric cancer is the fifth most prevalent cancer and
the fourth leading cause of cancerrelated mortality
worldwide (1). Although the prevalence has decreased in
developed countries over the past few decades, gastric
cancer remains notably common in Asia and Iran.
Hence, it is classified as a common malignancy. Gastric
cancer accounts for 11.5% and 15.5% of all malignancies
and cancer-related mortality, respectively (2, 3).

The high mortality rate from gastric cancer reflects
the high prevalence of late-stage disease at presentation.
Radical surgery is currently recognized as the only
treatment that might cure a patient with advanced
disease. However, more than 50% of patients undergoing
surgery for locally advanced gastric malignancy develop
recurrent disease, and only 40% survive for three years
(4,5).

Considering that most patients are already in a late
stage of the disease when they are diagnosed and that
survival rates are low, extensive radical surgery with
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resection of metastatic lymphatic nodes, either on its
own or in combination with post-surgical adjuvant
chemotherapy, cannot achieve the goal of cure.
Therefore, presurgical or neoadjuvant chemotherapy is
required to control micrometastases before surgery and
improve radical resection outcomes.

Recent meta-analyses of randomized clinical trials
have demonstrated the efficacy of neoadjuvant
chemotherapy in resectable tumor patients.
Neoadjuvant chemotherapy has been linked to a
significant reduction in nodal stage, disease relapse, and
mortality rate, leading to an increase in overall survival
rate. Despite this, there is no consensus regarding the
optimal neoadjuvant therapy regimen, as different
studies have used different regimens (6, 7).

5-fluorouracil, leucovorin, oxaliplatin, and docetaxel
(FLOT) is one of the neoadjuvant chemotherapy
regimens that has recently been evaluated in clinical
trials and has exhibited significantly better overall
survival results than triplet neoadjuvant therapy with
cytotoxic agents, including epirubicin and cisplatin plus
either fluorouracil or capecitabine (ECF/ECX). FLOT
tends to be more well-accepted by experts and is
considered the standard regimen in many countries (8-
10). Nevertheless, pathologic response is one of the key
determinants of patient survival and prognosis that has
not been assessed yet in neoadjuvant therapy with FLOT.

A pilot study preoperative
neoadjuvant chemotherapy with 5-fluorouracil in
patients with resectable gastric cancer resulted in
complete and significant pathologic response rates of
11% and 63%, respectively (11). In another study examining
480 patients with gastric cancer, neoadjuvant
chemotherapy with a cisplatin-based regimen was
associated with complete and partial pathologic
responses in 21% and 25% of cases, respectively. In
addition, there was a significant correlation between
pathologic response and tumor type, lymph node,
lymphatic invasion, and resection status (12).

confirmed that

2. Objectives

This study was conducted to assess the pathologic
response of patients with gastric cancer to neoadjuvant
therapy with FLOT.

3. Methods

A retrospective cohort study was carried out in the
Ghaem and Imam Reza hospitals affiliated with

Mashhad University of Medical Sciences. Using
purposive sampling, we enrolled patients with gastric
cancer who were candidates for neoadjuvant
chemotherapy. Patients signed consent forms for
participation after an explanation of the aim, design,
and protocol of the study. The institutional ethics
committee approved the study protocol
(IR.MUMS.MEDICAL.REC.1400.272)

The sample size was determined in accordance with
the degree of tumor downgrading. Using the formula
for estimating qualitative traits in the community, o =
0.05, and d = 0.135, we estimated a sample size of 53
cases based on the study by Becker et al., which
indicated that 45% of patients had tumor downgrading
following neoadjuvant treatment. Given a 10% attrition
rate, the required sample size was 59 individuals (12).

Our inclusion criteria comprised confirmed
diagnosis of gastric cancer based on biopsy and
pathology results, age younger than 70 years, Eastern
Cooperative Oncology Group (ECOG) score < 2, absence
of metastasis in imaging and laparoscopy, absence of
neuropathy based on history taking and physical
examination, and clinical staging status of T2, N1, or
higher. Patients with evidence of metastasis, serum
creatinine level > 1.5 mg/dL, liver enzymes more than
twice normal, serum alkaline phosphatase level > 1.5
times normal, serum bilirubin level > 2 mg/dL, and
patients who refused surgery were excluded. At
baseline, diagnostic biopsies obtained following an
upper gastrointestinal endoscopy were collected and
documented for initial pathologic evaluation. In
addition, patients' demographics were collected using
questionnaires developed for this study.

