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Effects of Huisheng oral liquid combined with first-line
chemotherapy on serum levels of VEGF, IL-6 and MMP-9 in
advanced non-small cell lung cancer patients
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(Department of Thoracic Oncology, Baoji People’s Hospital, Baoji Shaanxi 721000, China)

Abstract Objective: To investigate the clinical effect of Huisheng oral liquid combined with first-line chemotherapy
on serum levels of VEGF, IL-6 and MMP-9 in advanced non-small cell lung cancer patients. Methods:

We selected 95 patients with advanced non-small cell lung cancer treated in our hospital from May 2011
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to June 2014. According to different treatment methods, the patients were divided into two groups:
observation group and control group. The observation group received Huisheng oral liquid combined
with first-line chemotherapy, the control group just received first-line chemotherapy. After four courses
of treatment, the short-term effect and the serum VEGF, IL-6, MMP-9 levels in two groups were
compared. Results: The total effective rate of observation group was 72.92%, it is 53.19% for control
group, there had the significant difference in clinical efficacy between the two groups (Pypgz<0.001, P, (=
0.022, Py;p.9<0.001). The serum VEGEF, IL-6, MMP-9 levels of two groups were similar before treatment, there
were no significant differences (Pyy;=0.072, Py ¢=0.054, Py,19=0.121). After the treatment, in disease control
group, serum levels of VEGF, IL-6, MMP-9 were significantly decreased (Py;:<0.001, P;; (=0.016, P,;,.5<0.001);
and the observation group were lower than in the control group, the differences were statistically significant
(Pypr=0.003, P, (=0.011, Py;1r5=0.005). But in the disease progression group, the serum VEGF, IL-6, MMP-9 levels
increased and the difference was statistically significant (Pypgz=0.003, P;; (=0.027, P,;p.,=0.021). The main side
effects of the two groups were digestive tract reaction and bone marrow suppression, and the incidence of WBC
decrease in the observation group was significantly lower than that in the control group (P=0.013). Conclusion:
The combine of Huisheng oral liquid and first-line chemotherapy can monitor the serum levels of VEGF, IL-6 and
MMP-9 in advanced non-small cell lung cancer patients. This method can achieve better results.
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J{4 /it 9 (non-small cell lung cancer, NSCLC) /i ifi &
fr809% LA 1. R H s R R T UEA g
W1, PR AR R A0 B T o B AR T v T A7 A
BRI TG Z F ARG . ISR 25l 3L T 1k
J7 2 HATIE IR LIRIFNSCLC —Z&k 2y, %
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WHE20114E5 A 201446 A 1B & 09T
NREBAEBEIRIT oSBT~ IVIINSCLCE ¥, [a]
BRI TS, HEE SN WA (— ik
I7 7 R LA 1 IR 5 % IR AL (I — by 7
%) MEAFR36~70(F1154.21) % ; F30fi,

18l 1ini28fl, tvIiH2ofl; GRS H, R
230, X PRLHAE W 42~68(HF752.17) % 3 F27,
205 26, V216 BiE23 A, BRI
2400 o PHLHAEWY . PR . TNMA ]| R B 2R
L, ZR TS FE X (P=0.072), HABRHE:
1) B2 K B IE 32 INSCLC; 2)KPSPES) = 6047 ;
3)ARES IR 48 F R S By 4) it A7
>34 H 5 S) AR A A il f A7 AE 2 20 14> B A ]
Mkt 6) A ME IR B FZMER Z . HE
BRbRAE: 1) A E PR A IHE; 2) B IF
JEE . L BUIREA A 3) BE MM EZEAGE
B AR -

1.2 Ak

W22 R FH — ST O B Il A 1 R
Xt B AN — 2R Ak I7 58 . T 4L R 3 45 O TR R
BRI, 225 G248 L (P>0.05).

BI7 7 AR B R R BE . KPS MK Z fiE
Tk FE, AT EME . TP R LRE KN E
K175 mg/m’; 4175 mg/m?*, & ki,
Iy3~4 dffi A, 21 dMIAAW); GP A RGHTY
fli¥E1 000 mg/m*, FEIKE T, 1, 8K; N4
75 mg/m’, WRIKIETE, 433~4 A, 21 A4
W); PCHT R (XM IES00 mg/m*, WK, 4
LK 4175 mg/m*, #bkiETE, 433~4 dffiH,
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21 AHIANJE) ; NP R (K FHIE2S mg/m?®,
ke, i1k, Wi417s mg/m®, FikikEd, o
3~4 A, 21 A IAJEW) .

