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INTRODUCTION

 Gastric cancer, one of the most common malignant 
tumors of digestive system. In recent years, due to 
the deterioration of the environment and the change 
of people’s lifestyle, the morbidity and mortality of 
gastric cancer remain high.1,2 Early detection and 
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ABSTRACT
Objective: To evaluate the effect of preoperative neoadjuvant chemotherapy regimen of XELOX 
(capecitabine combined with oxaliplatin) on surgical condition and oncogene expression in advanced 
gastric cancer. 
Methods: From January 2015 to July 2016, 124 patients with advanced gastric cancer who were admitted 
to our hospital were selected. Random number table method was used to divide them into an observation 
group and a control group, 62 each group. The observation group received two courses of neoadjuvant 
chemotherapy (XELOX) before operation, and the control group received surgery. The operation condition, 
expression of oncogenes in gastric cancer lesions, occurrence of adverse reactions and the long-term 
prognosis were compared between the two groups. 
Results: The R0 resection rate of the observation group was significantly higher than that of the control 
group, and the difference was statistically significant (P<0.05). The operation time of the observation 
group was shorter than that of the control group, the amount of intraoperative bleeding and the amount 
of postoperative drainage of the observation group were less than that of the control group, and the 
differences were statistically significant (P<0.05). The mRNA expression of gastrokine 1, multiple tumor 
suppressor protein, Wilms tumor gene on the X chromosome (WTX gene) and gene of phosphate and 
tension homology deleted on chromosome ten (PTEN gene) in the observation group after treatment was 
significantly higher than that in the control group before treatment, and the increase amplitude of the 
observation group was more obvious than that of the control group (P<0.05). There was no significant 
difference in the incidence of adverse reactions between the two groups (P>0.05). In terms of long-term 
prognosis, the disease-free survival time and average survival time of the observation group during the 
two-year follow-up period were significantly better than those of the control group, and the recurrence 
rate of the observation group was significantly lower than that of the control group; the differences were 
statistically significant (P<0.05). 
Conclusion: Preoperative XELOX for advanced gastric cancer patients can effectively increase the proportion 
of radical surgery, reduce the risk of surgery, and significantly regulate the expression of oncogene, thus 
improving the long-term prognosis of patients.
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treatment are very important for prolonging the 
survival of patients with gastric cancer.3 However, 
as early gastric cancer has no specific clinical 
symptoms and the onset of the disease is hidden, 
it is usually found when the cancer has developed 
to the advanced stage. Advanced gastric cancer 
has strong growth and infiltration activity, and 
local lesions will have adjacent tissue infiltration 
and lymph node metastasis. Surgical excision and 
lymph node dissection can remove visible lesions, 
but cannot completely remove the cancer cells in 
small lesions. Some small residual lesions after 
operation will become the pathological basis of 
long-term recurrence and metastasis.4,5

 Neoadjuvant chemotherapy refers to systemic 
chemotherapy before local treatment such as 
surgery or radiotherapy, which aims at shrinking 
the mass and killing the invisible metastatic cells as 
early as possible to facilitate follow-up surgery and 
radiotherapy.6,7 A study has shown that preoperative 
neoadjuvant chemotherapy can effectively remove 
occult and small lesions and reduce the stage of 
tumors,8 which can improve prognosis and prolong 
survival. However, the influence of preoperative 
chemotherapy on the surgical condition and 
malignant features of advanced gastric cancer is not 
clear in China and abroad, and there is no convincing 
unified standard for the choice of chemotherapy 
regimen. The purpose of this study was to explore 
the effect of XELOX (capacitating combined with 
oxaliplatin) chemotherapy regimen in preoperative 
chemotherapy for advanced gastric cancer, in order 
to provide a theoretical basis for clinical practice.

METHODS

 In this study 124 patients with advanced gastric 
cancer who were admitted to our hospital were 
selected. This study was conducted after ethical 
approval between  January 2015 to July 2016. (Ref. 
No. 141, dated August 3, 2019).
Inclusion criteria:
1. 18 years old ≤ age ≤ 75 years old.
2. Preoperative pathology indicated primary 

gastric cancer.
3. Not undergoing treatment such as surgery, 

radiotherapy and chemotherapy.
4. IIb-IIIcclinical stage of cancer.
5. Karnofsky score ≥60 points.
6. Expected survival time ≥3 months.
Exclusion criteria:
1. Having other malignant tumors.
2. Being allergic to oxaliplatin and capacitating.
3. Having severe organ dysfunction.

