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Abstract

Aim - to study the clinical and morphological characteristics and conduct
a comparative assessment of the survival of patients with locally advanced
distal diffuse gastric cancer depending on the type of the surgical procedure.
Material and methods. We performed a retrospective review of the impact
of the extent of surgery in the prognosis of 125 patients with diffuse gastric
cancer of distal localization, who underwent total gastrectomy or distal
subtotal gastrectomy at the N.N. Blokhin National Medical Research Center
of Oncology in the period from 2005 to 2022.

Results. The depth of tumor invasion (T4), the lymph node status, and the
tumor stage had a significant negative prognostic value in the univariate
analysis. Resection margin (R1) tended to significantly affect the overall
survival (p=0.082). The extent of the surgical procedure did not affect overall
survival in the univariate analysis (p=0.75). The multivariate analysis revealed
that only the tumor stage had a relative effect on the overall survival. In the
distal gastrectomy group, the median overall survival and the 5-year OS rates
were 85.0 months, 58.8% (95% CI: 0.487-0.711). In the total gastrectomy
group, the median overall survival, 5-year OS rates were 89.0 months,

60.3% (95% CI: 0.460-0.791). However, the differences were statistically
insignificant (p=0.75). In patients in the distal subtotal gastrectomy group,
the recurrence was detected in 12.7% of all cases of recurrence (8/63): 6
of them with intramural recurrence and 2 of them with intramural and
distant recurrence of the disease. In patients in the total gastrectomy group,
intramural recurrence was found only in one patient (4.8%) in the esophago-
enteroanastomosis.

Conclusions. Overall survival and relapse-free survival rates in patients with
diffuse cancer of distal localization after total and distal subtotal gastrectomy
do not have significant differences. However, distal subtotal gastrectomy in
this category of patients is associated with a higher risk of local recurrence
(12.7%) and can not be recommended as an alternative to total gastrectomy
in patients with satisfactory functional status.
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lNMporHo3 npu anddy3HOM pake Xxenyaka
AUCTaNIbHOU NoKanusauum B 3aBUCUMOCTH
OT 06beMa XMpypruyeckoro BMeLlaTesibCTBa

P.O. TopocsH?, C.H. Hepea' 2, H.A. Ko3noB!, XaHsiHb CyHb?, 1.B. KoHoHen!, UN.C. Ctunugu'3

IPIeY «HMWL, oHkonormm umenn H.H. BnoxunHa» MuHagpasa Poccum (MockBa, Poccuiickas ®enepauns)
20rbOY AMNO «Poccuiickas MegMuUUHCKas akageMus HenpepbIBHOTO NPodeccuoHanbHOro obpasoBaHms»
MwuHsgpaBa Poccun (Mocksa, Poccuiickas ®Pepepaums)
3OrAQY BO «PHUMY mnmenn H.W. Muporoesa» MuHsgpaea Poccun (Mockea, Poccuiickas ®Pepnepaums)

AHHOTauuA

Iens — U3y4YnTh KIMHUKO-MOPOJIOTHYeCKIe XapaKTePHUCTHKH, TIPOBECTH
CPaBHUTEJIBHYIO OIIEHKY BEDKMBAEMOCTH M YaCTOThI MHTPAaMYPaJIbHOTO Peliy-
JIMBa OIyXOJIM y GOJBHBIX AU PY3HBIM PAKOM XKeJTyfIKa IUCTaIbHOH JIOKaJIH-
3alliy B 3aBUCUMOCTH OT 06beMa XUpypPruiecKoro BMellaTesbCTBa.
Marepuain u MeTopbl. [IpoBeieH aHau3 BIMSIHUS 06beMa XUPypPrudecKoro
BMelllaTeJIbCTBa Ha IPOTrHO3 Y 125 60mbHbIX 11ddY3HBIM PaKOM >KeJTyKa AUC-
TaJIbHOM JIoKanusanuu, kotopeiM B HMUI] onkonorun umenu H.H. bBioxuna
B nepuoyt 2005-2022 rr. BBINOJIHEHA pajiiKailbHas ractpakromus (I'D) nnu
JUcTraiibHas cybToranbHas pesekuust xxeynka (JCPK).

