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[ Abstract | Background and purpose: Second-line chemotherapy is not effective in the treatment of gastric cancer. Bevacizumab
is a molecularly targeted anticancer drug, and sindilizumab is a domestic programmed death-1 (PD-1) inhibitor. The combination of
the two is a new direction for clinical treatment of gastric cancer. This study aimed to analyze the effects of bevacizumab assisted
PD-1 inhibitor in the treatment of gastric cancer on serum miR-20a-5p and miR-515-3p. Methods: A retrospective study was
conducted on 84 patients with gastric cancer treated in the Fourth Affiliated Hospital of Nanjing Medical University from January
2019 to July 2021, and they were divided into the observation group and the control group with 42 cases each according to different
treatment plans. The control group was given second-line chemotherapy, and the observation group was given bevacizumab
combined with PD-1 inhibitor (sindilizumab) on the basis of the control group. objective response rate (ORR), disease control rate
(DCR), serum tumor markers, immune function indexes, serum miR-20a-5p and miR-515-3p levels and total incidence of toxic and
side effects were compared between the two groups. This study has been approved by the Ethics Committee of the Fourth Affiliated
Hospital of Nanjing Medical University (approval number: 20230531--K061). Results: The ORR (69.05%) and DCR (85.71%) of the
observation group were higher than those of the control group (40.48% and 64.29%), and the difference was statistically significant
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(P<<0.05). After treatment, serum carbohydrate antigen 12-5 (CA12-5), carcinoembryonic antigen (CEA) and cytokerantin-19-

fragment antigen 21-1 (CYFRA21-1) levels were lower in observation group than in control group (P<<0.05). CD4" T lymphocyte

and CD4"/CDS8" T lymphocyte ratio were higher in observation group than in control group after treatment (P<<0.05), and CD8" T

lymphocyte was lower in observation group than in control group after treatment (P<<0.05). After treatment, the serum levels of miR-

20a-5p and miR-515-3p were lower in the observation group than in the control group (P<<0.05). There was no significant difference

in total incidence of adverse effects between the observation group (28.57%) and the control group (38.10%) (P>0.05). Conclusion:

Bevacizumab assisted sindilizumab can effectively improve the treatment efficiency of gastric cancer, improve immune function, and

reduce the expression levels of serum miR-20a-5p, miR-515-3p and tumor markers, without increasing toxic and side effects.

[ Key words ] Bevacizumab; Programmed death-1 inhibitor; Gastric cancer; miR-20a-5p; miR-515-3p
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Tab.1 Comparison of general information between the two groups

[n(%)]

General information Observation group Control group '/t value P value
Gender 0.048 0.826
Male 22 (52.38) 24 (57.14)
Female 20 (47.62) 18 (42.86)
Differentiation degree 0.254 0.614
Medium-high differentiation 33 (78.57) 30(71.43)
Poor differentiation 9(21.43) 12 (28.57)
TNM stage 0.051 0.822
Stage 1l 17 (40.48) 15(35.71)
Stage IV 25(59.52) 27 (64.29)
Lymph node metastasis 0.071 0.790
Yes 8(19.02) 10 (23.81)
No 34 (80.95) 32(76.19)
Pathological type 0.193 0.908
Mucinous adenocarcinoma 13 (30.95) 12 (28.57)
Papillary adenocarcinoma 18 (42.86) 20 (47.62)
Adeno-squamous carcinoma 11 (26.19) 10 (23.81)
Agelyearxts 49.621+7.66 49.52+8.16 0.058 0.954
Focal diameter/cm x £ 4.85+1.02 479+1.16 0.252 0.802
BMI/(kg'm”) X+ 24.62+1.35 24.88+1.41 0.863 0.391

AT ) BT IR, B TS5 me/kgIREEH
Pt (FHitRoche Pharma/Aw] ) , kL, ik
IFEIN>1.5 hy 551K, 437200 mefF il F 0
[fERAEwH 2y (90 ) ABRAFR ], ki
I, 3R, B3R
1.3 WZRIEIRZITMIRAE

(1) WM f#% (objective response rate,
ORR ) FI¥E £ H % (disease control rate,
DCR) : JkEIH e, HAFZe4 i A 9 Fm kt
R5EA LR ( complete remission, CR) , Jikh
IR IT AT 46 /N =30%, H Rp2e4 )8 oK 1 308 i
SR B4 2% 6@ ( partial remission, PR ) , Jikh
LR IT 1 46 /N <3 0% B N <20 %2 kE AR 2
( focal stabilization, SD) , Jukk LGy PRSI
=20% %R ) (disease progression, PD) .

ORR= (CR+PR) /f|%$§{X100.00%; DCR=
( CR+PR+SD ) /{1 X 100.00% "* .

