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Abstract

Purpose: To investigate—the—chinical-implicationsdetermine the prognostic role of

lymphatic vessel invasion in the-early gastric cancers, especially those confined to

gastric _mucosa.—according tothe nodal status, and-lay -a foundationfor the
Methods: Clinicopathological characteristics and prognostic outcomes of 188 patients

early-gastric—cancer—patients-who received a gastrectomy for early gastric cancer

between 1980 and 2003 were retrospectively evaluated based on the subclassification

of pN category._ A multivariate analysis was performed by using the Cox regression

model, where lymphatic vessel invasion and other potential prognostic factors (i.e.

age, gender, location of tumor, the number of tumor, maximum tumor diameter,

histological type, infiltrated depth, and pN category) were included.

Results: Of the 188 casespatients, 158 patients—-had TINOMO eancersand 30 had

TINLIMO cancers.; and-In patients with the survival rate of the cases with or without

lymphatic vessel invasion were significantly different (y>=4.025, P=0.045). However,

for-in the-patients with TIN1MO easescancers, the survival the-eases with or without

lymphatic vessel invasion did not have significantly different survival (x2=0.253,

P=0.615). The evaluation—efmultivariate analysis —bymphatic—vessel-invasion—with

by-Coxregression,—and-itwas-identified that overall, age (P=0.033) and lymph node

metastasis (P=0.019) were as-independent prognostic factors for al-the-early gastric
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cancers-{P=0-033:-0-019}.; Hhowever, forthetA-early-gastric-cancers-age (P= 0.042),
tumor location (P = 0.032); and lymphatic vessel invasion (P = 0.010) were the

independent prognostic factors_for TINOMO cancers, whereas XXX (). —(P=

Conclusions: FerthetA-earky-gastric-cancers—tLymphatic vessel invasion along with

age, tumor location was an independent prognostic factor for TINOMO early gastric

cancers,,; and thus would be a prominent factor that should be included infer the

category of lymphoid metastasis_in patients with early gastric cancer.




Introduction

la-recentyears-hasthe-tendeney-to-advocate-Lless invasive surgeriesy for early

gastric cancer_have been increasingly advocated over the past decade.- The-tenrdeney-

hasre are two considerations for Idifferent-ess invasive surgeriesaspeets: one is a

reduction in theed scope of lymphadenectomy, and the other is a reduction ine¢ the

resected sizeion of the stomach 141, Therefore, surgeries such as Se-

EMR(eE (EMR), partial gastrectomy, e+laser surgery
under gastroscopy and reduced gastrectomy, all-have emerged appeared®7, Early

gastric cancer is defined as a gasiric carcinoma Jesion-of the-stomach-confined to the

mucosa and/or submucosa, regardless of lymph node metastatic status [®l. Previous

atthers-studies have reported that lymph node metastasis was-is one of the most
important factors in determining the prognosis of patients with early gastric cancer;

and-the-incidence-of lymph-node-metastasis-was 5-7%t0-20%I[® 101, The incidence of

lymph node metastasis in early gastric cancer ranges from 5.7% to 20%, with Fhe-the

neidenees-rate being 0-5% and 10-20% in cancers witheflymph-node-metastasis-in

intraemucosal invasion gastric-cancer-and in-submucosal invasion,-gastire-cancer-

were-0-5%-and-10-20%; respectively_lig 10, However, based on a retrospective study |

of the 266 cases of early gastric cancer, Yokota et al believes lymphatic invasion to be

more important than nodal metastasis 1. \
At present, most-of the studies on therapeutic strategies have focused on related-to-

submucosal gastiric cancerl1214 . heweverR;reports on the association between beth-

clinicopathological and surgical progrestic-factors, especially {lymphatic invasion,

T RHER

N L]

T RIMER

HLiE [x3]: Any further differentiation?