Patients were administered four «cycles of
neoadjuvant chemotherapy with the FLOT regimen
following a standard physical examination to ensure

that they were clinically fit for systemic chemotherapy.

2

On the first day, 5-fluorouracil (2,600 mg/m* over 24

2

hours), leucovorin (200 mg/m“ over 2 hours),

oxaliplatin (85 mg/m? over 2 hours), and docetaxel (50

mg/m? over 2 hours) were administered via parenteral
route. Before each course, patients were examined for
complications based on common terminology criteria
for adverse events (CTCAE) version 5.0 and a complete
blood count concerning bone marrow toxicity. Courses
were repeated every two weeks. The malignant tumor
was then surgically excised, followed by four cycles of
adjuvant chemotherapy using the same regimen.
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Statistical analyses were performed in SPSS version
26.0 software (SPSS, Inc., Chicago, IL, USA). Continuous
and categorical data are presented as mean + standard
deviation and frequency and median (interquartile
range), respectively. The Shapiro-Wilk test was
performed to determine whether continuous variables
follow a normal distribution. Moreover, we used the
independent T-test or Mann-Whitney to compare

variables between the two groups, as appropriate. x> test
was applied for categorical data. A P-value of less than
.05 was considered to be significant.

4.Results

We analyzed data from 53 cases of gastric cancer that
were candidates for FLOT neoadjuvant chemotherapy
treatment. Our sample had a mean age of 51.1+ 9.7 years
and was predominantly male (77.4%). Most patients
(67.9%) had an ECOG 1 performance status. The most
common histology finding was diffuse adenocarcinoma
(54.7%), and the majority of tumors (45.9%) were grade II.
Tumors were primarily found in the antrum/pylorus
(45.3%) and the cardia (30.2%). The data are displayed in
Table 1.

Table 1. Patients Demographics (N =53)

Parameters Values
Age 511+9.7
Sex

Male 41(77.4)

Female 12(22.6)
Performance status

ECOG I 36 (67.9)

ECOG Il 17(32.1)
Histological classification

Intestinal type 24(453)

Diffuse type 29(54.7)
Tumor grade

0 10 (18.9)

1 24(45.3)

3 19 (35)
Tumor site

Cardia 16 (30.2)

Body 13(24.5)

Antrum/pylorus 24(453)

Pathologic complete response was observed in 16
(30.2%) patients. Moreover, 16 (30.2%) and 14 (26.4%)
patients had a residual tumor in the area of the primary
lesion and the area of the primary lesion with lymphatic
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nodes, respectively. Regarding surgical margin, 46
(86.8%) patients had RO tumor resection (Table 2).

Table 2. Resection Status and Pathological Response Rate After Neoadjuvant
Chemotherapy (N =53)

Parameters Values
Pathological response rate
Complete 16 (30.2)
Residual tumor in stomach 23(43.4)
Residual tumor in lymphatic nodes 0
Residual tumor in stomach.lymphatic nodes 14 (26.4)
Surgical margin
RO 46(86.8)
R1 7(13.2)

Only two (3.8%) patients completed all eight cycles of
chemotherapy in our treatment plan, while the majority
(69.8%) received seven cycles. The completion rate of
four  preoperative  courses of  neoadjuvant
chemotherapy was significantly higher than that of
adjuvant chemotherapy (94.3% versus 3.8%). We also
investigated adherence to the treatment plan and
complications following chemotherapy, finding that
most patients (90.6%) had a delay of at least three weeks
and that the majority had mild hematologic side effects
(Table 3).

