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Efficacy and safety of anlotinib combined with chemotherapy as second-line
treatment for small cell lung cancer: A Meta-analysis
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Abstract: Objective To systematically evaluate the efficacy and safety of anlotinib combined with chemotherapy as second-line
treatment for patients with small cell lung cancer (SCLC). Methods PubMed, Embase, Cochrane Library, CBM, China National
Knowledge Infrastructure (CNKI), VIP and Wanfang Data databases were electronically searched to collect clinical studies on anlotinib
combined with chemotherapy for SCLC from inception to April 14th, 2026. Two reviewers independently screened literature, extracted
data and assessed the risk of bias of included studies. Meta-analysis was performed using R 4.4.2 software. Results A total of 14
studies involving 997 patients were included. Meta-analysis results showed that compared with chemotherapy alone, combination
therapy significantly improved overall survival (OS) [HR = 0.81, 95% CI (0.75, 0.88), P < 0.000 1], objective response rate (ORR)
[OR =2.78, 95% CI (2.06, 3.74), P < 0.000 1] and disease control rate (DCR) [OR = 3.52, 95% CI (2.51, 4.95), P < 0.000 1]; For
progression-free survival (PFS), the combination therapy group had a statistically significantly worse outcome, with a higher risk of
progression [HR =1.17, 95% CI (1.00, 1.36), P = 0.043 8]. In terms of safety, the incidence of hypertension was significantly higher
in the combination therapy group compared with the control group [OR = 7.13, 95% CI (4.07, 12.52), P <0.000 1]; While there were
no significant differences between the two groups in leukopenia [OR = 1.13, 95% CI (0.68, 1.87), P = 0.637 1], thrombocytopenia [OR =
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0.89,95% C1(0.51,1.55), P=0.681 1], gastrointestinal reactions [OR = 1.21, 95% CI (0.78, 1.88), P =0.400 6] and hand-foot syndrome
[OR = 1.88, 95% CI (0.99, 3.56), P = 0.054 4]. Conclusions Current evidence indicates that anlotinib in combination with
chemotherapy may significantly improve OS, ORR, and DCR in SCLC patients; However, it does not improve PFS and is associated

with a higher risk of hypertension. This study provides new evidence supporting the use of anlotinib combined with chemotherapy as

a second-line treatment for SCLC, indicating that this regimen has potential clinical value in improving overall efficacy.
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Table 1 Characteristics of included studies
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Table 2 Risk of bias assessment of included cohort studies
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Table 3 Level of evidence of Meta-analysis results based on GRADEpro system
P EUPN - iHE"fﬁ %Fﬁﬁ, : FEAR 2/ M AEHR/OR lBE
ik S Ak R AR R W0 XA (95% CD £
PFS 6 RCTHPA  FAtE MIvE Bt BIME AEH 220 223 HR=1.17 eeee0
FIF 5 (1.00, 1.36)
0s 5 RCT+BL  FEE M B B ANEH 161 165 HR=0.81 ®eee0
HIHE (0.75, 0.88)
ORR 13 RCTH+PBL  FHIE M B B ANEH 444 443  OR=2.78 ®eee0
FIF 5 (2.06, 3.74)
DCR 14 RCTHBL  FEtE v Bt B AEH 477 476  OR=3.52 YTy
FIF 5 (2.51, 4.95)
HYufy® 4 RCTHBL BHEE Bt FAME M AEH 141 144 OR=1.13 00000
/D B A (0.68, 1.87)
M hB® 5 RCTHBL BHTE Pt A M AEH 161 164 OR=0.89 00000
i LT (0.51, 1.55)
B g 7 RCT+HBL Bt B B FEME AEH 238 237 OR=121 eee00
SR LT (0.78, 1.88)
13 1ML 7 RCT+HBL  FAdE: M B B ANEH 219 222 OR=7.13 ee0e0
Ft5E (4.07, 12.52)
F 4% 5 RCT+HBL  FAdE: Pt FAME M AEH 157 156 OR=1.88 00000
EIE FIE 5T (0.99, 3.56)

“UEHEEEZ” i GRADEpro AZTHATIFE. @AYLE, OAZ LI, StOBRYEBL REIEEREES. ', ‘00000 Xxh
JERIEYE, “ @@ @O0 ” IR EIEE . IEHE LK) 1 2R R EIEINBT R o XU (UnERs> RCT A H ik K/ Bkl Angs KA
Kotk Clnke AR I EXETED. I “HARRR” B0y ARG CRRIUR M5 A iR S R 20 .

“Level of evidence” is assessed based on the GRADEpro system. @ represents a solid circle, while O represents an empty circle. The higher the number

of solid circles, the higher the quality of evidence. Specifically, “® @ @ ® O indicates moderate-quality evidence, and “@ @ ® O O indicates low-

quality evidence. The main reasons for downgrading evidence include the risk of bias in included studies (such as some RCTs not describing blinding and

allocation concealment) and imprecision of results (such as limited sample size and wide confidence intervals). All “other factors” are marked as “not

applicable” (no factors such as publication bias were identified that affect the level of evidence).
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