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Clinical Observation of Appatinib Combined with Systemic Chemotherapy for Liver Metastasis of
Gastroenteropancreatic Neuroendocrine Neoplasm

XIONG Rui', YIN Tao', DUAN Chuanyi', GAO Jianlong', JIANG Jianxin® (1. Second Ward, Dept. of
Hepatobiliary and Pancreatic Surgery, Hubei Provincial Tumor Hospital, Wuhan 430079, China; 2. Dept. of
Hepatobiliary Surgery, Hubei Provincial People’s Hospital, Wuhan 430060, China)

ABSTRACT OBIJECTIVE: To observe the efficacy and safety of apatinib combined with systemic chemotherapy for hepatic
metastasis of gastroenteropancreatic neuroendocrine neoplasms (GEP-NEN). METHODS: Totally 60 patients with GEP-NEN in
Hubei Provincial Tumor Hospital from Jan. 2016 to Jan. 2018 were randomly divided into systemic chemotherapy group, apatinib
group and combination group, with 20 patients in each group. Systemic chemotherapy group was given Etoposide injection 80 mg/m’,
once a day dis, intravenously+Cisplatin for injection 20 mg/m*, once a day d.s, intravenously, every 3 weeks for a cycle. Apatinib
group was given Apatinib mesylate tablets 0.5 g, once a day. Combination group received treatment as systemic chemotherapy
group+apatinib group. All three groups were treated continuously for 3 months. The clinical efficacies of 3 groups were observed.
The serum levels of tumor markers (CEA, NSE, CgA and CA19-9) before and after treatment, survival situation after treatment
and the occurrence of ADR during treatment were also observed. RESULTS: The objective remission rate, disease control rate,
median overall survival and survival rate of combination group were significantly higher or longer than those of systemic
chemotherapy group and apatinib group. Median progression-free survival and the incidence of ADR were significantly shorter or
lower than systemic chemotherapy group and apatinib group (P<<0.05). After treatment, the levels of CEA, NSE, CgA and
CA19-9 in 3 groups were significantly lower than before treatment, and combination group was significantly lower than systemic
chemotherapy group and apatinib group (P<C0.05). There was no statistical significance in above indexes between systemic
chemotherapy group and apatinib group (P>0.05). CONCLUSIONS: Apatinib combined with systemic chemotherapy for liver
metastasis of GEP-NEN is effective and safe, which can improve the level of serum tumor markers, prolong the survival time of

patients and improve survival rate.
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Tab 1 Comparison of general information among 3
groups

i v ERGES), BMIGts), FFIE

45 no B ¥ kg/n? 7@5{ % BN

5 0 11/9
PiEs 20 9/11
e 2 1010
1.3 RITHIE

A B A7 4 BB 45 TARFEI0 B ST [5RE I 2
(g rg ) A PR\, v S0 - [ 25 157 H20143143, #1L
#4:5 mL:0.1 g]80 mg/m?, & H 17K, dis, B BRI VE+TT 5t
FHGER (55 456 25 4 BR A ), b S5« [ 25 o 7
H37021358, #i4% : 10 mg) 20 mg/m’, 4 H 11K, d\-s, # Ik
B3 LA R BT e A AR S T R R

4152153
4132150
4782157

2622141 10 8
2481179 9 10
2289159 11 9
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Tab 2 Comparison of clinical efficacies among 3
groups

43 no CRMI PR SDL PDI BWEHRE. % BRENE, %

SR 20 3 3 6 8 30.00 60.00

P 20 4 3 5 8 35.00 60.00

IGE 2 6 8 6 0 70.00° 100

TE: 5 B by P4l b, " P<<0.05; SRR R 241 4, "P<<0.05
Note: vs. systemic chemotherapy group, * P<<0.05; vs. apatinib
group, “P<<0.05

2.3 34HHEEPFS.OSLLE

B 2 EE 5 PFS B 3506 14 B4y 7 4URn BT o Je
40,08 B E KT g7 mpaeEs e 4, 274 %
TR L (P<0.05) 5 4= B Aby7 241 5 By 8k Je 41 b g 25
SIG I FE L (P>0.05), 4,
24 SHEBELETERILE