(2) I35 IR b R ) N S e e e b - i1
BEIRITHIES mLas ki, R ARG B0
Bl ClIRg P R DAL R H] ), LA4 000 r/min
3 B0 10 min (BLOEARH10 em) |, 405
FIEWECEAE-80 CRIMELTh R AF, KRR
22 RO g% BT A (b v B3 B 7 2 A R
INHE) ) KEMEZEPTE12-5 ( carbohydrate antigen
12-5, CA12-5) . J@RHL)E ( carcinoembryonic
antigen, CEA) KAMMBE 197 BPLRE
21-1 ( cytokerantin-19-fragment antigen 21-1,
CYFRA21-1) , RHNAAMIEAL ( BigREp BT
FRA BRA R ) KrllCD4 fMCDS” Tk 40, 1
.CD4'/CDS" Tk L 40l HAf -
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(3) ML miR-20a-5pFImiR-515-3p: FlHL
BHEIRITHNES mLZS IR ER KM, LA3 000 r/min
3 R B0 10 min (B.O2EA N0 cm) , 4
B W WRE R, R S O E R
A HfsE v (real-time fluorescence quantitative
polymerase chain reaction, RTFQ-PCR ) fu{ill
miR-20a-5pFImiR-515-3pHy Fik &, M. %
i yg , A AIIA300 pLIi i, HEERNA
IELLERSN e i, DR B sk &
FEE 4 McDNA, LIcDNAYE MM, f#77
TE-108 CHIVKAE . miR-20a-5pfl 5 9%
525 -ACGTTGTCTAGCTTATCAGACTG-3',
s ¥ ¥ 51 k5 -AATGGTTGTTCTCCACA
CTCTC-3', NWB UG LHF5I ¥ IF 5N
5'-CTGAGATCGGATAGCTA-3', FiigI¥F
5 }5'-CTGAG ATATGCGATAGC-3"; miR-
515-3phy L5197 %) k5 -TTACGGATCGA
GCGTAGA-3', Tii#s|¥)¥5) 85 -GGATCGA
CAGTTAGACGAT-3', WS U6 L5195
H5'-TGATCGAGACGTAG AGCTGA-3", Fiif5|
YIF5) }5'-CGAAGTTCG AAGCTGAGC-3', X
N 95 °C 10 minFUAETE . 74 °C 15 sA8 Pk
60 CiRK, ILFFEIR38IK, RHIbRAIA 31T
RESL, HUERXTIR, L2 i miR-
20a-5pHImiR-515-3pfl) A,

(4) AR RN EAR . gGeit s 25 A
YA . BRI . R DIRE SR L /MR
A B BB N B H R R T RRIGR 1 8k AR
1.4 St

K HHSPSS 26. 05 AT B HATAL I . T3
BT EIER G, UxEsFm, KK KFE
5, THECRORER TR R, A ELS AR R < 1A
LR, FHTTR R FIRIdits AT, Dhn
(%) Fm. P<0.05HESAFIT¥R L,

2 4 R

2.1 FAHEKORRFDCRLELE:
WEZ 4 MORR (69.05% ) FIDCR

(85.71% ) = T X HEZH (40.48%F1164.29% )

ERAGIHFE L (P<0.05, #£2) .

%2 WHORR. DCRELE
Tab.2 Comparison of ORR and DCR between the two groups

[n(%)]
Group Obsge;t)\;aption Cg(;gggl Zltvalue P value
CR 11 (26.19) 6(14.29)
PR 18 (42.86) 11 (26.19)
SD 7(16.67) 10 (23.81)
PD 6(14.29) 15 (35.71)
ORR 29 (69.05) 17 (40.48) 6.920 0.009

DCR 36 (85.71) 27 (64.29) 5.143 0.023

2.2 FHARIMEMEIRED LS

WAL LG IT BB LI CA12-5, CEA K
CYFRA21-1/KFE5XF A HLds, 22 R GT2FE
X (P>0.05) ; WEAIGITEMIMIECAL2-5,
CEA M. CYFRA21-UK PR T XA, 2565
R Y (P<0.05, #£3) .
2.3 WHERREINEEIEIRILE

MELHIRITFRTICDA” THE 4 . CD8™ T
P CVAR L S CD4'/CDS" Tibk [ 4 i LA 5 %) iR 20
M, Z2REgGEiFFEX (P>0.05) ; WEH
RITERICD4” THREL 410l . CD47/CD8” Titk L 4H
JL A2 TR IR 2, CD8” Tk CL 4 A T %) R
M, ZRWAEGIFFEX (P<0.05, £4) .
2.4 WARMEMIR-20a-5pFImiR-515-3ptL iR

W EZ ZH G 97 BT BY I 7S miR-20a-5p FlmiR-
515-3p/KF 55X AL, 2ZRTcgita X
(P>0.05) ; MEHIGIT I B ILIHFmiR-20a-5p
MImiR-515-3pAKFERF X IR, 225G 5001
=Y (P<0.05, %£5) .
2.5 MAMARRMNEEERLE