Pesynbrarsl. [Ipu onHO(aKTOPHOM aHajM3e OCTOBEPHOe BIIMSHHE Ha BBI-
>KMBAeMOCTb UMeJTH [Ty6uHa oryxoneBoit uuBasuu (T4), craryc nmopaxeH-
HBIX JTUMpATHIeCKUX y3JI0B, CTA/Isl OITyXOJIeBOro Ipolecca. TeHJeHIHIo k
CTaTUCTHYECKU 3HAYMMOMY BIIMSHUIO Ha OOIIYI0 BEDKMBAEeMOCTb UMeJl Kpai
pesekiuu (p=0,082). O6beM BBINOIHEHHOI'O XMPYPruyecKoro BMenaresib-
CTBA Ha OOIIYIO BBDKMBAEMOCTb ITPH OIHO(aKTOPHOM aHaJIM3e BIIMSHUS He
okasbiBan (p=0,753). [Ipy MHOroakTOpHOM aHajM3e ObUIO BBISIBIIEHO, YTO
CTaTHCTHYEeCKH 3HAYMMOe BIIMSIHYe Ha OOIIy 0 BbDKMBAEMOCTb UMeJIa TOJIBKO
CTaJusl OIyXOJIeBOTrO Tporecca. MenuaHa o611el BEDKMBAeMOCTH, 5-JIeTHSIs
BbDKMBaeMocTh B rpymie JICPX cocrasuu 85,0 mecsa, 58,8% (95% IU:

0,487-0,711). MenuaHa o611eit BLKMBAeMOCTH, 5-JIETHSISI BBDKUBA@MOCTb B
rpyme I'D cocraBumu 89,0 mecsina, 60,3% (95% U: 0,460-0,791). Pasmuuvis
B 00111ei BDKMBAEMOCTH CTaTUCTUYeCKH HeflocToBepHsI (p=0,75). ¥ nanuen-
ToB B rpyne JICPK nHTpaMypasbHblil peliuiUB BhIsiBileH B 12,7% cityyaeB
BCeX pelMIUBOB (8/63): y 6 HaleHTOB BBISBIIEH TOJIBKO MHTPaMypaJlbHbIN
PeluIvB B 30He raCTPOIHTEPOAHACTOMO34, @ Y IBOMX allHeHTOB — UHTPaMy-
paJIbHBII PElIUIMB U OT/[alleHHble MeTacTasbl. B rpyiie manieHToB, KOTOPbIM
nipoBeyu 'O, BbLsBIEeH yunib 1 ciyyait (4,8%) HHTpaMypanbHOrO pernyanBa
3abosieBaHUs B 330¢har03HTEPOAHACTOMO3eE.

3axsouenue. [Tokazareny ob1eil BLDKMBaeMOCTH U 6e3peliIUBHOM BbI-
’KUBAaeMOCTH Y GOJBbHBIX 1M PY3HBIM PaKOM JIUCTAJIBHON JIOKAJIM3allUH T10-
cie I'D u JICPK nocroBepHbIX pas3nuuuii He UMetoT. OJJHaKO BBIIIOJIHEHUE
JICPX y aHHO# KaTeropuy MalyieHToB CONpPsDKeHO C 6oJiee BBICOKMM PUCKOM
HMHTPaMYpajlbHOTO penyjiuBa onyxoiu (12,7%) 1 He MoXeT ObITb PeKOMeH-
JIOBaHO B Ka4eCTBe aJIbTePHATUBHI ['D y GOJIBHBIX C y/IOBJIETBOPUTENBHEIM
YHKIMOHAILHBIM CTaTyCOM.

