- 4396 - DREYES#HE biomed.cnjournals.com Progressin Modern Biomedicine Vol19 NO.22 NOV.2019

doi: 10.13241/j.cnki.pmb.2019.22.043

PHSIRAMMERT 9 ips Y e Orar b *
M % FREAE? HRRAS Rl RELST w oA
(1 By R 2 R4 MR B B i Ak —BL B e 712000
2 ZREN D EBEH R BB 4B 72500053 PHHLAE A Be i LA @ &% 710077)

BE BRY: 4K A %k 40 e (Dendritic cells, DO)AT B J& 69 o B R 4E R, ik 42016 5 1 A 22018 5 1 A TRKEHEZ &
8 145 4] B 9% 39 PIB M EHG W T X 21 41 R SR A 27 48 LR AR 20 ) BT BB E AT, »HRELT
HBEARAAT R E L F AL § R T S100°.CD4" v CDS' Lt K&  FHERAUBFHBLE, AR T RELSH TH
BRI (49 1)) AR LRI (53 Bl R (43 HD) AT R (D BB A XA § XA REAR A M ke el

B RS IE S1007 Fa b fm it 09 23 T B B 4L(P<0.05), BB -F ¥ B BT AT R4, L4 3 -FHBRAELES TR
28, (P<0.05); B J&20-F 3 @ ARG i 3 AR B £ F(P>0.05), Lt Z 4T3 @R B FH & T2 B L(P<0.05); Q)M E 4§

R W LA A LR R R 4 20 B CDAY g JR A AR T 3 BB 2(P<0.05); B R4 IR E G E KA B LA m Bk T3
AR T A BAL(P<0.05); B R4 I E G B K40 R A L R AL A 28T 3 Bk B 34K T 3 BB 4L(P<0.05); Q)R
MR K40 M LA A R A K k20 B CD8' i B ] B8 T 2T BB AL(P<0.05), B & L AN AR T AT B 28 (P>0.05); B 40 % &
T3 @ AR T 5 B 2(P<0.05); B J2 28 B F T3 RORMAAK T A 4n , M E S W E X4 LR A2 555 TR aP 3 <0.
05); ()% B oA R EAK, B % B4 DC 20 A S A% it R RTHEBZARE Y DCHFAREN S, biY
He 3%, DC o T AR B B oA B 69 Ak iR ), 547 R B 5 DC 4a M Ak 45 4 ) 8 7T % £ A %o

FERT AR e SR AT K IR

RESFES:R7352 CEERIDAD:A  EHE:1673-6273(2019)22-4396-05

Immunoprotection of Dendritic Cells Against Precancerous Lesions of

Gastric Cancer™
CHEN Lu', CHEN Xian-she’, XU Huai-If, WANG Jie-hong', ZHAO Wei-han', TIAN Lf*
(1 Gastroenterology department I , Affiliated Hospital of Shaanxi University of Traditional Chinese Medicine, Xianyang, Shaanxi
712000, China; 2 Gastroenterology department, Ankang Center Hospital, Ankang, Shaanxi, 725000, China;
3 Gastroenterology department, Xi Dian Group Hospital, Xi'an, Shaanxi, 710077, China)