4. Undergoing preoperative chemotherapy.
5. Having severe infectious or autoimmune diseases.
 The patients were divided into an observation 
group and a control group by random number table 
method, 62 each group. This study was approved 
by the ethics committee of our hospital. All the 
selected subjects signed the informed consent.
Therapeutic method: The observation group 
was given two courses of XELOX neoadjuvant 
chemotherapy before operation: capacitating was 
given twice a day, after breakfast and dinner, at a 
dose of 2500 mg/m2, from d1 to d14, 21 days as a 
course; oxaliplatin was intravenously dripped on 
the first day of each course, at a dose of 130 mg/m2, 
and 21 days was taken as a course. The observation 
group received surgery in the 4th week after the 
second course of chemotherapy, while the control 
group received surgery directly. The operation 
mode of the two groups was consistent. The 
operation was performed by the same operation 
team. The operation mode was radical mastectomy 
combined with D2 lymphadenectomy, and 
palliative operation was performed for patients 
who could not undergo radical mastectomy. After 
operation, adjuvant chemotherapy was given to 
both groups, for about eight cycles.
Observation index:
Surgical condition: During the operation, the 
operation time, intraoperative bleeding volume and 
postoperative drainage volume were observed, and 
the R0 resection rate was judged according to the 
pathological results after resection of the tumours 
(the resection was complete, and all the incisal 
edges were negative).
Gene expression: Gastric cancer lesions which were 
taken for biopsy were taken before chemotherapy, 
and gastric cancer lesions which were surgically 
respected were taken after chemotherapy. RNA in 
the lesion tissues was isolated and purified using kit 
(Beijing Cwbio Company, China). Complementary 
DNA (cDNA) was obtained after performing inverse 
transcription on RNA, and the reaction system was 
prepared. The reaction was carried out according 
to the procedure of pre degeneration at 95°C for 
three minutes, pre degeneration at 95°C for 25 s, 
annealing at 60°C for 40 s and extension at 72°C for 
35 s. The reaction curve generated in the software 
after reaction, and the mRNA expression quantity 
of atropine 1, multiple tumour suppressor protein 
(p16), Wilms tumour gene on the X chromosome 
(WTX gene) and gene of phosphate and tension 
homology deleted on chromosome ten (PTEN gene) 
was calculated according to the reaction curve.
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Occurrence of adverse reactions: During the 
recovery, the occurrence of adverse reactions after 
operation was observed.
Long-term prognosis: At the end of the two-year 
follow-up, the long-term prognostic indicators such 
as disease-free survival time, survival time and 
recurrence rate were recorded.
Statistical analysis: All the data were analyzed 
by SPSS 22.0. The measurement data conformed to 
normal distribution. The independent sample t-test 
was used for statistical analysis, and the related data 
were expressed as Mean±Standard Deviation. The 
enumeration data were expressed as rate (%). The 
comparison between groups was performed using 
X2 test. Difference was considered as statistically 
significant if the value of P was smaller than 0.05. 

RESULTS

 There were 32 males and 30 females in the 
observation group, with an average age of 
58.41±12.30 years and body mass index (BMI) of 
28.47±7.33 kg/m2. As to the pathological stage, there 
were 15 cases of stage IIb, 11 cases of stage IIIa, 20 
cases of stage IIIb, and 16 cases of stage IIIc; as to 
the location of tumors, there were 31 cases of cardia, 
13 cases of pylorus, 16 cases of gastric body, and 2 
cases of whole stomach. The control group consisted 
of 31 males and 31 females, with an average age of 
57.31±13.69 years and BMI of 27.88±7.50 kg/m2. 