KumodeBsie cioBa: nudQysHbIi pak XKeJyfiKa, AUCTalbHasl CyOTOTaNbHAas
Pe3eKIMs JKeJTy/IKa, TaCTP3IKTOMHSI, IIPOTHO3.
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m INTRODUCTION
Morphologically diffuse gastric cancer (GC) is characterized
with disorders in the intercellular adhesion without
formation of glandular tissue, diffused spreading of the tumor
cells in the walls of the stomach, more aggressive course of the
neoplastic process and adverse survival outcomes as compared
to the intestinal subtype of cancer. In the group of diffuse
gastric cancer, the predominant histologic form is the signet
ring cell carcinoma (SRCC) represented by isolated cells with
a characteristic signet cell morphology and diffused growth
pattern, which allows its reference to the diffuse GC (P. Lauren)
[1-6]. According to the SEER register, in the period from 1975
to 2016 proportion of patients with SRCC is 16.8%. The
diffuse subtype is more incident in women and young people,
it is characterized with a more frequent dissemination in the

www.innoscience.ru

peritoneum, resistance to chemotherapy, and locally advanced
tumor course by the moment of disease diagnosis [5, 7-9].

In the Japanese classification of gastric carcinoma,
it is customary to refer to three sections of the stomach
approximately similar in size: the upper third (proximal
section), the middle third (corpus) and the lower part [10].
This conventional division of the stomach into three parts in
surgical practice is only used to describe the tumor localization.
It is to be emphasized that the sections of the stomach in the
surgical classifications do not match those in the anatomical
classifications. In Russia, distal GC is identified as a tumor
involving only the antrum or the pylorus, in which, according
to the clinical recommendations of the Russian Oncology
Association, distal subtotal gastrectomy (DSG) is indicated.
It is interesting to note that the involvement of the lower third
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of the corpus in distal cancer may necessitate an extensive
instead of a preserving surgery [11].

In Russia, in the cases of antrum diffuse GC, gastrectomy
with D2 lymph node dissection is preferred as a standard
surgical procedure, especially in young patients, since in this
category of patients the possibility of recurrent cancer in the
remaining part of the stomach remains high [8, 9, 12], and the
lymph node dissection is less extensive in the preserving surgery
as compared to the conventional gastrectomy. According to the
data from 62 hospitals of Europe, in the cases of antrum diffuse
GC, 44% of surgeons prefer the gastrectomy [12].

Lesser surgical trauma and more favorable outcomes of
the restoration of nutritive status of patients after DSG raise
no doubts and are used actively in the cases of intestinal
adenocarcinoma of distal localization [13, 14].

According to the ESMO clinical recommendations, the
major condition of the radically performed DSG is the absence
of cancer cells along all margins of resection (R0). The margin
for the proximal edge of resection in the diffuse GC is to be
at least 5 cm, for the diffuse cancer is characterized with
submucosal growth, which might be a technical difficulty to
achieve ‘clear’ margins of resection. Thus, performance of
DSG in the cases of distal GC may only be justified if the
radical principles are met and there are no cancer cells along
the resection margin [15].

As of today, there is no definitive consensus as to the extent
of surgical intervention in cases of distal gastric cancer. The
extent of surgery in distal gastric cancers is usually determined
by the surgeon’s preference and personal experience, as well
as the patient’s total physical condition [11, 12]. Thus, the
effect of the extent of surgery on the prognosis of patients
with diffuse distal gastric cancer remains a disputable and
understudied problem.

m MATERIAL AND METHODS

The study included 125 patients with diffuse gastric cancer
of distal localization who had undergone radical or palliative
total gastrectomy or distal subtotal gastrectomy at the N.N.
Blokhin National Medical Research Center of Oncology in
the period from 2005 to 2022. Distal localization of GC was
identified as the tumor localized in the antrum of the stomach
with or without spreading to the lower third of the stomach
corpus. Such clinical and morphological factors as sex, age,
tumor localization, depth of tumor invasion, macroscopic
form of the tumor, number of affected lymphatic basins,
lymphovascular or perineural invasion, and resection margins
were identified and compared among the patient groups that
were formed depending on the extent of the surgery performed.
Pathomorphological staging was performed in accordance with
TNM Classification of Malignant Tumors, 8th Edition.