$ik#E [x4]1: This should include the specific malignant and

histological nature. Please check.

kR

SR

kg :

R R

i RH:

R R

Hikg R :

R R

HRERR: TR Y

iR

R R

iR Fk Y

— N

Hiig R :

R R

O A A A A U

$ikiE [x6]: | read the abstract (see below), and the results and
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BACKGROUND: Early gastric cancer is defined as a gastric
carcinoma confined to the mucosa or submucosa regardless of lymph
node status, and it has an excellent prognosis with a 5-year survival
rate of more than 90%. From 1985 to 1995, we encountered 266
cases of early gastric cancer in our hospital. METHODS: A
retrospective analysis of the 266 cases of early gastric cancer was
performed to evaluate the prognostic significance of
clinicopathological features (age, gender, tumor size, tumor location,
depth of invasion, lymph node metastasis, histological type,
lymphatic invasion, vascular invasion, histological growth pattern,
cancer-stromal relationship and type of operation). RESULTS: The
overall survival rate of all the patients with early gastric cancer was
95.7%. In univariate analysis, the statistical significant prognostic
factors were regional lymph node metastasis (P = 0.0004), lymphatic
invasion (P = 0.0053) and cancer-stromal relationship (P = 0.0016).
Absence of lymph node metastasis and lymphatic invasion, and a
medullary-type histopathology were associated with improved
survival. In multivariate analysis, the statistically significant
prognostic factors were lymph node metastasis and cancer-stromal
relationship. CONCLUSIONS: Presence of lymph node involvement
and a scirrhous type of gastric cancer are associated with poor
prognosis. Lymph node dissection with gastric resection is necessary
for patients with early gastric cancer who have a high risk of lymph
node metastasis. Postoperative chemotherapy is recommended for a

scirrhous type of early gastric cancer.
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and-especiathy)-asseciated-with prognosis of intramucosal gastric cancer the-TiNOMO-

(I-Aypatients-are still sparse. (venous invasion including lymphatic invasion and blood

vessel invasion, lymphatic invasion is more important for the survival of the gastric

cancer than blood vessel invasion.)

Therefore, we carriedy out this study to especially—investigatedetermine both
clinicopathological and surgical prognostic factors -(hymphatic-invasion-especiatly) of
. : lassificati ) ies offor

early gastric cancers, especially those confined to —in—ehinese—patients-gastric

mucosa.

Patients and methods

Patient’s information

The inclusion criteria for this retrospective were as follows: 1), the gastric tumor

invasion was limited in intramucosal or submucosal; 2) no less than D1 lymph node

dissection (i.e. D1+ lymph nodes along the left gastric artery, D1+ lymph nodes along

the common hepatic artery, D2, or D3) was performed; 3) the patient medical records

were complete and available.

A total of 188 ecases—patients with early gastric cancer were treated at the’
Department of Oncology, First Affiliated Hospital of China Medical University,
between 1980 and 2003. 1n-Of the 188 cases, Fw had-beenperformedunderwent a
D1 lymph node dissection, 29 had-a D1 + No.7, &-eight lymph node dissection, 107

had-a D2 lymph node dissection, and 45 had-a more than D2 lymph node dissection.

i [x71: Since this study doesn’t address blood vessel invasion,
you may not mention venous vessel invasion. Otherwise, describe it

where appropriate.
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Lymph nodes were dissected from enbloc speciments, and the classification of the

dissected lymph nodes was verified by surgeons reviewing the excised specimens
after surgery based on the Japanese Classification of Gastric Carcinoma (JCGC) [24],
The resected enbloc speciments and lymph nodes retrieved were stained with

hematoxylin and eosin and examined by specialized pathologists—##o—used-—tight

microseopy. Clinical-findings, surgical findingsand; pathological findings and leaehall‘r

follow-up| information were collected and recorded in the database, and 5-year

survival rate was calculated. In the present study, the pathological information was

mainly based on simple reading of the "histopathological reports" for initial screening.

Then, one of the authors (X>X) and another pathologist (Y YY) re-examined all the

slides to confirm the subclassification of pT1 gastric cancers (i.e. early gastric cancer)
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you follow up the cases? This may need brief description.
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authorship, or in the acknowledgement? You better add the initials of

the author and pathologist who re-examined the slides here.

and the status of the lymphatic vessalvessel for all the cases.
The study protocol was approved by the Ethics Committee of China Medical

University.

Classification of lymphadenectomy

The definitions for lymphadenectomy were based on the JCGC apanese

Classification-of-Gastric-Carcinomalel:: D1,— Disseetion-dissection of all nodes in the
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Group 1-nedes;; D2, dBissection of all nodes in the-Groups 1 and Group-2-nedes;;

D3, Bisseetion-dissection of all nodes inthe Groups 1, Greup-2 and Greup-3-hedes.