As to the pathological stage, there were 15 cases 
of stage IIb, 11 cases of stage IIIa, 20 cases of stage 
IIIb and 16 cases of stage IIIc. As to the location 
of tumors, there were 35 cases of cardia, 10 cases 
of pylorus, 14 cases of gastric body and 3 cases of 
whole stomach. There was no significant difference 
in general clinical data between the two groups (P > 
0.05); hence the results were comparable. 
 The R0 resection rate of the observation group 
was significantly higher than that of the control 
group [91.94% (57/62) vs. 66.13% (41/62)], and the 
difference was statistically significant (X2=5.586, 
P<0.05). The operation time of the observation 
group was shorter than that of the control group, 
and the amount of bleeding during operation and 
the amount of drainage after operation were less 
than that of the control group; the differences were 
statistically significant (P<0.05, Table-I).
 The expression quantity of motilin 1, p16, WTX 
and PTEN genes in both groups was significantly 
higher after chemotherapy compared to before 
chemotherapy, and the increase amplitude of 
the observation group was significantly higher 
than that of the control group; the differences had 
statistical significance (P<0.05, Table-II).
 The incidence of adverse reactions during 
treatment in the observation group was 33.3%, and 
there was no significant difference with the control 
group (27.8%, P>0.05, Table-III).

Neoadjuvant chemotherapy in advanced gastric cancer

Table-I: Surgical conditions between the two groups.
Group Operation time (min) Intraoperative bleeding (mL) Postoperative drainage volume (mL)

Observation group  139.27±16.60 259.74±52.69 198.47±48.55
Control group  151.86±18.04 291.31±61.39 231.75±59.91
T 4.217 3.169 3.516
P 0.024 0.031 0.034

Table-II: Oncogene expression in lesions between two groups.
Group  Motilin 1 P16 WTX gene PTEN gene

Observation group  Before treatment 1.01±0.12 1.01±0.11 1.04±0.15 0.99±1.03
 After treatment 1.90±0.21*# 2.24±0.31*# 2.03±0.29*# 1.95±0.22*#

Control group Before treatment 0.98±0.15 1.02±0.13 0.99±1.02 1.01±0.12
 After treatment 1.43±0.15* 1.61±0.22* 1.56±0.19* 1.43±0.18*

Note: * indicated P<0.05 compared to the same group before treatment,
# indicated P<0.05 compared to the control group.

Table-III: Adverse reactions between the two groups (%).
Group Few platelets Reduced leukopenia Nausea and vomiting Diarrhea Total complications

Observation group 4(6.45) 3(4.84) 6(9.68) 7(11.29) 20(32.26)
Control group 6(9.68) 4(6.45) 5(8.06) 2(3.23) 17(27.42)
X2 / / / / 0.257
P / / / / 0.017
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 During the two-year follow-up, the disease-free 
survival time and average survival time of the 
observation group were significantly better than 
those of the control group, and the recurrence rate 
of the observation group was significantly lower 
during the follow-up period; the difference were 
statistically significant (P<0.05, Table-IV).

DISCUSSION 

 In recent years, as the study of the biological 
characteristics of gastric cancer goes deeper, the 
chemical therapy for gastric cancer has made 
remarkable progress, but surgery is still the most 
important treatment for gastric cancer. However, 
surgery cannot change the local recurrence and 
long-term metastasis characteristics of residual 
cancer cells. The advanced gastric cancer patients 
especially have more than 60% of postoperative 
recurrence and metastasis rate, which severely 
reduces the post-operative rehabilitation effect.9-11 A 
study shows that adjuvant chemotherapy is helpful 
in killing micro-metastatic lesions,12 so a new 
treatment model of surgical resection of cancer after 
neoadjuvant chemotherapy has gradually formed.
 The results of this study suggested that 
preoperative XELOX for advanced gastric cancer 
could improve the resection rate of radical 
mastectomy, reduce intraoperative bleeding and 
postoperative drainage, and enhance the long-
term prognosis of patients with advanced gastric 
cancer. Capecitabine is an oral form of fluorouracil 
chemotherapeutic drug in XELOX regimen. 5-FU 
is the most effective chemotherapeutic drug for 
digestive tract tumours. It has long been considered 
as the cornerstone of chemotherapy for digestive 
tract tumours.13,14 Oxaliplatin as a third-generation 
platinum chemotherapeutic drug combined with 
fluorouracil’s has been found being significantly 
effective in improving the chemotherapeutic efficacy 
of advanced gastric cancer.15,16 Tian’s study found 
that pre-operative XELOX regimen combined with 
chemotherapy could improve the radical resection 
rate of gastric cancer and reduce the clinical stage 
of cancer to improve the long-term prognosis of 
patients,17 which is consistent with the results of this 
study. The advantages of preoperative adjuvant 