Statistical Analysis. In the analysis of long-term outcomes,
the relapse-free survival (RFS) was considered the period
from the beginning of treatment to the emergence of signs of
progression of the disease, death, or the last follow-up of the
patient. The overall survival (OS) was considered the period from
the beginning of treatment to all-cause death or the last follow-
up. The statistical analysis included the Chi-square criterion
used to test the hypotheses. Survival analysis was carried out
by Kaplan-Meyer method and compared by log-rank tests.
The statistical analysis was carried out in the RStudio Version

58

I I P

Age (years)

<55 32 (36.8%) 23 (60.5%) 0.014
>55 55 (63.2%) 15 (39.5%)

Sex

M 35 (40.3%) 18 (47.4%) 0.0002
F 52 (59.7%) 20 (52.6%)

Invasion depth

T1-T2 29 (33.3%) 14 (36.8%) 0.704
T3-T4 58 (66.7%) 24 (63.2%)

Borrmann type

-1 17 (19.5%) 5 (13.2%) 0.388
=1V 70 (80.5%) 33 (86.8%)

Lymph node status

pNO 47 (54.0%) 22 (57.9%) 0.688
pN+ 40 (46.0%) 16 (42.1%)
Localization

- antrum section

- lower third of corpus and 78 (89.7%) 21 (55.2%) <0.001
antrum section border 7 (8.0%) 9 (23.7%) :

- lower third of corpus and 2 (2.3%) 8(21.1%)

antrum section

Stage

IA/B 27 (31.0%) 11 (28.9%)

11A/B 31 (35.6%) 15 (39.5%) 0.592
1IIA/B/C 18 (20.7%) 10 (26.3%)

vV 11 (12.7%) 2 (5.3%)

Resection margin

RO 81 (93.1%) 37 (97.4%) 0.340
R+ 6 (6.9%) 1(2.6%)
Lymphovascular invasion

Yes 6 (6.9%) 4 (10.5%) 0.491
No 81 (93.1%) 34 (89.5%)

Perineural invasion

Yes 4 (4.6%) 5 (13.2%) 0.088
No 83 (95.4%) 33 (86.8%)

Relapse

Yes 8 (9.2%) 1(2.6%) 0.191
No 79 (90.8%) 37 (97.4%)

Table 1. Clinical and morphological characteristics
of patients depending on the surgical intervention performed

Tabnuua 1. KnuHuko-Mopgonozuyeckue xapakmepucmuku
60/1bHbIX B 3aBUCUMOCMU OM BbINOJIHEHHO20 XUPYypau4ecKozo
BMewamersnbcmsa

2023.09.0+463 software suite by Posit Software PBC. Two-
sided significance levels of research used to test the hypotheses
are 5%. Univariate and multivariate analysis between dependent
and independent variables (determination of the independent
influence of potential risk factors on the rate of occurrence of
the studied event over the studied time period) was performed
using the Cox proportional hazards (regression) model.

m RESULTS

The following surgeries were performed to the following
extents: total gastrectomy, 38 (30.4%); distal subtotal
gastrectomy, 87 (69.6%). Of the 125 patients, 27 (21.6%) had
early gastric cancer, 85 (68.0%) had locally advanced cancer,
and 13 (10.4%), metastatic cancer. The age of patients was
between 26 and 81 years (median age was 53.5 years). Tumor
type according to P. Lauren in all patients was considered
diffuse (100%). Among all patients, pNO, pN1, pN2 and pN3
was identified in 69 (55.2%), 23 (18.4%), 15 (12.0%) and
18 (14.4%) patients, respectively. Stages I, II, III, IV were
identified in 38 (30.4%), 46 (36.8%), 28 (22.4%) and 13 (10.4%)
patients, respectively. Patients with multiple primary tumors and
neuroendocrine tumors were excluded from the study.