According to JCGC, Group 1 consists of the perigastric lymph nodes.; Group 2

consists of the lymph nodes along the left gastric artery, the common hepatic artery,
and the splenic artery and around the celiac axis;- hHowever, when the tumor is
located in the lower third stomach, the lymph nodes along the splenic artery are
classified as being in Group 3. Group 3 alse—consists of lymph nodes in the
hepatoduodenal ligament, at the posterior aspect of the head of the pancreas, and at
the root of the mesentery -. %]

The location of tumors also referred to the classification of JCGC apanese

Classification-of Gastric-Carcinemal®l. The histological type (i.e. differentiated and

undifferentiated types) and pN category includinges pN0-3-accerdingtoLHCCH

Edition; (i.e. PpNO:, 6-no invelved-node_involved;; PNipN1:, 1-6 node involved;;

PN2pN2: 7-15_node involved; and; PN3pN3, :>15 node involved), were according to

the classification (5% Edition) of the International Union Against Cancer (UICC) [15],

—Histological

growth patterns includinge expanding and infiltrative types was defined according to

Ming [16]. In addition, the presence or absence of

lymphatic vessel invasion was observed.

= A

Statistical Methodsmethods :

All the data were analyzed with SPSS 13.0 statistics software (Chicago, IL, USA).

Chi-square _and independent t-tests where appropriate were used to compare the
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clinicopathological factors of patients with and those without lymphatic vessel

invasion. Multivariate analysis was performed using the Cox proportional hazards

model selected in forward stepwise. Kaplan-Meier method and Log rank test were

adopted in the analysis of survival rate comparison. A P value of less than 0.05 was

considered statistically significant.

<

Results
Clinicopathological characteristics of the-early gastric cancers

The male-to-female ratio among the 188 patients enrolled was 3.372:1 and the
mean age was 53.90 years (range, 26 to 80 years). From 188 cases, a total of 2752
lymph nodes were picked up and examined (mean 14.638). Of the study-greuppatients,
158 (84.04%) patients had TINOMO (IA) cancers, 27 (14.36%) had-TINIMO (IB)
cancers, 2-two (1.06%) had-TIN2MO-cancers, and 1-one (0.53%) had-TIN3MO

cancers.
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Survival outcomes

Of the-188casesOverall, the 5-year survival rate ef-the—patients—with—bymphatic

invasien—waswas— not significantly different 80%between patients with and those

without lymphatic invasion (80% vs 88.24%, y2=0.493, P=0.482)..—and-the—cases
. o . . T ianifi e dliff
sur-wval—eé:QAgs—P:QABQH However, tin the 158 patients had-with TINOMO (1A)

table 1.
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cancers, the 5-year survival rate was significantly lower in ef-the cases with er

witheut-lymphatic vessel invasion than in those without lymphatic vessel invasion

(were-significanthy-different(the 5-yearsurvivalrate:71.43% vs 88.51%.; y2=4.025,

P=0.045) (Figure la). Howeverforln patients with the- TAINIMO (IB)eases, the 5-year

survival rate was similar betweenthe cases with or those without lymphatic vessel

invasion did-not-have-significantly-differentsurvival-(X% vs Y%, ¥*=0.253, P=0.615)

(Figure 1b). The two patients with TIN2MO cancers survived for X and Y years, and

the only patient with TLN3MO survived for Z years.|(Table 2)

In addition, Afterinvestigating-there was no significant difference in the 5-year®

survival betweenpetween the- TLNOMO (IA) cases with lymphatic vessel invasion and

TINIMO (-IB-) cases without lymphatic vessel invasion;-ne-significant difference was

observed-(X% vs Y%, y2=2.539, P=0.111) (Figure 2)._

Multivariate analysis of prognostic factors

The multivariate analysis by using the Cox regression model, where tFhe

evaluation-presence of lymphatic vessel invasion along with other potential prognostic

factors {such assex, age, gender, tumor location-ef—tumer, the-number—of-—tumer,

maximum turer-diameter, histological type, infiltrated depth, and pN category were

included, determined-by-Cox-regressiontt-demenstrated-identified age (P=0.033) and

lymph node metastasis (P=0.019) as independent prognostic factors for at-the-early
gastric cancers {P=0.033:-0-019)(Table -23).; Hhowever, for the-TINOMO (1A) early

gastric cancers, age (P =0.042), tumor location (P=0.032), and lymphatic vessel
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invasion (P =0.010) were identified to be independent prognostic factors (P

=0.042:0.032:0.010) (Table -43).