ABSTRACT Objective: To explore the immunoprotective effect of dendritic cells (DC) on the gastric cancer. Methods: 145 cases of
gastric cancer, 39 cases of chronic atrophic gastritis, 21 cases of atypical hyperplasia, 27 cases of intestinal metaplasia and 20 cases of
normal control group treated in our hospital from January 2016 to January 2018 were selected as the subjects. Gastric mucosa specimens
were stained and observed by image analyzer. The number of S100%, CD4" and CD8" cells in the gastric mucosa and the average face area
were recorded. The volume and average absorbance were compared, and the patients with gastric cancer were divided into the
differentiated adenocarcinoma (49 cases), poorly differentiated adenocarcinoma (53 cases) and undifferentiated carcinoma (43 cases).
Results: (1) The gastric mucosal S100" positive cells in the gastric cancer group, chronic atrophic gastritis group, atypical hyperplasia and
intestinal metaplasia group were significantly higher than that in the normal control group (P<0.05). The average absorbance in the
gastric cancer group was lower than that in the control group, which were significantly higher in the other 3 groups than that in the
control group (P>0.05). (2) The number of CD4" cells in the chronic atrophic gastritis group, intestinal metaplasia group and atypical
hyperplasia group were lower than that in the control group (P<0.05). The average area of patients in the gastric cancer group, chronic
atrophic gastritis group and intestinal metaplasia group was lower than that in the control group (P<0.05), the average absorbance of the
gastric cancer group, the chronic atrophic gastritis group, the atypical hyperplasia, and the intestinal metaplasia group were lower than
that in the control group (P<0.05). (3)The number of CD8" cells in the chronic atrophic gastritis group, intestinal metaplasia group and
atypical hyperplasia group were significantly higher than that in the control group (P<0.05), which was slightly lower in the gastric cancer
group than that of the control group (P>0.05); the average area of gastric cancer group was lower than that of the control group (P<0.05);
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the average absorbance of patients with gastric cancer was lower than that of the control group, and the patients with chronic atrophic

gastritis and intestinal metaplasia were higher than the control group (P<0.05). (4) With the decrease of gastric cancer differentiation, the

number of DC cells in gastric cancer patients tended to decrease. Conclusion: The number of DC in gastric mucosa of patients with

precancerous lesions is significantly increased, and the immune function is strengthened. The number of DC cells is decrease with the

decrease of differentiation of gastric cancer, indicating that DC cells may inhibit precancerous lesions
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Table 1 Comparison of gastric mucosal S100 + positive cell count, mean area and mean absorbance in different groups

Groups Case Number of positive cells(/pm?) Average area(pum?) Average absorbance(A )
Control group 20 021+ 0.11 45.13%+ 531 1.21+ 0.21
Chronic atrophic gastritis group 39 1.71+ 0.21* 68.12+ 6.03* 1.89+ 0.16*
Chronic atrophic gastritis group 27 2.06x 0.15%* 68.31+ 3.62* 1.73+ 0.22%*
Intestinal metaplasia group 21 2.26% 0.14* 67.16% 4.13* 1.53% 0.19%
Gastric cancer group 145 0.56% 0.21* 48.61% 5.61 0.86x 0.12%*

Note: Compared with the control group, * P<0.05.
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Table 2 Comparison of CD4" positive cell count, mean area and mean absorbance in different groups of gastric mucosa

Groups Case Number of positive cells(/pm?) Average area(pum?) Average absorbance(A )
Control group 20 2.26% 0.34 66.56x 13.61 1.16x 0.13
Chronic atrophic gastritis group 39 1.38+ 0.26* 38.68+ 5.16* 0.98+ 0.15*
Chronic atrophic gastritis group 27 1.13+ 0.21* 43.16+ 11.62%* 0.96x 0.18*
Intestinal metaplasia group 21 0.98+ 0.16* 40.65+ 10.62* 1.06+ 0.26
Gastric cancer group 145 0.71%+ 0.21* 35.62% 8.95% 0.61+ 0.11*

Note: Compared with the control group, * P<0.05.
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Table 3 Comparison of CD8" positive cell count, mean area and mean absorbance in different groups of gastric mucosa

Groups Case Number of positive cells(/pm?) Average area(pum?) Average absorbance(A )
Control group 20 1.23% 0.15 68.59+ 15.31 1.32+ 0.11
Chronic atrophic gastritis group 39 1.81%+ 0.21* 65.67+ 13.01 1.51% 0.19*
Chronic atrophic gastritis group 27 1.92+ 0.19* 65.59+ 11.55 1.43% 0.21*
Intestinal metaplasia group 21 1.82+ 0.21%* 60.86% 9.68 1.32+ 0.18
Gastric cancer group 145 1.19+ 0.23 62.56+ 11.98* 1.06£ 0.18*