W2 AR B Al AL )7 B FERE B, NIRRT Y
KM A O AR 10 mL/¥k, 3ik/d, #Z:ARA
4 RTINS

1.3 MEHEHR
1.3.1 7 3

fie MW H O 1Y o UE #E 17 PF f : 52 & 2%
(complete response, CR). #7ZZf# (partial
response, PR). Fai (stable disease, SD). Ji7AL i
JE (progress disease, PD). % M AR % (objective
response rate, ORR)=CR+PR, ﬁﬁ?ﬁﬁ?‘]%(disease
control rate, DCR)=CR+PR+SD,
132 ZBREHSE

BITHIRNATT 3 H G, 43 4l O 20 28 3 0
RN ANEML4~6 mL, SZEIRF3 000 r/min &0
10 min, W EZ2ME, &T-20 CHREAHER,
K ELISAK I L7 VEGE, IL-6, MMP-9/K -,
it 356 Ho 5 3R & 0 36 Roche N A, 454 ™ 4% 4%
R & B A T .

1.4 Git=F41E

KHISPSS 18.048 i 2= A #4740 M, F i
BB bp v 2 (xts) Fon, HHECROR LR FOR
FHICK I A, P<0.0S W E A G5 L.

2 R

2.1 IEHATF L
WBIT3 T H)E, WEH BB ENT2.92%, X

FEAL AT ROCR N $3.19% . 4L 8] Il R I7 3CM L
ERHGIHE L ((’=4.331, P=0.017; #1).

2.2 % VEGF, IL-6, MMP-9 KES5TFHHX &
W CR+PR, SD, PD &G J7 Al MK
VEGF, IL-6, MMP-9/K-F- b4, 2RI Igite
B X (Pyper=0.061, P, =0.132, Py p0=0.098), 4
7 I R 15 i 41 (OR+SD) H % L% VEGE, 1L-6,
MMP-97K - {i Z FEAR (Pype<0.001, Py (=0.022,
Prunp9<0.001) 5 T AL 7E VEGE, IL-6,
MMP-9/K T, AN ERASHIT¥E X
(Pygar=0.038, P, (=0.041, P0=0.033; 3£2),

2.3 WAME VEGF, IL-6, MMP-9 7k F b i

W4 B AT AT IS VEGE, IL-6, MMP-97/K
£ R TG L (Pyger=0.072, Py (=0.054,
Popo=0.121), JRI73 NG, RANGITHTE AL,
PIZH % M VEGE, IL-6, MMP-9/K V-1 i & 4%
(WELH : Pypep<0.001, Py =0.016, Pyyp0<0.001;
YFHEZH . Pupi=0.003, Py =0.011, Pyyp,=0.005); M
HZE A, MEAIMEVEGE, IL-6, MMP-9
IR i A T X B4 (Pyger=0.003, P, (=0.027,
Ponpe=0.021; 3),

2.4 AT R RAIEREE

WA AN RS 0] B 36 PR T Ak T S R
T o XA [ R T 5 A AN BRI R AT X
Ja KRB, NLES L M Al A 1 & AR R AL T X R
H(P=0.013), HAANRRNZERLGHEI¥%E X
(P>0.05, #4).

F1 BEERTRILE

Tablel Comparison of clinical effect between the two groups

iRl n CR PR SD PD OR/%
Mg 48 S 30 10 3 72.92*
it A 47 4 21 13 9 §3.19

R IRALERL, *P<0.05,
Compared with the control group, *P<0.05.
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K2 AEFTRBEBITAIFIIEVEGF, 1L-6, MMP-97KFHZE{L
Table 2 Changes of serum VEGF, IL-6, MMP-9 level in patients with different clinical effect of NSCLC before and after therapy

JTR n VEGF/(pg-mL™") IL-6/(pg-mL™") MMP-9/(ng-mL™")
=P gl
OR 60 53221 + 88.34 219.56 + 44.29 447.88 +72.10
SD 23 506.77 +79.13 225.73 +49.15 458.36 + 66.15
PD 12 $32.56 + 83.17 223.27 + 52.07 460.17 + 55.26
RITE
OR 60 91.34 +21.73* 85.63 * 26.08* 92.52 + 28.18*
SD 23 198.04 + 29.17* 111.15 + 39.12* 124.78 + 31.21*
PD 12 607.77 + 87.58* 292.17 + 51.22* 556.29 +27.13*

5R7RIHLE, *P<0.05,

Compared with before treatment within the same group, *P<0.0S.