WAL AN B N B R A% (28.57% )
XA (38.10% ) #HLL, 2Z5Jcgeitsrm X
(P>0.05, %6) .
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Tab.3 Comparison of serum tumor markers between the two groups
(x+s)
Group Case n Observation group Control group t value P value
CAI12-5/(U-mL") Before treatment 68.62+5.05 69.01+5.28 0.346 0.730
After treatment 26.11+£2.85" 48.31+4.15° 28.578 0.000
CEA/(ng-mL™) Before treatment 91.62+8.26 92.114+8.96 0.261 0.795
After treatment 45.62+£5.26" 70.82+7.11° 18.466 0.000
CYFRA21-1/(ng'mL™") Before treatment 10.38£2.62 10.44+2.56 0.106 0.916
After treatment 2.16£1.62° 5.92+1.84° 9.940 0.000
*: P<<0.05, compared with this group before treatment.
F4 WARBINEEIEIRILER
Tab.4 Comparison of immune function indexes between the two groups
(x+s)
Group Case n Observation group Control group t value P value
CD4' T lymphocyte/% Before treatment 28.62+3.66 28.524+3.95 0.120 0.905
After treatment 42.58+5.64" 36.28+4.16" 5.826 0.000
CDS8' T lymphocyte/% Before treatment 38.62+5.55 38.71+£5.29 0.076 0.940
After treatment 29.134+1.52° 33.054+2.85" 7.865 0.000
CD4'/CDS8" T lymphocyte ratio Before treatment 0.75+0.11 0.78+0.12 1.194 0.236
After treatment 1.434+0.34° 1.11£0.19* 5.325 0.000
*: P<<0.05, compared with this group before treatment.
*5 WAIMEMIR-20a-5p. miR-515-3ptLi#k
Tab.5 Comparison of serum miR-20a-5p and miR-515-3p between the two groups
(x+s)
Group Case n Observation group Control group t value P value
miR-20a-5p Before treatment 0.71£0.13 0.74+0.15 0.979 0.330
After treatment 0.48%0.10" 0.55+0.12° 2.904 0.005
miR-515-3p Before treatment 2.41%0.34 2.45+0.29 0.580 0.563
After treatment 1.0240.11° 1.68+0.13" 25.117 0.000
. P<<0.05, compared with this group before treatment.
®6 FWHFARRMBEERILE
Tab. 6 Comparison of the total incidence of toxic and side effects between the two groups
[n(%)]
Group Observation group Control group 7/t value P value
Leukopenia 1(2.38) 2 (4.76)
Myelosuppression 0(0.00) 2 (4.76)
Abnormal liver and kidney function 1(2.38) 2 (4.76)
Thrombocytopenia 1(2.38) 2 (4.76)
Gastrointestinal reaction 6(14.29) 7 (16.67)
Hypothyroidism 3(7.14) 1(2.38)
Total 12 (28.57) 16 (38.10) 0.354 0.552




498 FOE T RIS RHEEIPD- DGR3 B XY IEni R-20a-5pF0ni R-515-3pHIFZIAH S

ERT, A A B 0 & R S A ] I8
PR | MR | TR R AE . FGE L
ARKEJBSAE R I ERER T g
K, HTFAEE. KEEHBRAEER RN, H
TERRRDET L s R, R
P RRAR B 1Y B R 2 3K100 07 . T RER
T i B ARG AR B = RS v, W b
BB A, MPIRILH, EARL LR T
M, B T EAETARIGITII L. e i
FNATT FELAbI T N T, DARER AP Al A o
SN I 57 o P e R O B a8 s [ 411 UK =
SR IE S, BRI A, B A A
B, IREERZAMGI IR ARS8 . FER AR
HRg 2 (HIs RS R, el 2kl
S R IG YT T B SCRIRAR, ANREA R0
FEhlgemt e, A —ar )RR, Hik, Tk
— R R AR DR RIRYT A AR
S HRTIG PR e B S T N 25

it 2 %o A bR VR AIFT , R AT 5
N R R T IS T RSO, B
RN AT, WRZIGARANAT . 51l A RaT)E2018
AR 52 2 i W B ER L vE T B9 2 PD-1
TR, AR S R IR T TR U T Rk
U ORRF SRS R R, WEEZHAORRAIDCR
KE XA, b nl WL, DUARER SAGTAT Bh (5 1k
IR B == A )7 S s Y S (T
) B LA A I e e, T LD A R
BERR P ST 2 FEL{R-1 (programmed death
ligand-1, PD-L1) 4544 iR mPD-13X —
TR, 7 k9 20 0k O e R, O T L
R RS, e piR R > . ARBEgTss
REn, WEAIRIT G IMIECAL2-5, CEAK
CYFRA21-1/KFEHRF X IR . bl L, D
PR BB B A5 1 R B ] BRI 77 R b o5 4
KA, G ARG . TR AT . Rk
R B 308 5 BEL DT P 5 e S B T A2 A AH 56435
TS TR L AR AR TS, AR R AN

RIEFESE: . R PUIIRACR , I CEA S il
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