(HHRR: b, R
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Discussion

Gastric cancer remains a major cause of cancer death.; and-the-5-year-Ssurvival rate

inof patients with gastric cancer is still poor although the 5-year survival rate despite

has been improved survival-due to early detection, rational lymphadenectomy and

several modified therapeutic modalities [117, Meost—of the studies—reported|t is

generally accepted that lymph node metastasis is considered—one of the most

important prognostic factors!18-20].. howeverRecently, seme—presumedstudies have
demonstrated that lymphatic wvessal-vessel invasion is also ans mere—important
prognostic factor(?1.221, SgTherefore, accurate evaluation of lymph node and lymphatic
vessal-vessel status, or optimization of pN category is fundamentally critical for

decision making of the subsequent therapies after initial surgery for early gastric

cancer. Fhus—the—ratiopal—ecategorzati on—a—ypheld—metastasis—wiH-help—urther

The fermer—TNM classification proposed by IUAC in 1997 defined the pT2

designation for primary tumors that invade the muscularis propria or subserosa [25. In
2002, the American Joint Committee on Cancer (AJCC) further divided pT2 gastric
adenocarcinomas into type pT2a (invasion of the muscularis propria) and type pT2b
(invasion of the subserosa) 23] due to the significantly different survival. RThe recent

studies has-have been-confirmed that the eurrent-upgrated-upgraded stage grouping is

10



better to represent the prognosis for pT2 gastric cancers; i.e. pT2a cancers are

associated with improved survival comaperd with pT2b cancers, indicating that;

subclassification of pT2 cancersane would—be—helps further improve therapeutic

efficacy [2425], Whether this is the case for pT1 gastric cancers Hewever there-arerare

studies onPT1 gastrie canceris Unknown. In the present study, we investigated the

potential prognostic factors including age, gender, tumor location, number, maximum

diameter, histological type, infiltrated depth, and currently recommended pN category

for survival-of patients-with-early gsatrie-gastric cancers, Overall, age (P=0.033) and

lymph node metastasis (P=0.019) were identified as independent prognostic factors.

in-different-lymphatic-vessal-invasion-status-were-significenthy-different-However, in

patients without lymph node metastasis Fo-be-interested—patients-with(i.e. TINOMO

cancerscases, current |A), age, tumor location, and lymphatic invasion were

independent prognostic factors. Moreover, without—the 5-year survival rate was

significantly higher in cases without lymphatic vessel invasion than in those with

lymphatic vessel invasion.{eurrent-stage—tA)-shewed-the-best-survival; It was noticed

that the 5-year survival rate was similar betweenwhile— patents without lymph node

metastasis (i.e.— TINOMO cases, current |A), with-but with lymphatic vessel invasion

{eurrentstagetA)-and those with lymph node metastasis (i.e. TIN1MO cases, current

stage IB), but without lymphatic vessel invasion-{current stage1B)-had-similarsurvival

rate. Thus, the current stage grouping system for pN_ category does not adequately

reflect earhy-gastric-caneerpatient-the prognosis_for patients with early gastric cancer.

Based on the reshutsresults obtained in the present study, we proposee that the current
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cancer stage grouping system should be modified, taking lymphatic vessel invasion

into the account. For example, for the equivalence of TLINOMO cases with lymphatic
vessel invasion and TIN1MO cases without lymphatic vessel invasion with respect to
prognosis, and that TLINOMO cases with lymphatic vessel invasion and TLIN1MO cases
without lymphatic vessel invasion be allocated to the same stage. The current stage 1A
may be classified to the subgroups of TINOMO cases with lymphatic vessel invasion
and without lymphatic vessel invasion. However, the modification of the current
gastric cancer grouping system should be very cautious, and more studies should be

performed to confirm the above phenomenon,

The 2004 L]apanese Ggastric  Ceancer Tfreatment Gguideline reperted IZGJL‘

recommended that Ffor lymph node-negative intramucosal gastric cancer |[i.e.

TINOMO cases, currently 1A), EMR should be performed for cases with well-

differentiated, depressed type without ulceration, eases—and D1+No.7

lymphadenectomy for all other the-cases-exeluding-the-above-mentioned. For lymph

node-negative submucosal gastric cancer ((i.e. TLNOMO cases, currently 1A), D1+No.7

lymphadenectomy should be received-performed for cases with well--differentiated,

tfocus diameteri<1.5,cmi —cases-and D1+No.7~—, 8a~—, 9 lymphadenectomy for the-all

other cases-excluding-the-above-mentioned-cases. Shimoyama S-et al [P7lreported

suggested that the scope of lymphadenectomy can-be reduced to a modified D1 for

intraclinically-mucosal, node-negative, nonpalpable gastric cancer, or for clinically

submucosal, node-negative gastric cancer <1.5 cm for intestinal type, or < 1.0 cm for

diffuse type. Otherwise, a modified D2 lymphadenectomy is sufficient. It has been
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clearly demonstrated that the depth of invasion and lymph node status are important
prognostic factors for early gastric cancer.