Correlation was studied between the extent of the surgery
performed and age, sex, depth of tumor invasion, status of
lymph nodes, Borrmann tumor classification, tumor staging,
resection margin, presence of lymphovascular or perineural
invasion, and incidence rate of intramural relapse of the
disease. In our study, the group of patients who had undergone

www.innoscience.ru
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Figure 1. Overall survival depending on the extent of surgical
intervention.

PucyHok 1. Obwas BbXuBaeMoCcmb B 3aBUCUMOCMU
om o6bema onepamuBHO20 BMewamebCcmsa.

DSG, had more females (59.7% vs. 52.6%; p=0.0002) and
older persons (>55 years of age; 63.2% vs. 39.5%; p=0,014),
than in the total gastrectomy group. It was also found that
the tumor was more frequently localized only within the
antrum section of the stomach in the DSG group vs. the TG
group (89.7% vs. 55.2%; p<0.001). Perineural invasion had a
tendency towards statistically significant difference between
the two groups (4.6% vs. 13.2%; p=0.088). Other statistically
significant differences were not identified. It is interesting
to note that the patients of the DSG group had cancer cells
along the resection margins more frequently (6.9% vs. 2.6%;
p=0.340), and relapse was identified in them more often as well
(9.2% vs. 2.6%; p=0.191). The data follows below in Table 1.

The median OS and 5-year survival in the DSG group were
85.0 months, 58.8% (95% CI: 0.487-0.711). The median OS
and 5-year survival in the TG group were 89.0 months, 60.3%
(95% CI: 0.460-0.791). The differences in overall survival are
statistically unreliable (p=0.75) (Fig 1).

Univariate analysis was performed to assess the impact
of clinical and morphological factors on overall survival. As
shown in Table 1, the reliable prognostic value in the univariate
analysis was in the depth of tumor invasion, status of affected
lymph nodes, and stage of the tumor process. The margin of
resection tended to be statistically significant on OS (p=0.082).
The extent of the surgery performed had no impact on OS in
the univariate analysis (p=0.753).

Next, a multivariate analysis was performed to determine
the prognostic significance of clinical and morphological
factors. Multivariate analysis revealed that only the stage of
the tumor process had a statistically significant effect on OS.
The results follow in Table 2.

In our study, only 84 (67.2%) patients showed up for
follow-up at the N.N. Blokhin National Medical Research
Center of Oncology after the surgery. Among the patients
who showed up for the follow-up, 63 (75%) had undergone
DSG, and 21 (25%), TG. In 89.3% (75/84) of the patients,
no relapse of the disease was identified at the moment of the
examination. In 10.7% (9/84) of the patients, relapse was
identified: 7 patients (77.8%) with intramural recurrence in
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the esophago- or gastro-enteroanastomosis, and 2 patients
(22.2%) with intramural recurrence and distant metastasis.
On average, the relapse of disease was identified 33 months
after the surgery.

In the patients in the DSG group who showed for a follow-
up, the intramural recurrence was identified in 12.7% cases of
all relapses (8/63): in 6 patients, only the intramural recurrence
in the gastro-enteroanastomosis was identified, and in two
patients, the intramural recurrence and remote metastases. In
9% (7/78) of the patients in the DSG group with intramural
recurrence, the primary tumor was initially localized within the
antrum of the stomach. At the same time, only in two patients
after the primary surgery (distal subtotal gastrectomy) positive
resection margins were found along the stomach line (R1).

