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Effect of endostatin in combination with icotinib on chemotherapy sensitivity , tumor markers,and
prognosis in patients with advanced non-small cell lung cancer

CHEN Taoli, LIU Yunfei, WANG Yanpeng, SUI Junzhao, WANG Qichuan

( Department of Pulmonary Oncology , Nanyang Second People’s Hospital , Nanyang 473000, China)

Abstract Objective To investigate the effects of endostatin combined with icotinib on chemotherapy sensitivity, tumor markers,
and prognosis in patients with advanced non-small cell lung cancer (NSCLC) . Methods A total of 88 patients with advanced NSCLC
admitted to our hospital from January 2019 to August 2020 were selected and randomly assigned to two groups,with 44 patients in each
group. The patients in both groups were treated with pemetrexed+cisplatin (PP) chemotherapy, whereas those in the control group were
administered echitinib and those in the observation group was treated with endostatin combined with icotinib. Patients in the two groups
were assessed for clinical efficacy,tumor markers [ carbohydrate antigen (CA) 50, carcinoembryonic antigen (CEA), eytokeratin 19
fragment (CYFRA) 21-1], T lymphocyte subsets,mictoRNA expression levels (miR-34h, miR-204-5p,and miR-158-5p) and tyrosine protein
excitation. We also examined janus kinase 2 (JAK2) /signal transducer and activator of transcription 3 (STAT3) signaling pathways , along with
adverse reactions. Results We detected no significant differences between the two groups with respect the total response rate (P > 0.05) .
Following treatment, the levels of serum CA50,CEA ,and CYFRA21-1 in the observation group patients were found to be lower than those
of patients in the control group (P < 0.05) . Similarly, the levels of CD3*,CD4",CD4"/CD8" in observation group patients were higher than
those in the control group patients ,whereas the levels of CD8" were lower than those in the control patients (P < 0.05) . Furthermore , the
expression levels of miR-34b, miR-204-5p, and miR-158-5p in the observation group patients were higher than those in the control group
patients, whereas contrastingly,the levels of JAK2 and STAT3 mRNA expression were lower than those in the control group (P <
0.05) . In addition, the progression-free survival of the observation group patients was higher than that of control group patients (P < 0.05) .
Conclusion The combination of endostatin and icotinib has clear therapeutic efficacy in patients with advanced NSCLC , which can con-
tribute to enhancing their sensitivity to chemotherapy and immune function. We speculate that the underlying mechanisms of action may
be associated with a reduction in the activity of the JAK2/STAT3 signaling pathway , which is beneficial for patient prognosis.
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Tab.1 Comparison of clinical efficacy between two groups
Group CR[n (%) ] PR[n (%) ] SD[n (%) ] PD (%) [n (%) ] ORR (%)
Observation group (n = 44) 1(2.27) 25(56.82) 15(34.09) 3(6.82) 59.09
Control group (n = 44) 0(0.00) 18(40.91) 21(47.73) 5(11.36) 4091
X’ 2.909
P 0.088

IRYTHT, 220 IR bR G W K LR 22 7 B G
HEE (P> 0.05) 38975, 241 1ML1ECAS50 .CEA |

CYFRA21-17K 3883697 1 B W BRI, oS 41 4%
X FEZH R APR IR B2 B R (P < 0.05) o L 3R2,

F®2 2AMMEIREMLLE (x+s)

Tab.2 Comparison of tumor markers between two groups (x +s)

Group CA50 (U/mL) CEA (pg/L) CYFRA21-1 (pg/L)

Before treatment

Observation group (n = 44) 2538 +4.26 19.68 +4.55 16.69 +2.88

Control group (n = 44) 27.00 +5.48 18.75 + 3.84 15.74 +2.59

t 1.548 1.036 1.627

P 0.125 0.303 0.107
After treatment

Observation group (n = 44) 15.74 +3.08" 12.25 +2.41" 7.08 £1.27"

Control group (n = 44) 2023 +4.12" 14.46 +2.36" 1131+ 1.75"

t 5.790 4.346 12.976

P <0.001 <0.001 <0.001

1) P < 0.05 vs. before treatment in the same group.
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Tab.3 Comparison of T lymphocyte subsets between two groups (x +s)