Table 3. Complications and Patients’ Adherence to Treatment Plan (N = 53)

Parameters Values
Neutropenia

Grade 0 38(71.7)

Grade I 13(24.5)

Grade Il 1(1.9)

Grade Il 1(1.9)

Grade IV (0]
Febrile neutropenia

Yes 1(1.9)

No 52(98.1)
Thrombocytopenia

Grade 0 1(9.1)

Grade I 52(98.1)
Treatment delays

No delay 2(3.8)

One week 2(3.8)

Two weeks 1(1.9)

Three weeks and more 48(90.6)
Neoadjuvant chemotherapy cycles

2 3(5.7)

4 50(94.3)
Adjuvant chemotherapy cycles

0 10 (18.9)

1 1(1.9)
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Parameters Values
2 3(5.7)
3 37(69.8)
4 2(3.8)

Total chemotherapy cycles with FLOT regimen
2 3(5.7)
4 7(13.2)
5 1(1.9)
6 3(5.7)
7 37(69.8)
8 2(3.8)

We categorized patients into two groups to find
potential factors contributing to pathologic complete
response. However, we did not find a significant
difference between the groups regarding age (P = 0.91),
sex (P = 0.65), performance status (P = 0.2), tumor
histology (P = 0.14), tumor grading (P = 0.07), tumor
location (P = 0.8), and the number of neoadjuvant
chemotherapy cycles (P = 0.9). The data are presented at
Table 4.

Table 4. Comparison of Patients’ Characteristics Between Cases with and Without
Pathologic Complete Response

Parameters Non-PCR(N=37) PCR(N=16) P-Value
Age 514+93 51.2%12 0.912
Sex 0.65 &
Male 28(75.7) 13(81.3)
Female 9(24.3) 3(18.8)
Performance status 020P
ECOGI 29 (78.4) 7(43.8)
ECOGII 8(21.6) 9(56.3)
Histological classification 014P
Intestinal type 15(40.5) 9(56.3)
Diffuse type 22(59.5) 7(43.7)
Tumor grade 0.07"
0 5(13.5) 5(31.3)
1 14(37.8) 10 (62.5)
3 18(48.6) 1(3.6)
Tumor site 0.800°
Cardia 11(29.7) 5(313)
Body 10 (27) 3(18.8)
Antrum/pylorus 16 (43.2) 8(50)
Neoadjuvant chemotherapy cycles 0.90P
2 2(5.4) 1(6.3)
4 35(94.6) 15(93.8)

Abbreviation: PCR, pathologic complete response.
? Independent et-test.

by test.

5. Discussion

More than one-fifth of patients in this study
exhibited pathologic complete responses. We did not
observe a significant difference between potential
factors associated with pathologic complete responses,
such as age, gender, level of functioning, tumor
histology, tumor grading, tumor location, or the
number of neoadjuvant chemotherapy cycles. In
addition, the majority of patients who underwent
surgery had RO resection. In a clinical trial conducted in
China in 2021, Sah et al. examined ten patients with
gastric cancer (CT3-4bN1-3M0) who received four cycles
of neoadjuvant chemotherapy using the FLOT regimen.
All patients underwent radical gastric surgery. Nine
patients achieved RO resection, while three experienced
complete/subtotal pathological regression. With a
median follow-up period of 23.13 months, the two-year
overall survival rate was 80%, and the two-year relapse-
free survival rate was 70%. Two patients were deceased
because of disease progression. In agreement with our
findings, Sah et al. have concluded that neoadjuvant
chemotherapy with the FLOT regimen is a safe and
effective treatment for patients with gastric cancer (13).

In a 2021 observational study by Villanueva et al., 59
patients with gastric cancer (cT3-4 and/or N + M0) were
treated with eight cycles of the FLOT regimen with a
two-week interval and given the moniker total
neoadjuvant chemotherapy. Of the 39 patients who
underwent surgery, 18.2% had a pathologic complete
response, and the overall survival time was 21.32 months
on average (14). Garcia Grove et al.'s retrospective study
evaluated the pathological response and survival of
patients with resectable gastric adenocarcinoma or
gastroesophageal junction adenocarcinoma treated
with perioperative chemotherapy of the FLOT regimen.
Five (14.7%) patients exhibited a pathologic complete
response out of a total of 34 cases (15). Similarly, Zhang
et al. reported that in 23 cases of gastric cancer (cT3-4
andfor N + Mo) treated with four cycles of FLOT
neoadjuvant chemotherapy with a two-week interval,
RO resection was achieved in 94.3% of patients, and
pathologic complete response was confirmed in 13% of
patients (16).

