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Correlation Between Dose Exposure Intensity and Efficacy and Safety of Apatinib in the
Treatment of Advanced Gastric Cancer”

MA Xiao, WANG Jingting, MA Zhongjun, WANG Jing, CAO Bangwei ( Cancer Center, Beijing
Friendship Hospital, Capital Medical University, Beijing 100050, China)

ABSTRACT OBJECTIVE:; To probe into the correlation between dose exposure intensity and efficacy and safety of
apatinib in the treatment of advanced gastric cancer. METHODS ; Totally 44 patients with advanced gastric cancer who
received apatinib targeted therapy admitted into the hospital from Jun. 2018 to Nov. 2020 were extracted. Clinical data
and medication status of the patients were collected, and the dose exposure intensity was the product of the daily
medication dose and the medication time(d). Kaplan-meier curve, X test and other statistical methods were used to
analyze the clinical efficacy and safety of apatinib in the treatment of gastric cancer at different dose exposure intensity.
RESULTS; The mPFS in the high and low dose exposure intensity groups were respectively 5. 20 months and 3. 90
months, the difference was statistically significant (P =0.006). The mPFS of the long-term medication group was
5.90 months, longer than 4. 00 months of the short-term medication group, with statistically significant differences
(P=0.022). The mOS of the high initial dose group was 7.40 months, shorter than 9. 50 months of the low initial
dose group, with statistically significant differences (P=0.018). The mOS of the first-line and second-line apatinib
treatment groups was longer than that of the third-line apatinib treatment group, the difference was statistically
significant ( P = 0.001, 0.001). There was no significant difference in mPFS and mOS between the combined
immunotherapy group and the non-immunotherapy group (P>0.05). The mPFS of the combined traditional Chinese
medicine group and the non-combined traditional Chinese medicine group were respectively 5. 20 and 4. 00 months,
the combined traditional Chinese medicine group was longer than the non-combined traditional Chinese medicine
eroup, the difference was statistically significant (P=0.041). The incidence of grade 3 to 4 adverse drug reactions in
the high-dose group was higher than that in the low-dose group, and the difference was statistically significant ( P<
0.05) , mainly including myelosuppression and gastrointestinal adverse drug reactions. CONCLUSIONS: The efficacy
of apatinib in the treatment of advanced gastric cancer was significantly positively correlated with dose exposure
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intensity,, high dose exposure intensity could prolong the PFS, and early application of low-dose apatinib (250 mg/d)

can improve patients’ tolerance, and adverse drug reactions could be controlled.
KEYWORDS Apatinib; Gastric cancer; Dose exposure intensity; Efficacy; Safety
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Tab 2 Clinical characteristics of 44 patients
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Fig 1 PFS and OS survival curves of different dose exposure intensity

5iH nE WilE(%) L] LES ﬁﬁfﬁﬂéﬁt (%)
iE 5 <60 14 (31.82) I 1 —&% 15(34.09)
60~70 17 (38.64) T4 18(40.91)
=70 13 (29.54) =% 11(25.00)
izl ilis 31 (70.45) |[EER5 b0k /4b | 11(52.38)
Ttk 13 (29.55) 2 7(33.33)
HERFRE W 20 (45.45) =3 3(14.29)
ik 24 (54.55) L 2k IR 4(19.05)
JHZ4m i) K250 19 (43.18) 8 6(28.57)
il 5(56 82) MENREER 8 (38.10)
Rz ik 16 (36.36) R 2(9.52)
L 28 (63.64) B LIRS 2(9.52)
TR 0l 5(11.36) HHEE 2(9.52)
BAITY  35(79.55) || ECOG #43/4 0 8(18.18)
BEARIRATF 17 (38.64) | 34(77.27)
A2 15(34.09) 2 2(4.55)
1T — R TR
— R TR
0.8
=
&R 0.6
R
H mPFS=3.90;
= 0.4 |
'
0.24
Oﬂ ‘
0 5 10 15 20
PFS/H
1.0
Kt HAGA
— R R A
0.8
U—é H
KR 0.6 !
ﬁ mPFS=5.90
& 04
M H
0.2 _LL_‘
0 I 1
0 5 10 15 20

PFS/H

1.0 KR 24
— R R E
0.81
u§ 0.6 !
ﬁ ] __Lq mOS=10.50
X 04 mOS 750 i
B&
0.2
0
0 10 20 30 40

0S/H

2 A EAZRER) PFS #1 OS 774k

Fig 2 PFS and OS survival curves of different medication time
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Fig 5 PFS and OS survival curves with or without combination of traditional Chinese medicine
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Tab 3 Comparison of adverse drug reactions between low-dose group and high-dose group ( cases)
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Note; In the X* test, when the sample size is <40 or the theoretical frequency is <1, it is not appropriate to calculate the X* value, which is expressed as “—
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