Fhe-the former—previous guidelines and reperis—studies did not take lymphatic
vessel invasion as a_prognostica factor for chemotherapy [28-301.. Furthermore, the
2007 guideline of ]NCCNK,?@@J% did not introduce chemotherapy treatment for the
patients with TINOMO gastric cancer who receive an curative operation because

XXX B Studies have indicated that Tthe TINOMO cases with lymphatic vessel

invasion may-—getare associated with a mere-higher risk for recurrence than those

without lymphatic vessel invasion, and thus should be-receive appropriate treated

therapies after the initial surgeryespecially [2122], [Theoretically, For—lymphatic

nvasion;-because-the-lymphatic-are-a-route-to-lymph-nedes;-it would be reasonable to

eonelude-postulate that lymphatic vessel invasion is one of the predictors of lymph

node recurrence_since the lymphatic vessels are an essential route for lymph node

metastasis.

_In recent years, minimal-less invasive surgical procedures such as endoscopic’

techniques and laparoscopic resection have been developed to treat early gastric
cancer.; Hhowever, there remains a serious preblem-concern ef-ignoring-the-status-of
regional lymph nodes in such treatment. When we encounter lymphatic vessel
invasion at the primary site by microscopic —examination— of early gastric cancer,-
Se,-we need-to-must consider the possibility of the regional lymph node metastasis

and the subsequent hymph-nede-recurrence.

In the present study, we investigated the potential prognostic factors including age,
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gender, tumor location, number, maximum diameter, histological type, infiltrated

depth, and currently recommended pN category for early gastric cancers. Overall, age

(P=0.033) and lymph node metastasis (P=0.019) were identified as independent

prognostic factors. However, in patients without lymph node metastasis (i.e. TLINOMO

cases, current 1A), age, tumor location, and lymphatic invasion were independent

prognostic factors. Moreover, the 5-year survival rate was significantly higher in cases

without lymphatic vessel invasion than in those with lymphatic vessel invasion. It was

noticed that the 5-year survival rate was similar between patents without lymph node

metastasis (i.e. TINOMO cases, current 1A), but with lymphatic vessel invasion and

those with lymph node metastasis (i.e. TIN1MO cases, current stage IB), but without

lymphatic vessel invasion. These findings indicate that lymphatic vessel invasion is

indeed an important factors influencing the survival, and thus, the kurrent stage

grouping system| for pN category appears not adequately reflect the prognosis for

patients with early gastric cancer.

Based on the results obtained in the present study, we propose that the current

cancer stage grouping system should be modified, taking lymphatic vessel invasion

into the account. [For example, for the equivalence of TLINOMO cases with lymphatic

vessel invasion and TIN1MO cases without lymphatic vessel invasion with respect to

prognosis, and that TINOMO cases with lymphatic vessel invasion and TIN1MO cases

without lymphatic vessel invasion be allocated to the same stage. The current stage IA

may be classified to the subgroups of TINOMO cases with lymphatic vessel invasion

and without lymphatic vessel invasion. However, the modification of the current
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gastric cancer grouping system should be very cautious, and more studies should be

performed to confirm the above phenomenon.

Conclusions

Lymphatic vessel invasion along with age, tumor location was an independent

prognostic factor for TLINOMO early gastric cancers,, and thus would be a prominent

factor that should be included in the [category of lymphoid metastasig in patients with

early gastric cancer.
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Figure legends

Figure 1a., Cumulative survival of patients with TINOMO (IA) gastric cancers (A)

Cumulative survival (%)

{4AY, and those with TINIMO cases (IB) (B) according to the presence of

lymphatic vessel status.

1.0
0.8
0.6
0.4+ i i
1 LA with lymphatic
vessal mvasion
0.24 114 without lyrmphatic
vessal mvasion
P=0.045
0.0
T T T T
0 100 200 300

Months after surgery

22

HLiE [x36]: | think the color can be changed in to black and white

to avoid color printing charge.