chemotherapy lie in increasing the concentration 
of chemotherapeutic drugs in tumour tissue before 
blocking the blood supply of tumour tissue to 
increase the effect of chemotherapy and kill tumour 
cells to the greatest extent; reducing the activity 
of tumour cells, reducing the spread of iatrogenic 
tumours in the course of surgery, and inactivating 
small lesions that cannot be involved in surgery, 
thereby reducing the recurrence and metastasis rate 
of tutor after surgery.18,19

 In addition, there was no significant difference 
in the incidence of adverse reactions between the 
two groups (P>0.05). The reason might be that the 
operation was performed at the 4th week after two 
cycles of preoperative chemotherapy, during which 
the physical condition and immunity of the patients 
recovered basically. It suggested that neoadjuvant 
chemotherapy was safe. However, Li et al. pointed 
out that neoadjuvant chemotherapy might increase 
the risk of surgery and lead to related postoperative 
complications.20 This result is different from that 
in this study, which may be related to the size of 
the sample; therefore, it needs further study and 
verification.
 The over proliferation and invasion of gastric 
cancer cells are closely related to the activation of 
proto-ontogenesis and the inactivation of various 
anti-ontogenesis. Motilin 1 encodes a class of gastric 
mucosal protective proteins, which can repair and 
protect gastric mucosa, and its loss of expression 
will increase the damage of carcinogenic factors 
to gastric mucosal cells and promote malignant 
transformation.21 P16 is a negative regulatory 
molecule of cell cycle, which can hinder the 
formation of multiple Cyclin complexes to induce 
cell cycle arrest.22 WTX and PTEN are antagonists of 
Wnt pathway and protein kinase B pathway, and cell 
apoptosis will happen after the growth promoting 
effect of the above pathways are blocked.23

 By analyzing the changes of proto-oncogene 
expression in gastric cancer lesions, it was found that 
the mRNA expression quantity of motilin-1, p16, 
WTX and PTEN genes in gastric cancer lesions of 
the observation group increased more significantly 
than that of the control group. The result suggests 
that neoadjuvant chemotherapy before operation 
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Table-IV: Long-term prognosis of two groups of patients.
Group Disease-free survival (months) Survival time (months) Recurrence rate (%)

Observation group 18.88±2.04 20.38±3.24 13(20.97)
Control group 15.61±2.22 17.08±3.50 27(43.55)
X2/t 9.257 5.654 7.782
P 0.001 0.014 0.007



has a more prominent effect on tumour suppressor 
gene than radical operation alone. This result is also 
rarely reported in previous studies.24

Limitations of the study: This study is a single-
center, small-sample study, with a low level of 
evidence. How to maximize the advantages of 
preoperative chemotherapy and improve the 
long-term prognosis of patients still need to be 
further explored.

CONCLUSION

 Preoperative radiotherapy combined with neo-
adjuvant chemotherapy can improve the resection 
rate of advanced gastric cancer without increas-
ing the incidence of adverse reactions. At the same 
time, combined therapy can significantly increase 
the expression of anti-ontogeny and prolong the 
survival of patients, which is worthy of promotion.

Declaration of interest: None.

Grant Support & Financial Disclosures: None.

REFERENCES
1. Korkmaz SA, Esmeray F. A new application based on GPLVM, 

LMNN, and NCA for early detection of the stomach cancer. Appli 
Artifi Intellig. 2018;(2):1-17.