Note: Compared with the control group, * P<0.05.
3 Pk

2012 4AFH FUEERE A5 HC 2 W A BRI B A IR A 0 19 4K
N LALAZB], FETIRGIECH 8200 J7, B9 i B A& B E
12.9%, 1Ml B 98 A FE T 9 = a5 1600 J3 491, 24 L i S AE T
PR 19.4%1, Fe [ A R s B RAE TR 2 &
20 fite 70 AEARRYES 4 7 BT 1AL R B L 403K
i R 4 A i BRGS0 RS S R i R DR A
B, BH 2RI G H R RIESOR AR, TR BES [ &
HIor A, — BRI, 2 ORI, 0] B g A I R
SEPR ALK I R ZUPHR A , ™ HE IR A AR TG e K
A 0 T U e 18 88 JE AR A 00 o A A T BE (LR
PRSI s BB B I TR ARI7 T AL 58 B iRy T
B2 AR B B RN, JUHJR AR 2 REER IR, 2 4
R A AT . IR RN = 2R )T HERE
RAFEIRI TR,

UTSEAE  GIEIRTT Z B2 R HORTE NIRRT BT
BIPRBEIRZST , A A S s AR B B HRE , IR BINR Y P IE
i H I —Fp07 8RR el PR RZ F-BE wE TS h il i
BRI S R T, RERSAKEE 11 B S P HILAE R A I 40 L
IR LA ML TR GER )T F-BL, S BEin) T 0 2 At Rk Sk
SRR, DC A F T A E— BEAS WO S0 T 40 nY
PR L, AR DC 4 RE RS 308 IS ) U DA 5 RS
B, V5 T.B 20 5e o0 4k , HE 3 s HILAR S e e 7, 7
YT ISR | A B S e , MR Bs i S R AR HE T
S 8 O TR A T R S S SR LR S P iR
GRERE ST (ORISR W (8 B A 8 3T 7 1) 2 - BE .
FE2 W] DC 4 i AE A% o 8% 0 4 L T b L 4 ke A sl S e
B, THABT e 1 2 22 R 6 AL R B2 PE T e
A, DA DC AiiE THLM SR R W IR Sk, i % DC
AR R REAE VR SIHILIA ) S B SN, A2 BINGT B ) H AP A5
7R DC 4l 55 18 it RO R ), R AN S B il (R



DREYESSHE  biomed.cnjournals.com  Progress in Modern Biomedicine Vol19 NO.22 NOV.2019

-+ 4399 .

BRI RNE T DC ARy s A A, 2T DC JIRERE

B, 0 T DC ZRMIRI TR S e IRE . Vanja V BRISERGHIESY

% B DC 20 i BE A% 18 2o 73 WA 240 PH) R S AL A

B 009 A SR A3 20 T Wk 20 L, 308 e e e e A 2 1 R A s e

T

AWFFEAER R B A2 H R 4] AR A= |

[ b e A A= 20 1 RN ST100™ BH A% 200 M 4B vy T X5 X

FREH , P YW OGBS B R AR AR T X BRZH , oAt 3 20 W 3 o T R

;IR B 2 5 R X B AR L TC 2% S, HAh =2 0 3

1o T B, $ s A2 A A TE B A 10 A0 N e e e R, 9 i

R A T e BT T iE— AP BT R BB 1 98 L

JE B REARG, 321X ) DC 4 B B A sl B R 3, 23 #r JE st

IR 20 A R TR BE 2% DC 20 A 520, iz 6= Th 44

HE A%, DC i LS AR A B o Rl A 24 s DC

MRS R R U EFT TR, 45 2R iR DC 4T

9o Jra P B e P T RE A D D Tk L 5 R B, Xt g i 7 iR 1)