In 2019, Wang et al. compared the efficacy of FLOT
neoadjuvant chemotherapy in treating 47 patients with
gastric cancer (T3-4) to 269 patients who underwent
primary surgery. They reported that RO resection was
performed in 88.4% and 86.4% of the FLOT and surgery

Int ] Cancer Manag. 2024;17(1): €139026.



Sajjadi S et al.

groups, respectively, without a significant difference (P
> 0.05). After surgery, however, there were significantly
more cases without lymph node metastasis in the FLOT
group than in the surgery group (40.5% versus 7.7%).
With a median follow-up of 41 months, survival analysis
revealed significantly greater overall and three-year
survival in the FLOT group versus the surgery group [(44
vs. 23 months, P = 0.01) and (58.7% vs. 30.9%, P < 0.001)]
(9). Al-Batran et al. conducted a phase II/III clinical trial
in which 300 patients with gastric or gastroesophageal
adenocarcinoma clinically staged T2 or higher and N
positive were randomly assigned to one of two
treatment groups: Perioperative ECF/ECX (3 courses
before surgery and three courses after surgery with a 3-
week interval) or FLOT (4 courses before and four
courses after surgery with a 2-week interval). The
completion rates of planned chemotherapy in the FLOT
and ECFECX groups were 93% and 92%, respectively.
Patients treated with FLOT had a significantly higher
pathologic complete response than those treated with
ECFJECX (16% vs. 6%, P = 0.02). Forty percent of the
ECF[ECX group and 25 percent of the FLOT group
reported at least one serious adverse effect (8).

Overall, our findings and previous reports have
suggested that four-cycle neoadjuvant chemotherapy
with FLOT before surgery is associated with pathologic
complete response in 15 - 30% of patients with gastric
cancer, which is significantly higher than the response
rate observed in other chemotherapy regimens. Despite
this, it is evident that a significant proportion of
patients have not responded adequately to neoadjuvant
chemotherapy, regardless of the regimen employed.
This highlights the importance of future research into
the prognostic and treatment-predictive effects of
background genetic/molecular factors, as well as the
development of novel targeted therapies based on these
factors.

In this study, the majority (63.1%) of patients only
received seven of the eight planned chemotherapy
cycles. In addition, our findings revealed that
complications were limited to mild hematological side
effects, although a significant proportion of patients
reported treatment delays of more than three weeks.
Sah et al. demonstrated that all ten patients enrolled in
the trial completed four courses of neoadjuvant FLOT
chemotherapy with no serious hematologic adverse
events (grade 3 or higher), with the exception of one
case of grade 3 anemia. Nine patients completed four
courses of adjuvant chemotherapy following surgery,
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but only one patient completed the full dose. In other
patients, the adjuvant chemotherapy dose was reduced
by 25% or less (13). Villanueva et al. reported that 65.5% of
patients who completed eight courses of total
neoadjuvant chemotherapy experienced major adverse
effects (14). In addition, 20 of the 23 cases enrolled in the
study by Zhang et al. completed the four planned
courses of neoadjuvant chemotherapy. Following
chemotherapy, leukopenia (17.4%), neutropenia (30.4%),
anemia (13%), anorexia (13%), and nausea (14.7%) were the
most common adverse events of grades 3 and 4 (16).
Likewise, the most common non-surgical grade 3 and 4
adverse events in Al-Batran et al.'s trial were neutropenia
(38% ECF[ECX vs. 52% FLOT), leukopenia (20% ECF[ECX vs.
28% FLOT), nausea (17% ECF/ECX vs. 9% FLOT), and
infection (12% ECF[ECX vs. 12% FLOT) (8).

Theoretically, the number of FLOT cycles seems to be
a prognostic factor of response to neoadjuvant
chemotherapy. However, this study demonstrated it as a
nonsignificant factor. This finding might stem from the
small number of patients who completed the
predefined chemotherapy cycles. In interpreting the
results of our study, it is important to keep in mind that
the majority of our patients completed neoadjuvant
chemotherapy prior to surgery, while the majority of
patients left the treatment plan in adjuvant
chemotherapy. This is significant because it indicates
that patients' tolerance to chemotherapy decreases
following surgery. Consequently, it is reasonable to
employ new techniques, such as total neoadjuvant
chemotherapy, whose role in the treatment of rectal
adenocarcinoma was recently highlighted.