In the TG group, the patients who showed for the control
follow-up, only one case (4.8%) of the intramural recurrence of
the disease in the esophago-enteroanastomosis was identified,
however, in this specific case the tumor was transferring from
the antrum to the lower third of the stomach corpus. Of all
the cases of the disease relapse, only two patients (25%) with
intramural relapse were able to undergo repeated surgery. At
the moment of the follow-up, six (66.7%) relapsing patients
were dead from disease progression.

m DISCUSSION

Diffuse gastric cancer according to P. Lauren, which
includes the signet cell gastric cancer with characteristic
morphology, had adverse prognosis, aggressive course, and
resistance to chemotherapy [3-5, 16].

TG with D2 lymph node dissection is the preferred
treatment approach for diffuse gastric cancer. However, it
is related to lower quality of life of patients, unsatisfactory
nutritive status and higher lethality as compared to DSG [12-
14]. In the clinical recommendations of ESMO (2016), DSG
was regarded as an alternative to the total gastrectomy for
diffuse gastric cancer with at least 5 cm margin from the visual
border of the proximal edge of the tumor [15].

The multi-center LOGICA study compared the immediate
and long-terms results of surgical treatment of 211 patients
with gastric cancer who had undergone total (n=89) or distal
subtotal (n=122) gastrectomy with perioperative chemotherapy
in the period from 2015 to 2018. The comparison of the two
groups showed that diffuse tumors (51% vs. 31%; p=0.005)
and lower rate of RO-resections (91% vs. 98%; p=0.019) were
reliably more frequent in the TG rather than in the DSG group
respectively. Positive resection margins in the TG group (n=8)
in 88% of the cases were due to the diffuse type of the tumor.
Both cases of positive resection margins in the DSG group
were due to the diffuse type of the tumor. In the multivariate
analysis, the diffuse type of the tumor is reliably associated with
positive resection margins (RR 10.04; p=0.035). Also, in the
DSG group lower rate of post-surgery complications was found
(34% vs. 57%; p<0.001), such as leakage of anastomosis (3% vs.
19%), pneumonia (4% vs. 22%), atrial fibrillation (3% vs. 14%)
as compared to the TG group (p<0.05). The overall survival
showed a trend towards reliable difference (p=0.084). The only
prognosis factor to affect overall survival was the neoadjuvant
chemotherapy (RR 0.41; 95% CI: 0.20 — 0.87; p=0.020) [17].

The meta-analysis performed by J. Qi et al. (2016) compared
patients depending on the surgery performed. The subgroup
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_ Univariate analysis of OS Multivariate analysis of OS
 Foo | pue | Rekaio@wio) | Pwae | Rkratiowio)

Agg (years) 1

<

>55 0.191
Sex

M 1

= 0.115

Invasion depth
Tl

T2 0.144
T3 0.187
T4 0.002
Lymph node status

NO 1
N1 0.265
N2 <0.001
N3 <0.001
Tumor stage

IA/B 1
IIA/B 0.026
II1A/B/C <0.001
vV <0.001
Borrmann type

Type | 1
Type Il 0.891
Type Il 0.882
Type IV 0.785

Tumor localization
- antrum section 1

- lower third of corpus and antrum section border 0.496

- lower third of corpus and antrum section 0.613

Resection margin

RO 1

R1 0.082

Lymphovascular invasion

Yes

No 1
0.677

Perineural invasion

Yes 1

No 0.772

Preoperative chemotherapy

No

Yes 1
0.586

Extent of surgery

TG 1

DSG 0.753

1

1.417 (0.841-2.387)
1

0.660 (0.394-1.106)

1 1
2.171 (0.767-6.146) 1.303 (0.381-4.451)

0.673
1.912 (0.730-5.009) 0.345 0.460 (0.092-2.308)
3.240 (1.551-6.767) 0.363 0.456 (0.084-2.479)

