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Abstract: [Objective] To investigate the efficacy and safety of anlotinib monotherapy for elderly patients
with extensive-stage small cell lung cancer(ES-SCLC) and to explore the association between hypertension sta-
tus and prognosis simultaneously. [ Methods ] Designed as a retrospective analysis, this study included a total
of 89 elderly patients with ES-SCLC over 60 years old who failed after the standard regimens. All the subjects
were treated with anlotinib monotherapy at an initial dosage of 12 mg or 10 mg. Clinical and demographic
characteristics of the elderly patients were collected through the medical records of the patients in the depart-
ment and the electronic medical record system in the hospital. Follow-up was performed and toxicity profile
was recorded, respectively. Progression free survival(PFS) and overall survival(OS) were carried out with Ka-

plan-Meier survival curves and multivariate analysis were adjusted by Cox regression analysis. The primary
endpoint was PFS, the secondary endpoints were objective response rate(ORR), disease control rate(DCR),
0S, safety profile and the association analysis between hypertension status and prognosis. [Results] The
best overall response of the 89 elderly patients with ES-SCLC receiving anlotinib monotherapy suggested that
partial response was observed in 5 patients, stable disease was noted in 64 patients and progressive disease
was seen in 20 patients. Therefore, the ORR of anlotinib in elderly patients with ES-SCLC was 5.6%(95%CI :
1.85%~12.63%), DCR was 77.5%(95%Cl:67.45% ~85.70%). The median PFS of the 89 elderly patients
with ES-SCLC was 3.3 months (95%Cl1:2.63~3.97), the median OS was 7.3 months (95%CI:5.97~8.63). The
toxicity profile demonstrated that the most common adverse reactions of elderly patients receiving anlotinib
monotherapy were hypertension, hand-foot syndrome, fatigue, anorexia, proteinuria and hematological toxic-

ity. Among them, a total of 31 patients developed hypertension. Additionally, Cox multivariate analysis for
PFS demonstrated that hypertension status was an independent factor for PFS(HR=0.71, P=0.024). [ Conclu-

sion] Anlotinib was of potential efficacy and tolerable safety for elderly patients with ES-SCLC who failed af-
ter the standard regimens. Hypertension that occurred in the treatment of anlotinib might serve as a useful
biomarker to predict PFS.
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Table 1 Baseline features of the 89 elderly patients with ES-SCLC according to
hypertension status[n(%)]

Hypertension status

Feature N Hypertension Non—h?lper— g P
(n=31) tension
(n=58)
Gender
Male 68(76.4) 24(77.4) 44(75.9)
Female 21(23.6) 7(22.6) 14(24.1) 0.0270.869
ECOG score
0~1 45(50.6) 16(51.6) 29(50.0)
.021 0.
2 44(49.4) 15(48.4) 29(50.0) 0.0210.885
Smoking status
Non smoker 22(24.7) 8(25.8) 14(24.1)
4 .862
Former smoker/smoker 67(75.3) 23(74.2) 44(75.9) 0.030 0.86
Relapse type of first-line regimen
Platinum-sensitive 43(48.4) 15(48.4) 28(48.3)
Platinum-resistant 40(44.9) 14(45.2) 26(44.8) 0.000 0.991
Not known 6(6.7) 2(6.5) 4(6.9)
History of previous treatment
Second line 39(43.8) 14(45.2) 25(43.1)
4 .852
Further line 50(56.2) 17(54.8) 33(56.9) 0.0350.85
History of previous radiotherpay
Yes 72(80.9) 26(83.9) 46(79.3)
No 17(19.1) 5(16.1) 12(20.7) 0.2720.602
History of targeted drug therapy
Yes 17(19.1) 7(22.6) 10(17.2)
No 72(80.9) 24(77.4) 48(82.8) 0.373 0.542
Initial dosage of anlotinib (mg)
12 61(68.5) 22(71.0) 39(67.2)
.1 71
10 28(31.5) 9(29.0) 19(32.8) 0.130 0.718
History of hypertension
Yes 38(42.7) 1.9 25(43.1)
No 51(57.3) 8.1 33(56.9) 0.011 0915
Systolic pressure level(mmHg)[Median(range)|
122(93~138) 122(95~137) 122(93~138) - 0515
Diastolic pressure level(mmHg)[Median(range)]
81(57~89)  81(58~89)  81(57~88) - 0.673
Median age(years old)[Median(range)]  71(60~85)  71(60~83)  70(60~85) - 0411