This study had several limitations. First, we did not
measure the expression levels of the HER2/neu,
programmed death-ligand 1, and MSI genes in our
patients. Given the importance of personalized
medicine in treating patients with locally advanced
gastric cancer, it is crucial to determine the prognostic
significance of these genes. Second, we did not design a
control group to compare with our regimen. Third,
there was no analysis of survival. Fourth, the
interference of the COVID-19 pandemic with appropriate
patient care and treatment accommodation (17). We
suggest that future research employ a prospective
design with a control group and report both overall and
disease-free survival. In addition, we recommend
evaluating the prognostic and predictive significance of
HER2/neu, programmed death-ligand 1, and MSI genes in
patients with gastric cancer.



Sajjadi Set al.

5.1. Conclusions

In conclusion, our findings demonstrated that pre-
and postoperative neoadjuvant chemotherapy with the
FLOT regimen is an appropriate method for treating
patients with gastric cancer. This protocol produces a
higher pathologic response rate, making it a good
standard of care, especially for locally advanced gastric
adenocarcinoma. Concerning a high incidence of
adverse effects associated with the FLOT regimen, we
recommend that the attending physician promptly
calculate/adjust the therapeutic dose, consider the
weight change, monitor bone marrow reserve, and
examine the liver and renal function.

Acknowledgements

Authors would like to thank all patients who
participate in the project.

Footnotes

Authors' Contribution: Study concept and design: M.
K. and A. A, acquisition of data: S. S.; analysis and
interpretation of data: A. B. and S. A. A,; drafting of the
manuscript: £ H. and N. V,; critical revision of the
manuscript for important intellectual content: M. K,;
statistical analysis: Biostatician.

Conflict of Interests Statement: The authors report no
conflicts of interest.

Data Availability: All data generated and analyzed
during this study can be accessed through direct
communication with the corresponding author and the
agreement of all research team members.

Ethical Approval: The study protocol was approved by
the Research Ethics Committee of Mashhad University
of Medical Sciences (IR.MUMS.MEDICAL.REC.1400.272 ).

Funding/Support: This funded by
Mashhad University of Medical Sciences (grant number
981726 to Mostafa Kamandi).

research was

Informed Consent: Patients signed consent forms for
participation after an explanation of the aim, design,
and protocol of the study.

References

Sung H, Ferlay ], Siegel RL, Laversanne M, Soerjomataram I, Jemal A, et
al. Global Cancer Statistics 2020: GLOBOCAN Estimates of Incidence
and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer |
Clin. 2021;71(3):209-49. [PubMed ID: 33538338].
https://doi.org[10.3322/caac.21660.

Rahman R, Asombang AW, Ibdah JA. Characteristics of gastric cancer
in Asia. World | Gastroenterol. 2014;20(16):4483-90. [PubMed ID:
24782601]. [PubMed Central ID: PMC4000485].
https://doi.org[10.3748wjg.v20.i16.4483.

Roshandel G, Ghanbari-Motlagh A, Partovipour E, Salavati F,
Hasanpour-Heidari S, Mohammadi G, et al. Cancer incidence in Iran
in 2014: Results of the Iranian National Population-based Cancer
Registry. Cancer Epidemiol. 2019;61:50-8. [PubMed ID: 31132560].
https://doi.org[10.1016/j.canep.2019.05.009.

Ychou M, Boige V, Pignon JP, Conroy T, Bouche O, Lebreton G, et al.
Perioperative chemotherapy compared with surgery alone for
resectable gastroesophageal adenocarcinoma: an FNCLCC and FFCD
multicenter phase IlI trial. ] Clin Oncol. 2011;29(13):1715-21. [PubMed ID:
21444866). https://doi.org/10.1200/JC0.2010.33.0597.

Mullen JT, Ryan DP. Neoadjuvant chemotherapy for gastric cancer:
what are we trying to accomplish? Ann Surg Oncol. 2014;21(1):13-5.
[PubMed ID: 24046112]. https://doi.org/10.1245(s10434-013-3250-9.