—EIRIVE, PR AT LA i DC 2 5k A% G ke T ) A

BEBUGEOL P b, ABIFFEAL XS AN [7] Rk 5 A i H

CD4" .CDS8" 5 4f g it (A WA T 1 20# , 253 s g M= 4

PER 28 i b B A AN LRI A R R LR R CD4

R B /D TR RN R, TR B i 8 25 A0 At DR

s B CD8 B W 2 TIE W X B . ER T ,DC

HNEREBTEZ BIGTSORIEUS , 33 IL-1, SRANER Th 47>

&, Th 436 TL-2 REAS INGE CD4A* K CDS* 41 i 1 58 53

fb. #:5 2, DC 4l ry %k M RERLZPE CD4* Fl CDS” 4

JLA TR PR R0, MIASAIT SR 25 R s B 15 i o, oAt 15 RS e

AR L CDA IR T IEH 41, CD8' i TXf B4, i DC 4

MR D REBREE RN T AN S IRE, AR T LR B b RE

F AN DC 4 ) S RE A i 2 5 25 B R B S e S RE AR T, 3k

75 R TR T A i 0 o PR 22—

Zi LpTik, BRI B B R DC B2 B Y

Z BB TIRE IR, DC A MR 23 Bl 5 988 23 A R B2 Y e AL i ik

A S M HCE PR S DC A ARSI il B 8 AT K

B % 3T Wf(References)

[1] SATOH, Taroh, XU, et al. Lapatinib Plus Paclitaxel Versus Paclitaxel
Alone in the Second-Line Treatment of HER2-Amplified Advanced
Gastric Cancer in Asian Populations: TYTAN- A Randomized, Phase
I Study[J]. Journal of Clinical Oncology, 2014, 32(19): 2039-2049

[2] Hu Y, Huang C, Sun Y, et al. Morbidity and Mortality of Laparoscopic
Versus Open D2 Distal Gastrectomy for Advanced Gastric Cancer: A
Randomized Controlled Trial[J]. Journal of Clinical Oncology, 2016,
34(12): 1350-1357

[3] LiM, Ma C, Jiao C, et al. Values of Serum Pepsinogen and Gastrin-17
in Screening Gastric Cancer and Gastric Precancerous Lesion [J].
Chinese Journal of Gastroenterology, 2017, 22(9): 539-543

[4] Lee Y C, Chiang T H, Chou C K, et al. Association Between
Helicobacter pylori Eradication and Gastric Cancer Incidence:a
Systematic Review and Meta-analysis[J]. Gastroenterology, 2016, 150
(5): 1113-1124

[5S] Li P, Yu-Feng X, Chen-Guang W, et al. Moxibustion Alleviates

Gastric Precancerous Lesions in Rats by Promoting Cell Apoptosis

and Inhibiting Proliferation-related Oncogenes [J]. African Journal of
Traditional, Complementary and Alternative medicines, 2017, 14(2):
148-160

[6] Rentien A L, Lévy, Michal, Copie-Bergman C, et al. Long-term course
of precancerous lesions arising in patients with gastric MALT
lymphoma[J]. Digestive and Liver Disease, 2018, 50(2): 181-188

[71 Guo L W, Liu S Z, Zhang M, et al. Multivariate analysis of the
association between consumption of fried food and gastric cancer and
precancerous lesions [J]. Chinese journal of preventive medicine,
2018, 52(2): 170-174

[8] Malik T H, Sayahan M Y, Al Ahmed H A, et al. Gastric Intestinal
Metaplasia: An Intermediate Precancerous Lesion in the Cascade of
Gastric Carcinogenesis [J]. J Coll Physicians Surg Pak, 2017, 27(3):
166-172

[9] Zhang H P, Yang S, Chen W H, et al. The diagnostic value of confocal
laser endomicroscopy for gastric cancer and precancerous lesions
among Asian population: a system review and meta-analysis [J].
Scandinavian Journal of Gastroenterology, 2017, 52(4): 382-388