A 2 B A AR (EAERT ) R 3~24 1 H ) i 3
m TS T HMBTIAE R, 2R E G FE X
(P<<0.05) ; Ifij 4= B ALy 7 1 S5 BT ii B Je 4 b i 22 = o 4t
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Tab 3 Comparison of serum levels of tumor markers among 3 groups before and after treatment(x + s)

) ; CEA,ng/mL NSE,ng/mL CgA,ng/mL CAI199,U/mL

g} niagh T g IR i g} g
29frrH 20 1345344 711£2.05° 2022£3.65 15.02£2.88° 108.66 £ 68.32 50.26£3055 824511236 334612767
P 20 13.16£3.68 7152107 2034+3.78 15.16£2.68° 108.1668.78 513343018 82.16112.58 3255+ 12.18°
Tre4l 20 13.4613.11 541£0507 20.12£3.89 1024£1.62 108.13£68.82 300641526 82.76+12.05 209641055

T SIRYTHT AL, " P<<0.05; 54 Ly F A H AL, "P<<0.05; SR e 41 b4, *P<<0.05
Note: vs. before treatment, *P<<0.05; vs. systemic chemotherapy group , "P<<0.05; vs. apatinib group, “P<<0.05
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Tab 4 Comparison of PFS and OS among 3 groups
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Tab 5 Comparison of survival rate among 3 groups

(x+ s, month)
Eib] n PES 0s$
L eI 2 102413 133425
il 2 83515 185£15
A4 2 22405 00+15%

T 2B UL, " P<<0.05; 5 BTIAE @ 20 L 4%, *P<<0.05
Note: vs. systemic chemotherapy group, * P<<0.05; vs. apatinib
group, "P<<0.05
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W36,
3 Tt

H X F GEP-NEN JHH %8 [ K2k A S 18
290 ERARTT Y. SRR Tk, T VE A
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I ZRAE , X B TR by T RO AR —ZRIG
I7 B ME—BERE . AHOCHFSE BRI 4 408 A il A AR
SRR A RN s I S AT, AR 4 S5 U 2 1
PR S SR IR TR e RS A A 22

B i 25 J o I A PN B 4 A K TR 3% 4k 2 (VEG-
FR2) ELA i AR PEE , nl il ad 55 4 40 s N VEGFR2 (1) i}
IERSAZAT —WEIR (ATP) 2555, BEINT (5 54 =, 10
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HHAA ST (=20) BT e 4 (n=20) BAH(n=20)
' ey 2SN -/ G < L a1 QY =

1 20 100 20 100 20 100

2 20 100 20 100 20 100

3 19 95.00 19 95.00 20 100™

4 19 95.00 19 95.00 20 1007

5 19 95.00 19 95.00 20 100"

6 18 90.00 18 90.00 19 95.00"

7 17 85.00 17 85.00 19 95.00"

8 16 80.00 16 80.00 19 95.00"

9 15 75.00 14 70.00 18 90.00"
10 14 70.00 13 65.00 17 85.00
11 13 65.00 12 60.00 17 85.00
12 12 60.00 1 55.00 16 80.00
13 1 55.00 10 50.00 16 80.00
14 10 50.00 9 45.00 16 80.00
15 9 45.00 9 45.00 16 80.00
16 9 45.00 9 45,00 16 80.00
17 9 45.00 9 45.00 16 80.00
18 9 45.00 9 45,00 16 80.00
19 8 40.00 8 40.00 16 80.00
20 8 40.00 8 40.00 16 80.00
21 7 35.00 8 40.00 16 80.00
22 6 30.00 7 35.00 16 80.00
23 5 25.00 6 30.00 15 7500
24 5 25.00 6 30.00 15 7500

H e 5T AL, P<0.05; 5 FTiE B4 He ik, P<0.05
Note: vs. systemic chemotherapy group, * P<<0.05; vs. apatinib
group, "P<<0.05
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Fig1 Kaplan-Meier survival curves of 3 groups
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Tab 6 Comparison of the incidence of ADR among 3

groups

i) n AR ik BRSO B0 REE %
25frdl 2 1 | 1 2 25.00
Pt el 2 1 | 1 | 20.00
A 2 0 0 0 0 0%

5B r Al b, " P<<0.05; 5 FifE e 4l Hu s, *P<<0.05
Note: vs. systemic chemotherapy group, * P<<0.05; vs. apatinib
group, "P<<0.05
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