Coccolini F, Nardi M, Montori G, Ceresoli M, Celotti A, Cascinu S, et al.
Neoadjuvant chemotherapy in advanced gastric and esophago-
gastric cancer. Meta-analysis of randomized trials. Int | Surg.
2018;51:120-7. [PubMed ID: 29413875].
https://doi.org[10.1016/j.ijsu.2018.01.008.

Xu AM, Huang L, Liu W, Gao S, Han WX, Wei Z]. Neoadjuvant
chemotherapy followed by surgery versus surgery alone for gastric
carcinoma: systematic review and meta-analysis of randomized
controlled trials. PLoS One. 2014;9(1). e86941. [PubMed ID: 24497999].
[PubMed Central ID: PMC3907439].
https://doi.org[10.1371/journal.pone.0086941.

Al-Batran SE, Hofheinz RD, Pauligk C, Kopp HG, Haag GM, Luley KB, et
al. Histopathological regression after neoadjuvant docetaxel,
oxaliplatin, fluorouracil, and leucovorin versus epirubicin, cisplatin,
and fluorouracil or capecitabine in patients with resectable gastric
or gastro-oesophageal junction adenocarcinoma (FLOT4-AIO): results
from the phase 2 part of a multicentre, open-label, randomised
phase 2[3 trial. Lancet Oncol. 2016;17(12):1697-708. [PubMed ID:
27776843]. https:[|/doi.org[10.1016/S1470-2045(16)30531-9.

Wang K, Ren Y, Ma Z, Li F, Cheng X, Xiao |, et al. Docetaxel, oxaliplatin,
leucovorin, and 5-fluorouracil (FLOT) as preoperative and
postoperative chemotherapy compared with surgery followed by
chemotherapy for patients with locally advanced gastric cancer: a
propensity score-based analysis. Cancer Manag Res. 2019;11:3009-20.
[PubMed ID: 31114348]. [PubMed Central ID: PMC6489649].
https://doi.org/10.2147/CMAR.S200883.

Lowy AM, Mansfield PF, Leach SD, Pazdur R, Dumas P, Ajani JA.
Response to neoadjuvant chemotherapy best predicts survival after
curative resection of gastric cancer. Ann Surg. 1999;229(3):303-8.
[PubMed ID: 10077040]. [PubMed Central ID: PMCI191693].
https://doi.org/10.1097/00000658-199903000-00001.

Lowy AM, Feig BW, Janjan N, Rich TA, Pisters PW, Ajani JA, et al. A pilot
study of preoperative chemoradiotherapy for resectable gastric
cancer. Ann Surg Oncol. 2001;8(6):519-24. [PubMed ID: 11456051].
https://doi.org/10.1007/s10434-001-0519-1.

Becker K, Langer R, Reim D, Novotny A, Meyer zum Buschenfelde C,
Engel |, et al. Significance of histopathological tumor regression
after neoadjuvant chemotherapy in gastric adenocarcinomas: a

Int ] Cancer Manag. 2024;17(1): €139026.


https://ethics.research.ac.ir/EthicsProposalViewEn.php?id=214532
http://www.ncbi.nlm.nih.gov/pubmed/33538338
https://doi.org/10.3322/caac.21660
http://www.ncbi.nlm.nih.gov/pubmed/24782601
https://www.ncbi.nlm.nih.gov/pmc/PMC4000485
https://doi.org/10.3748/wjg.v20.i16.4483
http://www.ncbi.nlm.nih.gov/pubmed/31132560
https://doi.org/10.1016/j.canep.2019.05.009
http://www.ncbi.nlm.nih.gov/pubmed/21444866
https://doi.org/10.1200/JCO.2010.33.0597
http://www.ncbi.nlm.nih.gov/pubmed/24046112
https://doi.org/10.1245/s10434-013-3250-9
http://www.ncbi.nlm.nih.gov/pubmed/29413875
https://doi.org/10.1016/j.ijsu.2018.01.008
http://www.ncbi.nlm.nih.gov/pubmed/24497999
https://www.ncbi.nlm.nih.gov/pmc/PMC3907439
https://doi.org/10.1371/journal.pone.0086941
http://www.ncbi.nlm.nih.gov/pubmed/27776843
https://doi.org/10.1016/S1470-2045(16)30531-9
http://www.ncbi.nlm.nih.gov/pubmed/31114348
https://www.ncbi.nlm.nih.gov/pmc/PMC6489649
https://doi.org/10.2147/CMAR.S200883
http://www.ncbi.nlm.nih.gov/pubmed/10077040
https://www.ncbi.nlm.nih.gov/pmc/PMC1191693
https://doi.org/10.1097/00000658-199903000-00001
http://www.ncbi.nlm.nih.gov/pubmed/11456051
https://doi.org/10.1007/s10434-001-0519-1

Sajjadi S et al.