Cumulative survival (%4)

1.0+

i

0.8
0.6
0.4+
[ IB with lymphatic
vessal mvasion
0.2+ IE with lymphatic
vessal mvasion
P=0£615
0.0
T T T T
0 100 200 300

Months after surgery

23




Figure 2. Cumulative survival of the T1NOMO(IA)cases with lymphatic vessel
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1.0
il
= 0.3+
=
=
=
g 0.6+
=
& 044
g 114 with lymphatic
[} veszel mvasion
0.2 Ewathout lymphatic
veszel mvasion
P=0.111
0.0+
T T I T I T
0 50 100 150 200 250

Months after surgery

24



Table.1 Clinicopathological Characteristics of 188 early gastric cancers

Variable Lymphatic vessel invasion P value
Present (n=15) Absent (n=173)

Mean age (years) 48.60 54.36 0.584

Gender ratio (n (%)) 0.100
Male (n=145) 9(6.21) 136 (93.79)

Female (n=43) 6 (13.95) 37 (86.05)

Mean (rang) number of tLN 14.27 18.93 0.827

Tumor focus number(n (%)) 0.530
Single (n=181) 14(7.73) 167(92.27)

Multiple (n=7) 1(14.29) 6(85.71)

Tumor location (n (%)) 0.319
Upper stomach (n=9) 0(0.00) 9(100.00)

Middle stomach (n=32) 1(3.125) 31(30.16)
Lower stomach (n=147) 14(9.52) 133(90.48)

Maximum cancer diameter (cm) 3.18 2.78 0.452

Depth of invasion (n (%)) 0.008
Mucosal (n=87) 2(2.30) 85(97.70)

Submucosal (n=101) 13(12.87) 88(87.13)

Histological type (n (%)) 0.295
Differentiated(n=87) 5(5.75) 82(94.25)
Undifferentiated(n=101) 10(9.90) 91(90.10)

Pathological lymph node status (n 0.000

(%))
pNO (n=158) 6 (3.80) 152 (96.20)
pN1 (n=27) 7 (25.93) 20 (74.07)
pN2 (n=2) 1(50.00) 1 (50.00)
pN3 (n=1) 1 (100.00) 0(0.00)
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Table 2. The 5-year survival rate in relation to TNM category and the presence of lymphatic vessel

invasion
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Tablej’_@L Multivariate analysis of the prognostic characters for the-all 188-patients with early {?ﬂ:ﬁ [x38]: please complete the table.

gastric cancer (n=188)

. (#HAEn

Characteristics Hazard ratio P value

Hazard—ratio——95% —confidence  (95% confidence interval)

interval—Pvalue
Gender
Male vs. Female 1.069 (0.511-2.235) 0.860



Gender
Male————ws— Femals
0-860

Age (years old)
1.929 1.056-3.522
0.033

Number of tumors
0.000 0.000-6E + 270
0.969

Tumor location
1.455 0.977-2.165
0.065

Maximum  tumor  size  (cm)
1.048 0.874-1.257
0.613

Histologic grade

Differentiated vs. Undifferentiated
0.758 0.540-1.063
0.109

Infiltrated depth

mucosal VS. submucosal
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0.928 0.511-1.685

0.806

Lymphatic vessel invasion

Present VS. Absent
1.783 0.588-5.404
0.307
pN category
1.191 1.029-1.379
0.019

29



Table 4.3 Multivariate analysis of the prognostic characters for the-TANOMO patients with [ﬁkﬁ [x39]: please complete the table.

T1NOMO gastric cancer (n=158)

Characteristics Hazard ratio P value ) [ttt
Hazard—ratio 95% —confidence (95% confidence interval)

interval  Pvalue

Gender

Male vs. Female 1.209 (0.572-2.552) 0.619

Gender : (et
Male—————us— Fomals

0.619

Age (years old)

1.934 1.025-3.649

0.042

Number of tumors

0.000 0.000-2E + 273

0.972

Tumor location

1.569 1.039-2.369

0.032

Maximum  tumor  size  (cm)

1.030 0.849-1.250
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0.762

Histologic grade

Differentiated vs. Undifferentiated

0.790 0.553-1.128

0.195

Infiltrated depth

mucosal VS. submucosal
1.099 0.592-2.039
0.764

Lymphatic invasion

Present VS. Absent
4.524 1.433-14.288
0.010
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