[10] Ray-Offor E, Obiorah C C. Helicobacter pylori, and precancerous
lesions of the stomach in a Nigerian Metropolis: A Cohort Study[J].
Nigerian Journal of Clinical Practice, 2018, 21(3): 375-379

[11] Mera RM, Bravo LE, Camargo MC, et al. Dynamics of Helicobacter
pylori infection as a determinant of progression of gastric
precancerous lesions: 16-year follow-up of an eradication trial. [J].
Gut, 2018, 67(7): 1239-1246

[12] Tsakogiannis D, Moschonas G D, Bella E, et al. Association of pl6
(CDKN2A) polymorphisms with the development of HPV16 related
precancerous lesions and cervical cancer in the Greek population[J].
Journal of Medical Virology, 2018, 90(5): 965-971

[13] Tzoutzos K, Batistatou A, Kitsos G, et al. Retrospective
clinicopathological study of 129 cancerous and 18 precancerous
lesions of the eyelids in North-Western Greece [J]. International
Ophthalmology, 2017, 37(1): 203-208

[14] Renaudvilmer C, Cavelierballoy B. Precancerous lesions of the
buccal epithelium [J]. Annales De Dermatologie Et De Venereologie,
2017, 144(2): 100-108

[15] Rehman M U, Mir M U R, Farooq A, et al. Naringenin (4,5,7
trihydroxyflavanone) suppresses the development of precancerous
lesions via controlling hyperproliferation and inflammation in the
colon of Wistar rats [J]. Environmental Toxicology, 2018, 33 (10):
422-435

[16] Mastutik G, Alia R, Rahniayu A, et al. Genotyping of Human
Pappilomavirus in Cervical Precanceruos Lesion and Squamous Cell
Carcinoma at DR. Soetomo Hospital, Surabaya, Indonesia[J]. African
Journal of Infectious Diseases, 2018, 12(1S): 7-12

[17] Wu Y, Zhang H, Zhou B, et al. Clinical efficacy of endoscopic
submucosal dissection in the treatment of early esophageal cancer and
precancerous lesions [J]. Journal of Cancer Research & Therapeutics,
2018, 14(1): 52-56

[18] Lu GF, Huang L N, Ren J L, et al. The expression and significance of
CD(276) and CD(133) in colorectal cancer and precancerous lesions
[J]. Zhonghua Nei Ke Za Zhi, 2018, 57(6): 450-453

[19] Nowinska K, Ciesielska U, Podhorska-Okotéw M1, et al. The role of



. 4400 -

MREYESSHE  biomed.cnjournalscom Progress in Modern Biomedicine Vol19 NO.22 NOV.2019

human papillomavirus in oncogenic transformation and its
contribution to the etiology of precancerous lesions and cancer of the
larynx: A review [J]. Advances in Clinical & Experimental Medicine,
2017,26(3): 539-547

[20] Abufarsakh S, Wu T, Lalonde A, et al. High expression of Claudin-2
in esophageal carcinoma and precancerous lesions is significantly
associated with the bile salt receptors VDR and TGR5 [J]. Bme
Gastroenterology, 2017, 17(1): 233-242

[21] Mittal S, Basu P, Muwonge R, et al. Risk of high-grade precancerous
lesions and invasive cancers in high-risk HPV-positive women with
normal cervix or CIN 1 at baseline-A population-based cohort study
[J]. International Journal of Cancer, 2017, 140(8): 1850-1859

[22] Liu G, Sharma M, Tan N, et al. HIV-positive women have higher
risk of HPV infection, precancerous lesions, and cervical cancer: a
systematic review and meta-analysis[J]. Aids, 2018, 32(6): 795-808

[23] Gross G E, Wemer R N, Becker, Jiirgen C, et al. S2k guideline:
HPV-associated lesions of the external genital region and the anus -
anogenital warts and precancerous lesions of the vulva, the penis, and
the peri- and intra-anal skin (short version)[J]. Journal der Deutschen
Dermatologischen Gesellschaft, 2018, 16(2): 242-255