14.

summary of 480 cases. Ann Surg. 2011;253(5):934-9. [PubMed ID:
21490451]. https://doi.org/10.1097/SLA.0b013€318216f449.

Sah BK, Xu W, Zhang B, Zhang H, Yuan F, Li ], et al. Feasibility and
Safety of Perioperative Chemotherapy With Fluorouracil Plus
Leucovorin, Oxaliplatin, and Docetaxel for Locally Advanced Gastric
Cancer Patients in China. Front Oncol. 2020;10:567529. [PubMed ID:
33537232]. [PubMed Central ID: PMC7848150].
https://doi.org/10.3389/fonc.2020.567529.

Villanueva L, Anabalon ], Butte JM, Salman P, Panay S, Milla E, et al.
Total neoadjuvant chemotherapy with FLOT scheme in resectable
adenocarcinoma of the gastro-oesophageal junction or gastric
adenocarcinoma: impact on pathological complete response and
safety. Ecancermedicalscience. 2021;15:1168. [PubMed ID: 33680082].
[PubMed Central ID: PMC7929772].
https://doi.org/10.3332/ecancer.2021.1168.

Int ] Cancer Manag. 2024;17(1): e139026.

15.

16.

17.

Garcia Grove C, Gallego Jimenez I, Martinez Bernal G, Miras
Rodriguez 1, Lim6n Miron M. P-68 Response to neoadjuvant
chemotherapy in gastric adenocarcinoma and gastroesophageal
junction adenocarcinoma with FLOT-regimen in our setting. Ann
Oncol. 2021;32. S119. https://doi.org/10.1016/j.annonc.2021.05.123.

Zhang S, Yan D, Sun Q, Du T, Cao D, Yang Y, et al. FLOT Neoadjuvant
Chemotherapy Followed by Laparoscopic D2 Gastrectomy in the
Treatment of Locally Resectable Advanced Gastric Cancer. Can |
Gastroenterol Hepatol. 2020;2020:1702823. [PubMed ID: 32566545].
[PubMed Central ID: PMC7277051].
https://doi.org[10.1155/2020/1702823.

Fadavi P, Houshyari M, Yousefi Kashi AS, Jarrahi AM, Roshanmehr F,
Broomand MA, et al. Review on the Oncology Practice in the Midst of
COVID-19 Crisis: The Challenges and Solutions. Asian Pac | Cancer Prev.
2021;22(1):19-24. [PubMed ID: 33507674]. [PubMed Central ID:
PMC8184167). https:|/doi.org[10.31557|APJCP.2021.22.1.19.


http://www.ncbi.nlm.nih.gov/pubmed/21490451
https://doi.org/10.1097/SLA.0b013e318216f449
http://www.ncbi.nlm.nih.gov/pubmed/33537232
https://www.ncbi.nlm.nih.gov/pmc/PMC7848150
https://doi.org/10.3389/fonc.2020.567529
http://www.ncbi.nlm.nih.gov/pubmed/33680082
https://www.ncbi.nlm.nih.gov/pmc/PMC7929772
https://doi.org/10.3332/ecancer.2021.1168
https://doi.org/10.1016/j.annonc.2021.05.123
http://www.ncbi.nlm.nih.gov/pubmed/32566545
https://www.ncbi.nlm.nih.gov/pmc/PMC7277051
https://doi.org/10.1155/2020/1702823
http://www.ncbi.nlm.nih.gov/pubmed/33507674
https://www.ncbi.nlm.nih.gov/pmc/PMC8184167
https://doi.org/10.31557/APJCP.2021.22.1.19