2. Dmitrieva AI, Serebryakova VA, Rakitin S, Kudyakov 
LA, Novitskii VV, Yankovich KI, et al. Study of the association of 
polymorphisms of p53 and p21 with the risk of development of 
stomach cancer. Bull Exp Biol Med. 2017;164(1):95-98. doi: 10.1007/
s10517-017-3932-6

3. Xu Y, Shen L, Lu Z, Liu X, Wu W, Feng D, et al. Concomitant 
stromal tumor and early cancer of the stomach: What should be 
done? Medicine (Baltimore). 2017;96(29):e7576. doi: 10.1097/
MD.0000000000007576

4. Huang HL, Leng CY, Cheng CJ. Mass-like Dieulafoy’s lesion 
association with advanced gastric cancer at the antrum of stomach: 
A case report and literature review. Diagn Pathol. 2017;12(1):73. 
doi: 10.1186/s13000-017-0663-y

5. Scott LJ. Correction to: Apatinib: A Review in advanced gastric 
cancer and other advanced cancers. Drugs. 2018;78(7):759. doi: 
10.1007/s40265-018-0913-7

6. Denkert C, Loibl S, Noske A, Roller M, Muller BM, Komor M, et 
al. Tumor-associated lymphocytes as an independent predictor 
of response to neoadjuvant chemotherapy in breast cancer. J Clin 
Oncol. 2010;28(1):105-113. doi: 10.1200/JCO.2009.23.7370

7. von Minckwitz G, Untch M, Blohmer JU, Costa SD, Eidtmann 
H, Fasching PA, et al. Definition and impact of pathologic complete 
response on prognosis after neoadjuvant chemotherapy in various 
intrinsic breast cancer subtypes. J Clin Oncol. 2012;30(15):1796-
1804. doi: 10.1200/JCO.2011.38.8595

8. Bear HD, Tang G, Rastogi P, Geyer CE Jr, Robidoux A, Atkins 
JN, et al. Bevacizumab added to neoadjuvant chemotherapy for 
breast cancer. N Engl J Med. 2012;366(4):310-320. doi: 10.1056/
NEJMoa1111097

9. Bringeland EA, Wasmuth HH, Grnbech JE. Perioperative 
chemotherapy for resectable gastric cancer-what is the 
evidence? Scand J Gastroenterol. 2017;52(6-7):647-653. 
doi: 10.1080/00365521.2017.1293727

10. Kanazawa Y, Fujita I, Kakinuma D, Arai H, Matsuno K, Shimoda 
T, et al. Initial experience with nab-paclitaxel for patients with 
advanced gastric cancer: safety and efficacy. Anticancer Res. 
2017;37(5):2715-2720.

11. Jeong JW, Kwon IG, Son YG, Ryu SW. Can adjuvant chemotherapy 
after surgery benefit elderly patients with advanced gastric cancer? 
J Gastric Cancer. 2016;16(4):260-265. doi: 10.5230/jgc.2016.16.4.260

12. Inadomi K, Kusaba H, Matsushita Y, Tanaka R, Mitsugi 
K, Arimizu K, et al. Efficacy and safety analysis of oxaliplatin-
based chemotherapy for advanced gastric cancer. Anticancer Res. 
2017;37(5):2663-2671.

13. Gong J, Liu T, Fan Q, Bai L, Bi F, Qin S, et al. Optimal regimen 
of trastuzumab in combination with oxaliplatin/capecitabine in 
first-line treatment of HER2-positive advan-ced gastric cancer 
(CGOG1001): A multicenter, phase II trial. BMC Cancer. 2016;16:68. 
doi: 10.1186/s12885-016-2092-9

14. Zhu B, Wu JR, Zhou XP. A retrospective comparison of trastuzumab 
plus cisplatin and trastuzumab plus capitabine in elderly HER2-
positive advanced gastric cancer patients. Medicine (Baltimore). 
2015;94(34):e1428. doi: 10.1097/MD.0000000000001428

15. Yang L, Yang Y, Qin Q, Zhou A, Zhao J, Wang J, et al. Dose-finding 
study on adjuvant chemotherapy with S-1 plus oxaliplath for 
gastric cancer. Mol Clin Oncol. 2014;2(1):93-98.

16. Liu Y, Feng Y, Gao Y, Hou R. Clinical benefits of combined 
chemotherapy with S-1, oxaliplatin, and docetaxel in advanced 
gastric cancer patients with palliative surgery. Oncol Targets Ther. 
2016;9:1269-1273.

17. Tian Y. Effect of preoperative chemotherapy with XELOX 
protocol on advanced gastric cancer. Shijiazhuang: Hebei Medical 
University. 2013.