1 1 1
1.559 (0.714-3.401) 0.338 0.527 (0.143-1.951)
3.818 (1.852-7.873) 0.942 1.056 (0.245-4.544)
5.394 (2.726-10.673) 0.973 1.027 (0.217-4.850)
1 1 1
2.442 (1.113-5.359) 0.055 5.099 (0.968-26.858)
4.670 (2.061-10.580) 0.078 11.321 (0.762-168.153)
15.170 (6.084-37.826) 0.010 40.073 (2.380-674.606)
1
0.865 (0.108-6.898)
0.860 (0.117-6.318)
1.371 (0.141-13.302)
1
0.753 (0.333-1.703)
0.774 (0.287-2.088)
1 1 1
2.280 (0.900-5.776) 0.313 1.745 (0.592-5.139)

1
1.216 (0.485-3.047)

1
1.189 (0.369-3.829)

1
0.723 (0.226-2.317)

1
0.915 (0.529-1.585)

Table 2. Results of uni- and multivariate analysis of the prognostic significance of clinical and morphological factors
Tabnuya 2. Pe3ynbmambl 00HO- U MHO20(hbaKmopHO20 aHasu3a npoeHocmuyeckol 3Ha4uUMoCmuU KIUHUKO-MOPgono2udeckux ¢pakmopos

analysis revealed that in the cases of total gastrectomy the
incidence rate of intabdominal apostasies was reliably higher
(RR =3.41; 95% CI: 1.21 - 9.63; p<0.05). Five-year survival in
the total and subtotal gastrectomy groups was 49.6% and 55.9%
(RR =0.91; 95% CI: 0.85 - 0.97; p=0.006), respectively [18].

Performing distal subtotal gastrectomy in cases of distal
diffuse gastric cancer may only be justified if the principles
of radical surgery are respected and if there are no cancer cells
along the resection margin (R0). S. Gaspar-Figueiredo el at.
(2023) demonstrated in their study the negative influence of R1-
resection on overall survival in cases of diffuse gastric cancer
in 20 patients who had undergone total gastrectomy. The OS
median in the patient group with RONO was 102 (95% CI: 1-207)
months versus the groups with RIN+ and R1NO, where the OS
median was 7 (95% CI: 1-13; p<0.001) and 36 (95% CI: 13-59)
months, respectively. Median RFS in the RONO group was 41
(95% CI: 32-50) months vs. RIN+ and RINO groups, where
the median RFS was 4 (95% CI: 1-7) and 25 (95% CI: 17-
33) months, respectively (p<0.001). The multivariate analysis
revealed that the resection margin was an independent factor for
the adverse prognosis (RR 4.1; 95% CI: 3.4-12.3) [19].

60

M. Boubaddi et al. (2024) ran a retrospective multicenter
analysis in which they compared two groups of patients
with poorly cohesive gastric carcinoma: 140 patients (52%)
underwent total gastrectomy and 129 (48%) underwent distal
subtotal gastrectomy. The patients were similar in pTNM and
major clinical characteristics. In terms of long-term outcomes of
5-year OS and RFS no reliable differences were found: in the TG
group, 46% (95% CI: 35.9% — 55.5%)); in the DSG group, 45.3%
(95% CI: 34.3% - 55.6%). In the TG group, 5-year OS was
53.8% (95% CI: 43.2% — 63.3%); in the DSG group, 53% (95%
Cl: 41.4 - 63.3%) (RR 0.94; 95% CI: 0.68 — 1.29); 5-year RFS
in the TG group was 46% (95% CI: 35.9% — 55.5%) vs. DSG
group with 45.3% (95% CI: 34.3% — 55.6%) (RR 0.97; 95% CI:
0.70 — 1.34). The incidence rate of post-surgery complications
according to Clavien-Dindo was reliably higher in the TG group
in comparison with the DSG group (p<0.001). At the same time,
in the DSG group the positive resection margins (R1) were found
more often than in the TG group (20.3% vs. 11.4%; p=0.046).
The factor analysis revealed that the R1-resection (p=0.08)
and the poorly cohesive morphological form with over 50% of
signed-shaped cells (p=0.31) do not reliably influence OS [20].
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J.A. Gajardo et al. (2024) performed a retrospective
analysis where two groups of patients with diffuse/mixed
cancer according to P. Lauren: 62 patients underwent
total gastrectomy (48%), and 68 underwent distal subtotal
gastrectomy (52%). The distal cancer was identified as a
tumor involving the lower third of the stomach corpus, or the
antrum, or the pylorus. RO resection was made in all of the
patients. The post-surgery complication rate was similar in
both groups (4.4% vs. 8.1%; p=0.387). The survival median
in the TG group was 69 months, whereas in the DSG group,
the median had not been reached (p=0.097); five-year OS in
the TG group was 51%, and it was 63% in the DSG group. No
reliable differences in RFS were found (p=0.392) [21]. M. A.
Moslim et al. (2021) made a comparative study of 17,086
patients with gastric cancer. The study included patients
with squamous cell carcinoma (SCC) and non-squamous
cell carcinoma (non-SCC) who underwent DSG (25.5% vs.
20.9%) and TG (74.5% vs. 79.1%)), respectively. The patients
with SCC underwent TG more frequently (p<0.001). The
patients in the SCC group, who had undergone distal subtotal
gastrectomy, had better values of 5-year OS (RR = 0.67, 95%
CI: 0.60-0.75; p <0.0001) [22].