=3 WAEE T HIEIMEVEGF, IL-6, MMP-97Kk 354,

Table 3 Changes of serum VEGF, IL-6, MMP-9 level before and after therapy between the two groups

21 ) n VEGF/(pg-mL™") IL-6/(pg-mL™") MMP-9/(ng-mL™")
=P gl
ML 48 508.34 +92.15 228.45 + 45.90 438.01 + 67.12
papitcEel 47 511.25 + 82.19 222.13 + 50.02 459.22 + 56.30
BITIE
ML 48 12242 +21.29% 103.24 + 34.28" 99.32 + 31.28*
X HRZH 47 203.04 + 32.19” 131.56 + 45.19° 136.2 + 24.19°

S MAIATT IS L, *P<0.05; SIATTETILES, “P<0.0S.

Compared with after treatment of the control group, *P<0.05; compared with before treatment within the same group, "P<0.05.

FaWATRR MR

Table 4 Comparison of side effects between the two groups

2053 n ST PRI/ [5(%)] 14 820/ 151 (%) ] /s /161 (%) ]
MEL2 48 5(10.4) 8(16.7) 11 (22.9)

X R 47 6(12.8) 17 (36.2) 16 (33.3)

P 0.078 0.013 0.062

3 itig L5 X BRALAR LG, W88 2 R AR 1 g R R, i —

A 7 38 a0 RN L A PN YR T R R RN T 4
Z 0] B M VEGE, IL-6 HIMMP-9R /K, &
BIT3I A, BT RuEmit R B EZoh, ™
ZH M ¥EVEGE, IL-6FIMMP-91) /K24 i 25 A%

A5 UE WY (8] A= 11 R IR S — AL T 28 0 I PR TT AL
LT — A7 T %

M Hanahan " i WLIT OGP R 38
BRI AR R AR O A AR A AT i A R A
E PR 1 TR A P R 5T B o T R ) A
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B Ry S b R R ZE R R By AN,
MM P-9 ) 3% ik 16 I 12 28 5 7 1) 3o 78 b e OGS A
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55 I 9g I B 45 sl Ab R A G, Ik iR i S
A B

AW FE X 1L 7 VEGE HIMMP-9 7K - 53897 J7
KA R BETT, S5RER . RRENAIF T
KRB EIRIT)E ML7E VEGERIMMP-9/K V- 1778 ik 3% 2
5, WELH IR YT 5 A X B4 VEGE FIMMP-97K
SRR AR A G, U R Rl A 1R RT RE X B T X
BRI VEGERIMMP-9 235 A il /E A, @ a4
Tl VEGFHIMMP-9 & 15 & 2 i Bhbr g m /e, B
PRBLHNT T E— 2 TR .

IL-6&— M ZINREM MM 7, & EZERFET
PO WEAN A, 2 R A A 5 5 2 A R g5 S
BF, TL-61] LAE i3 55 43 6 19V FH Pl B A% - 1 5 44
7 A X e g A A K AT R g 5 TR AR 22 R
ANHE B AT L= AR I -6, St [ 40 W AR T
YERTF A &S Bigel R . EREEERE
i, IL-6% AR A I H IS IL-6 1 KAl A —
EFRE R BNSCLCHY R

A, Bali Ay f ml AR IR A Ak
7 YRl A iR AT R LT P 1L -6 K Ak YT R
FEAR . X FBalifbyy i &, b o 40 i T LLFE
A7 G B A AE DRI i s 200 19 43 06 P4 TIL - 6., i) s ik
Do AT EEE N T, IL-67K - B AR IR R Tk,
X FEEAG 55 T PA DR PR IE AN AE R, M
FE—EFEE LR T RE I RIE S, MENSCLC
B PR IR, 38 B SRR T N 1 T AZ
PR, DT XS g A 3 B K3 5, AR IL-67K
S AT e R TR

ZE FRRR, R R0 AE OB R A — AT 7
FIRIT PG INSCLCYF R &, B2 B Ak

MIHNSCLC R H BA A SR IT iz —. {HH
T AR 5 1 b [ B o RRE AR AR N, BTG
PR T RO AR A I I i B, T A S
Wik — Ly KA &, SEROERI ], DA R4S
SRR 8 B s A2 18

S 3Lk

1. Siegel R, Naishadham D, Jemal A. Cancer statistics[J]. CA Cancer ]
Clin, 2012, 62(1): 10-29.

2. Schiller JH, Harrington D, Belani CP, et al. Comparison of four
chemotherapy regimens for advanced non-small-cell lung cancer[J]. N
Engl ] Med, 2002, 346(2): 92-98.

3.0 SR, WL, AT, AR A N e R S v T
JE[7]. HEERHEZ, 2012, 15(33): 3812-3815.

HAO Liguo, SHEN Baozhong, LI Renfei, et al. Progress in combined
treatment of advanced non-small cell lung cancer[ J]. Chinese General
Practice, 2012, 15(33): 3812-3815.