Notes : ES-SCLC : extensive-stage small cell lung cancer; ECOG ; Eastern Cooperative Oncology Group

I Hypertension(n=31)
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Figure 1 Waterfall plot for the best percentage change in target lesion size
of the 89 elderly patients with ES-SCLC according to hypertension status
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Table 2 Univariate analysis of progression free survival according to
baseline characteristics subgroups

Characteristic bilzdlem 1H 95%Cl1 P
(months)
Age(years old)
<71 43 3.6 2.85~4.35
0.311
=71 45 2.8 2.21~3.39
Gender
Male 68 2.8 1.96~3.64
0.357
Female 21 4.1 2.99~5.21
ECOG score
0~1 45 4.1 3.09~5.11
0.011
2 44 2.2 1.38~3.02
Smoker status
Non smoker 22 3.1 1.98~4.22 0.616
Former smoker/smoker 67 3.3 2.03~4.57
Relapse type of first-line regimen
Platinum-sensitive 43 3.8 2.65~4.95 0415
Platinum-resistant 40 2.7 1.87~3.53
History of previous treatment
Second line 39 3.3 1.97~4.63
. 0.632
Further line 50 3.3 2.03~4.57
History of previous radiotherapy
Yes 72 3.5 2.09~4.91
0.455
No 17 3.1 1.99~4.21
History of previous drug therapy
Yes 17 3.8 2.55~5.05
0.538
No 72 3.1 2.11~4.09
Initial dosage of anlotinib (mg)
12 61 33 2.54~4.06
0.437
10 28 3.1 2.47~3.73

Notes : PFS : progression free survival ; ECOG : Eastern Cooperative Oncology Group;

CI :confidence interval
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Figure 2 Progression free survival and overall survival of the 89
elderly patients with ES-SCLC receiving anlotinib monotherapy
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Table 3 Adverse reactions of 89 patients with ES-SCL.C
with anlotinib monotherapy[n(%)]

Adverse reaction Total Grade 1~2 Grade=3
Hypertension 31(34.8)  23(25.8) 8(9.0)
Hand-foot syndrome 25(28.1)  21(23.6) 4(4.5)
Fatigue 25(28.1)  24(27.0) 1(1.1)
Anorexia 20(22.5) 18(20.2) 2(2.2)
Hematological toxicity 19(21.3) 17(19.1) 2(2.2)
Hypertriglyceridemia 15(16.9) 14(15.7) 1(1.1)
Diarrhea 14(15.7)  14(15.7) 0
Weight loss 13(14.6)  13(14.6) 0
AST/ALT elevation 11(12.3)  10(11.2) 1(1.1)
Proteinuria 10(11.2) 10(11.2) 0
Hyponatremia 9(10.1) 8(9.0) 1(1.1)

Notes : ES-SCLC : extensive-stage small cell lung cancer; AST :aspartate
amino transferase ; ALT :alanine aminotransferase

Table 4 Multivariate Cox regression analysis for PFS in
patients with ES-SCLC

Feature HR  95%CI P

ECOG score(0~1 vs 2) 0.55 0.32~0.89 0.015

Hypertension status 0.71 0.45~0.92 0.024
(Hypertension vs Non-hypertension)

Notes:ES-SCLC :extensive-stage small cell lung cancer; ECOG : Eastern
Cooperative Oncology Group ; HR :hazard ratio; CI: confidence interval
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Figure 3 Progression free survival of the 89 elderly patients with ES-SCLC
who received anlotinib treatment according to hypertension status
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