In our study, we were able to demonstrate that the 5-year
survival in the DSG group was comparable to that of the group
of patients who had undergone total gastrectomy (58.8% and
60.3%, respectively). Such high values of OS are related to the
fact that the examination of 67.2% identified stages I-II of the
tumor process. The patients in the DSG group were reliably
older than those in the TG group. The ag and the presence of
concomitant diseases may have a certain impact on the choice
of the surgery, viz. choice of DSG to decrease risk of mortality.
It is likely that it was in this regard that stomach resection was
performed (87/125) rather than total gastrectomy.

It must be noted, though, that in the DSG group the
incidence rate of R1-resections was somewhat higher than
in the TG group (6.9% vs. 2.6%, respectively), which might
be the cause for more frequent relapse cases in this group of
patients. The univariate analysis revealed that the resection
margin (R1) has a tendency towards a statistically significant

adverse impact on overall survival (p=0.082). In two out of
eight patients with relapsing disease from the DSG group, the
planned histological examination identified tumor cells along
the proximal line of resection. Presence of tumor cells in the
proximal margin of resection could have been an indication
towards surgery before total gastrectomy in the event the same
had been identified intraoperatively.

We were able to establish that during the follow-up the
patients in the DSG group showed relapses of the disease in
12.7% of all relapse cases (8/63), and in seven patients of
those the tumor was localized in the antrum of the stomach.
In the group of patients who had undergone total gastrectomy,
one case (4.8%) of intramural reoccurrence (1/21) was found,
which, again, testifies to the aggressive biology of diffuse
cancer and its potential towards development of intramural
relapse in the esophago-enteroanastomosis area despite the
surgical intervention. Notwithstanding the similar outcomes
of overall survival between the two groups, the incidence rate
of relapse is higher in the DSG group vs. the TG group. It may
be concluded that in patients with distal localization of diffuse
gastric cancer, total gastrectomy is the safer and more radical
method of surgery, whereas distal subtotal gastrectomy is to
be considered only in specific cases, where total gastrectomy
entails high operative risk for the patient. Nevertheless, the
choice of surgical intervention is to be carefully weighed.

m CONCLUSION

Distal subtotal gastrectomy with D2 lymph node dissection
in cases of distal gastric cancer does not have any reliable
adverse effect on survival values (p=0.75). Performing the
DSG for this category of patients entails higher risks of
intramural recurrence of the disease in comparison with total
gastrectomy, where the relapse risk is significantly lower.

Thus, today we cannot recommend DSG in distal diffuse
gastric cancer as the alternative to the total gastrectomy,
especially in the cases of the tumor transferring to the lower
third of the stomach corpus due to higher incidence of
intramural relapses. This may exclude patients of advanced
age with manifested concomitant pathology. #=
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