4. AVIEAR, TR, T A, S5 AR DIRIGTT T AR /N A A i s £
FRCRER 7], 1N AR £ 25, 2011, 51(51): 101-102.

YU Yuandong, ZHANG Lu, LEI Jinhua, et al. The effect of Huisheng
oral liquid on patients with advanced non-small cell lung cancer[]].
Shandong Medical Journal, 2011, 51(51): 101-102.

S. Hanahan D, Folkman J. Patterns and emerging mechanisms of the
angio-genic switch during tumorigesis[ J]. Cell, 1996, 86(3): 353-364.

6. Andersen S, Donnem T, Al-Shibli K, et al. Prognostic impacts of
angiopoietins in NSCLC tumor cells and stroma: VEGF-A impact is
strongly associated with Ang-2[J]. PLoS One, 2011, 6(5): e19773.

7.  Eilertsen M, Pettersen I, Andersen S, et al. In NSCLC, VEGF-A response
to hypoxia may differ between squamous cell and adenocarcinoma
histology[ J]. Anticancer Res, 2012, 32(11): 4729-4736.

8. Yang X, Zhang Y, Hosaka K, et al. VEGF-B promotes cancer metastasis
through a VEGF-A-independent mechanism and serves as a marker of
poor prognosis for cancer patients[ J]. Proc Natl Acad Sci USA, 2015,
112(22): £2900-2909.

9. Abdel-Rahman O. Targeting vascular endothelial growth factor (VEGF)
pathway in gastric cancer: preclinical and clinical aspects[J]. Crit Rev
Oncol Hematol, 2015, 93: 18-27.

10. Roomi MW, Monterrey JC, Kalinovsky T, et al. Patterns of MMP-2 and
MMP-9 expression in human cancer cell lines[ J]. Oncol Rep, 2009,
21(5): 1323-1333.

11. Wu ZS, Wu Q, Yang JH, et al. Prognostic significance of MMP-9 and
TIMP-1 serum and tissue expression in breast cancer[J]. Int J Cancer,
2008, 122(9): 2050-2056.

12, B, SRBUAR, 25 2R LV BRI MIMP-9 /KT~ fo A6 I 76 B



2610

I R i 2k i, 2017, 37(12)  http://Icbl.amegroups.com

13.

14.

FE2 WP R L. T R I IR, 2013, 40(5): 287-289.

LIANG Bin, GUO Zhengdong, LI Yunhui. Clinical significance of
serum and urine MMP-9 in patients with ovarian cancer[J]. Chinese
Journal of Clinical Oncolog, 2013, 40(5): 287-289.

Hawinkels L], Zuidwijk K, Verspaget HW, et al. VEGF release by
MMP-9 mediated heparan sulphate cleavage induces colorectal cancer
angiogenesis[ J]. Eur J Cancer, 2008, 44(13): 1904-1913.

X, G0, W, SRR AR OC LT AR i o 7 IBTL-6 fr AR /N
AR G A A ). B AR BEREA2A A, 2013, 35(17): 1788-1791.
LIU Ming, XIE Mian, CHEN Ruchong. Cancer-associated fibroblasts

promote the growth of non-small cell lung cancer by secreting

A5 A R, R, B, AR, B, B A AR
B — ST 7 S XS I /N2 i 9 £ UL T VEGE, TL-6,
MMP-9/KF-FFEI [ 7). I RS9 BEZR A, 2017, 37(12): 2605-2610. doi:
10.3978/j.issn.2095-6959.2017.12.016

Cite this article as: WU Mingjun, WANG Xiangdong, CHEN Yu, YANG
Lindong, LIANG Yuhe. Effects of Huisheng oral liquid combined with
first-line chemotherapy on serum levels of VEGF, IL-6 and MMP-9
in advanced non-small cell lung cancer patients[J]. Journal of Clinical
and Pathological Research, 2017, 37(12): 2605-2610. doi: 10.3978/
jissn.2095-6959.2017.12.016

1s.

16.

interleukin-6[ J]. Acta Academiae Medicinae Militaris Tertiae, 2013,
35(17): 1788-1791.

Costa C, Capitan AG, Mayo C, et al. Expression of MET, IGF-1R,
IL-6/gp130, and AXL in erlotinib-treated non-small cell lung cancer
(NSCLC) patients (p) with EGFR mutations[J]. Asco Meeting
Abstracts, 2010, 28(Suppl 15): 7555.

Shintani Y, Fujiwara A, Kimura T, et al. IL-6 secreted from cancer-
associated fibroblasts mediates chemoresistance in NSCLC by
increasing epithelial-mesenchymal transition signaling[J]. J Thorac

Oncol, 2016, 11(9): 1482-1492.