[24] Martingano D, Renson A, Martingano A J, et al. Variations in
Progression and Regression of Precancerous Lesions of the Uterine
Cervix on Cytology Testing Among Women of Different Races [J].
The Journal of the American Osteopathic Association, 2018, 118(1):
8-18

[25] Cheng S H, Liao K S, Wang C C, et al. Multiple types of human
papillomavirus infection and anal precancerous lesions in HIV-
infected men in Taiwan: a cross-sectional study[J]. BMJ Open, 2018,
8(1): 019894

[26] Vanja V B, Dragana G, Ljiljana S T, et al. Tuberculosis of the Oral
Cavity Misdiagnosed as Precancerous Lesion [J]. Acta Stomatologica
Croatica, 2017, 51(4): 326-331

[27] Garay J, Piazuelo M B, Lopez-Carrillo L, et al. Increased expression
of deleted in malignant brain tumors (DMBT1) gene in precancerous
gastric lesions: Findings from human and animal studies [J].
Oncotarget, 2017, 8(29): 47076-47089

[28] Wang F, Guan X, Yang J, et al. Differential Expression and
Significance of Endoplasmic Reticulum Golgi Intermediate
Compartment 1 in Precancerous Gastric Lesions and Gastric Cancer
[J]. American Journal of the Medical Sciences, 2018, 355(3): 228-234

[29] Pérez-Mendoza A, Zarate-Guzman a. M, Galvis Garcia E.S, et al.
Systematic alphanumeric-coded endoscopy versus chromoendoscopy
for the detection of precancerous gastric lesions and early gastric
cancer in subjects at average risk for gastric cancer [J]. Revista de
Gastroenterologia de México, 2018, 83(2): 117-124

[30] Dore M P, Cipolli A, Ruggiu M W, et al. Helicobacter
pylorieradication may influence timing of endoscopic surveillance for

gastric cancer in patients with gastric precancerous lesions: A

retrospective study[J]. Medicine, 2018, 97(4): €9734

(%5 4329 T0 )

[23] k¥, k%, k48 5 MMR/MSI £ % & % % 4 PD-1/PD-L1
St G T P e A 5 26 & ,2017,23(10): 904-909

[24] Morihiro T, Kuroda S, Kubota T, et al. Abstract 2649: PD-L1
expression as a predictive factor for recurrence pattern and prognosis
in curatively resected gastric cancer [J]. Cancer Res, 2016, 76 (14
Supplement): 2649-2649

[25] & & §, 5%, &, % PD-1/PD-L1 [LUf 7| 25274 97 R R ALK
B E AR F B %5 AL %n,2017,14(3):177-182

[26] Duster S, Eppenbergercastori S, Droeser RA, et al. Abstract 4031:

(PD1) and its ligand

(PD-L1) in esophageal and gastric cancer[J]. Cancer Res, 2016, 76(14

Supplement): 4031-4031

Different expression of programmed death 1

[27] Harada K, Estrella JS, Correa AM, et al. Abstract 2953:
Tumor-associated macrophages infiltration highly associated with
PD-L1 expression in gastric cancer [J]. Cancer Res, 2017, 77 (13
Supplement): 2953-2953

[28] Wang LA, Wei X, Li Q, et al. The prediction of survival of patients
with gastric cancer with PD-L1 expression using contrast-enhanced
ultrasonography[J]. Tumor Biol, 2016, 37(6): 7327-7332

[29] Mimura K, Teh JL, Okayama H, et al. PD-L1 expression is mainly
regulated by IFN-* associated with JAK-STAT pathway in gastric
cancer[J]. Cancer Sci, 2018, 109(1): 387

[30] 357%, 708, & &AM .PD-1/PD-L1 & B & ¥ 69 #F 5 it & [J]. 8 02 i
J&,2016,14(6):503-506