18. Mieno H, Yamashita K, Hosoda K, Moriya H, Higuchi K, Azuma 
M, et al. Conversion surgery after combination chemotherapy of 
docetaxel, cisplatin and S-1 (DCS) for far-advanced gastric cancer. 
Surg Today. 2017;47(10):1249-1258. doi: 10.1007/s00595-017-1512-z

19. Wu Z, Li Z, Ji J. Morbidity and mortality of cytoreductive surgery 
with hyperthermic intraperitoneal chemotherapy in advanced 
gastric cancer. Transl Gastroenterol Hepatol. 2016;1:63. doi: 
10.21037/tgh.2016.07.03

20. Li ZY, Ji X, Ji JF. The effect of neoadjuvant chemotherapy on 
complications of gastric cancer surgery. Chin J Pract Surg. 
2013;33(4):275-278.

21. Yoon JH, Choi WS, Kim O, Choi BJ, Nam SW, Lee JY, et al. 
Gastrokine 1 inhibits gastric cancer cell migration and invasion by 
downregulating Rho A expression. Gastric Cancer. 2017;20(2):274-
285. doi: 10.1007/s10120-016-0617-1

22. Guo L, Huang C, Ji QJ. Aberrant promoter hypermethylation of 
p16, survivin, and retinoblastoma in gastric cancer. Bratisl Lek 
Listy. 2017;118(3):164-168. doi: 10.4149/BLL_2017_033

23. Zhao CL, Han SN, Wang ZJ, Wang SH, Zhao GQ, Zhang XF, et 
al. Concomitant modulation of PTEN and Livin in gastric cancer 
treatment. Int J Mol Med. 2018;41(5):2901-2908. doi: 10.3892/
ijmm.2018.3475

24. Zhang RX, Yan H, Wang M. Meta analysis of XE-LOX regimen & 
FOLFOXs regimen in the treatment of advanced gastric cancer in 
China. J Capital Med Uni. 2013;34(03):422-427.

Authors’ Contribution:

GYS: Study design, data collection and analysis 
and is responsible and accountable for the accuracy 
or integrity of the work.
GYS & SYW: Manuscript preparation, drafting and 
revising.
GYS & GSL: Review and final approval of 
manuscript.

Pak J Med Sci     March - April  2020    Vol. 36   No. 3      www.pjms.org.pk     489

 Authors:

1. Guangyu Sun,
2. Shuyan Wang,
3. Guangsheng Liu,
1-3: Department of Oncology,
 Binzhou People’s Hospital,
 Shandong 256600, China.

Neoadjuvant chemotherapy in advanced gastric cancer

https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee JY%5BAuthor%5D&cauthor=true&cauthor_uid=27250838

	OLE_LINK4
	_GoBack
	_GoBack
	_GoBack
	OLE_LINK9
	_GoBack
	_GoBack
	_GoBack
	_GoBack
	_Hlk6362833
	_Hlk19963629
	_GoBack
	_Hlk520201367
	_Hlk495320726
	_Hlk520201378
	_Hlk9931429
	_GoBack
	_GoBack
	_Hlk14421735
	_Hlk14676471
	_Hlk14644634
	_Hlk22167947
	_Hlk22169646
	_Hlk22169611
	_Hlk22169674
	_Hlk22169724
	_Hlk22169820
	_Hlk22169760
	_Hlk18501931
	_GoBack
	back-b0005
	_Hlk12361917
	_Ref12197178
	OLE_LINK1
	OLE_LINK2
	_GoBack
	bau0010
	_GoBack
	OLE_LINK5
	baut0005
	baut0010
	baut0015
	baut0020
	_GoBack
	_GoBack
	_Hlk28042035
	_Hlk28042159
	_Hlk28043082
	_Hlk28043331
	_GoBack
	OLE_LINK2
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_8
	_ENREF_10
	_GoBack
	_Hlk11712429
	_GoBack
	_Hlk30585975
	_GoBack
	_Hlk21901365
	_GoBack
	_GoBack
	_GoBack
	Editing
	_GoBack
	_GoBack
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_GoBack
	_GoBack
	_GoBack
	OLE_LINK2
	OLE_LINK1
	_GoBack
	_Hlk27860647
	_Hlk27860614
	_Hlk27827276
	_Hlk27827244
	_Hlk27827191
	_Hlk27860921
	_Hlk27825663
	_Hlk20004009
	_GoBack