Group CD3" (%) CD4" (%) CD8" (%) CD4*/CD8*

Before treatment

Observation group (n = 44) 5247 £3.52 22.49 +3.38 24.98 +4.37 0.90 +0.28

Control group (n = 44) 53.76 + 3.64 21.66 +4.21 25.02 +5.68 0.87 +0.20

t 1.690 1.020 0.037 0.578

P 0.095 0.311 0.971 0.565
After treatment

Observation group (n = 44) 59.26 +5.21" 38.23 +4.02" 17.73 £ 4.25" 127 +0.32"

Control group (n = 44) 46.85 +4.07" 16.69 +3.68" 30.21 +3.26" 0.91+0.19

! 12.451 26.216 15.455 6.417

P <0.001 <0.001 <0.001 <0.001

1) P < 0.05 vs. before treatment in the same group.

TBYT I, 24ImiRNAR IK LB TE Se 1127 22 57 (P>
0.05) ;3877 I , WLEE 4 miR-34b . miR-204-5p . miR-158-
SpFIRAKCF R 3 5 TIRYTHT (P < 0.05), 1M % B0

EIRITHT LR TC S 12 22 7 W5 4 miR-34b . miR-
204-5p .miR-158-5p#& 1k 7K - &k 3 5 T % R 41 (P <
0.05), L3R4,

F4 2AmMIRNARILLLE: (x+s)
Tab.4 Comparison of miRNA expression between two groups (x +s)

Group miR-34b miR-204-5p miR-158-5p

Before treatment

Observation group (n = 44) 1.02+0.26 1.82+0.50 2.75+0.74

Control group (n = 44) 1.00 +0.31 1.79 £ 0.48 2.80 +0.83

t 0.328 0.287 0.298

P 0.744 0.775 0.766
After treatment

Observation group (n = 44) 1.38 +0.34" 4.32+0.74" 7.11£1.35"

Control group (n = 44) 1.03£0.28 1.81£0.53 2.76 £ 0.69

I 5271 18.292 19.032

P <0.001 <0.001 <0.001

1) P < 0.05 vs. before treatment in the same group.

2.5 24HJAK2 STAT3 mRNAZRIE M A

V6T BT, 22HJAK2 STAT3 mRNAZ ik /K - Fb %5
TGt 2E 2 7(P>0.05) ;697 )5, 241JAK2 STAT3
mRNAZK B IRV Y H06 7 1 U R, g2 A%
TXEAL IR AT G ZE K TR, 2 705001
2E X (P <0.05), WS,
2.6 241 R RN A

WELLH AN RN A 25 50 IR LA, 22 7 T
Giit i L (P>0.05), L6,
2.7 24115 A

B 5244 H , WLEE LR IR 2H 43 55146 349 A4 5]
AN Ey R AT I Uk &2 F et = 0
I 2H [87.80% (36/41) vs. 70.00% (28/40), x *=3.871,
P=0.049], WL 1,
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Tab.5 Comparison of JAK2/STAT3 signaling pathways between the two groups (x +s)

G JAK2 mRNA STAT3 mRNA

o Before treatment  After treatment Difference Before treatment  After treatment Difference
Observation group (n = 44) 1.52+£0.32 0.84 +0.20" 0.68 +£0.12 1.35+0.29 0.73 +0.18" 0.62+0.11
Control group (n = 44) 1.49£0.28 1.12+031" 0.37 £ 0.09 1.37+£0.24 1.01+0.22" 0.36 £0.10
t 0.468 5.034 13.079 0.352 6.534 11.601
P 0.641 <0.001 <0.001 0.725 <0.001 <0.001

1) P < 0.05 vs. before treatment in the same group.
6 2BARRKEEEN (%) ]
Tab.6 Comparison of adverse reactions between the two groups [n (%) ]

Group Arrhythmia Nosebleed Leucopenia Nausea and vomiting ~ Stomatitis Neutrophils Total
Observation group (n=44) 1(2.27) 2(4.55) 3(6.82) 5(11.36) 4(9.09) 2(4.55) 17(38.64)
Control group (n = 44) 0(0.00) 3(6.82) 2(4.55) 4(9.09) 3(6.82) 2(4.55) 14(31.82)

X’ 0.448
P 0.503
ool CYFRA21- 18028 5 B ok o B, &5 ) e 2
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Fig.1 Comparison of survival curves between the observation
and control groups
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