Supplementary

Appendix 1 The detailed search strategies of each database and detailed statistical methods for
the median meta-analysis

Pubmed Search Strategy:

(("Small Cell Lung Carcinoma"[Mesh]) OR ("Small Cell Lung Cancer"[Title/Abstract])) OR
("Oat Cell Lung Cancer"[Title/Abstract])) OR ("Small Cell Cancer Of The Lung"[Title/Abstract]))
OR ("Carcinoma, Small Cell Lung"[Title/Abstract])) OR ("Oat Cell Carcinoma of
Lung"[Title/Abstract])) AND (("anlotinib" [Supplementary Concept]) OR
(AL3818[Title/Abstract]))

Embase Search Strategy:

'Small Cell Lung Carcinoma"ab,ti or 'Small Cell Lung Cancer:ab,ti or 'Oat Cell Lung
Cancer':ab,ti or 'Small Cell Cancer Of The Lung':ab,ti or 'Carcinoma, Small Cell Lung"ab,ti or
'Oat Cell Carcinoma of Lung':ab,ti AND 'anlotinib' :ab,ti or 'AL3818"ab,ti

web of science Search Strategy:

(TS=(Small Cell Lung Carcinoma OR Small Cell Lung Cancer OR Oat Cell Lung Cancer OR Sm
all Cell Cancer Of The Lung OR Carcinoma, Small Cell Lung OR Oat Cell Carcinoma of
Lung) JAND(TS=(anlotinib OR AL3818))

Cochrane Library Search Strategy:

((Small Cell Lung Carcinoma) OR (Small Cell Lung Cancer):ab,ti,kw OR (Oat Cell Lung
Cancer):ab,ti,kw OR (Small Cell Cancer Of The Lung):ab,tikw OR (Carcinoma, Small Cell
Lung):ab,tikw OR (Oat Cell Carcinoma of Lung):ab,tikw) AND ((anlotinib) OR
(AL3818:ab,ti,kw))

Detailed statistical methods for the median meta-analysis:

For the transformation of uncontrolled binary data, the conversion formulas are as

follows: Method 1: P=X/n, SE (P) =P(1-P)n; Method2:P=In (odds) =

In[X/(n-X)], SE (P) =SE[ln (odds) ]=1/X+1/(n-X), Where: n=total

number of enrolled patients; odds = odds; X = number of event-positive cases; P =
incidence rate; SE(P) = standard error. Method 1 is applied when n is sufficiently

large, P is not close to 0 or 1, and both n xPand (nx(1-P) are greater than 5 (under

these conditions, the sampling distribution of P approximates a normal distribution).
Otherwise, Method 2 is used.

© AME Publishing Company. https://dx.doi.org/10.21037/jtd-2025-1813



Table S1 GRADE Quality assessment by therapeutic strategy and study design for the outcomes of survival, and adverse events

Quality assessment

Primary outcomes No. of No. of Difference Quality
i i Risk® of Publicati
Studies participants  (95% Cl) |si © Inconsistency Indirectness Imprecision ub;::blon
Survival
oS 6 489 14.99 (13.37- Low Noinconsistency No indirectness No imprecision  Unlikely High
16.62)
PFS 7 519 7.29 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(6.07-8.52)
ORR (%) 6 270 83.0(79-88) Low Noinconsistency No indirectness  Serious (-1) Unlikely Moderate
Grade AEs (%)
Hypertension 5 244 28.36 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(22.97-33.75)
Fatigue 5 244 27.24 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(21.91-32.57)
Decreased white 4 186 27.20 Low Noinconsistency No indirectness No imprecision  Unlikely High
blood cell counts (21.87-32.53)
Neutropenia 3 151 23.88 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(18.78-28.98)
Oral mucositis 3 179 16.79 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(12.32-21.27)
Grade =3 AEs (%)
Hypertension 4 454 16.42 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(11.99-20.86)
Fatigue 3 151 16.04 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(11.65-20.43)
Decreased white 3 156 8.58 Low  Noinconsistency No indirectness No imprecision  Unlikely High
blood cell counts (5.23-11.93)
Neutropenia 3 151 5.59 Low  Noinconsistency No indirectness No imprecision  Unlikely High
(2.84-8.34)
Oral mucositis 2 159 4.10 Low Noinconsistency No indirectness No imprecision  Unlikely High
(1.73-6.47)

? Risk of bias assessed using the Newcastle-Ottawa Scale (NOS) for non-randomized studies. ™ Publication bias was assessed by Egger’s
and Begg’s tests.

Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CI
Deng 2022 01425 00592 21.0% 0.14[0.03, 0.26]
kong 2022 04 0109 171% 0400019, 0.61]
Liu 2022 0667 0086 19.0% 0.67 [0.50,0.84]
Fhang 2022 0183 00389 221% 018011, 0.26]
Zheng 2022 0414 006847 206% 0.41[0.25, 0.54]
Total (95% CI) 100.0% 0.35[0.18,0.53]

Heterogeneity: Tau®= 0.03; Chi®= 36.68, df=4 (P = 0.00001); F= 88% r - T U T
Testfor overall effect: Z=4.00 (P < 0.0001) 50 25 0 5 50

Figure S1 Forest plot of AEs of hypertension.
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Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

Kang 2022 005 0.0487 8.9% 0.05[0.05 0.15]

Liu 2022 0.0667 0.0455 10.2% 0.07[0.02 0.16]

Zhang 2022 0.0396 0.0194 &555% 0.04 [0.00,0.08] E

Zheng 2022 00817  0.029 250% 0.05[0.01,011]

Total (95% CI) 100.0% 0.05[0.02, 0.07]

Heterogeneity: Chi*= 0,36, df= 3 (P= 0.95); F= 0% f f f =

Test for overall effect Z=3.19 (P = 0.001) -50 25 0 = 50
Figure S2 Forest plot of AEs of grade > I1I hypertension.
Mean Difference Mean Difference
Study or Subgroup __Mean Difference SE Weight IV, Random. 95% CI IV, Random. 95% CI
Deng 2022 0.2 00676 202% 0.20[0.07,0.33] "
Kong 2022 07 0102 162% 0.70[0.50, 0.90]
Liu 2022 01667 0.068 201% 017 [0.03,0.30] "
Zhang 2022 0.267 0.044 227% 0.27[0.18,0.35] b
Zheng 2022 0.345 0.0624 20.8% 0.34[0.22,0.47]
Total (95% CI) 100.0% 0.32[0.18, 0.45]
Heterogeneity: Tau® = 0.02; Chi* = 22.25, df=4 (P = 0.0002); F= 82% F - I !
Testfor overall effect 2= 4.65 (P = 0.00001) 100 50 0 50 100
Figure S3 Forest plot of AEs of fatigue.
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kang 2022 015 0.0793 4.0% 0.15[0.01, 0.31]
Liu 2022 01333 D.0621 B.E% 0.13[0.01,0.26]
Zhang 2022 0.0297 00169 894% 0.03[-0.00, 0.08] .
Total (95% CI) 100.0% 0.04[0.01, 0.07]
Heterogeneity: Chi*= 4 62, df= 2 (P = 0.10Y; F = 56% I I I !
Testfor overall effect 2= 259 (P=0.010) 100 50 0 50 100
Figure S4 Forest plot of AEs of > III fatigue.
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Random. 95% Cl IV, Random, 95% Cl
Deng 2022 0.2 00676 251% 0.20[0.07, 0.33]
Kong 2022 0.85 00798 244% 0.85 [0.69, 1.01]
Liu 2022 0.233 00772 246% 0.23[0.08, 0.38]
Zhang 2022 04158 0049 259% 0.42[0.32,051]
Total (95% CI) 100.0% 0.42 [0.17, 0.68]
Heterogeneity: Tay?= 0L06; Chi*= 45,31, df= 3 (F = 0.00001); = 93% oo 4 7 e o0

Testfor overall effect: 2= 3.25 (P = 0.001)

Figure S5 Forest plot of AEs of decreased white blood.
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Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random. 95% CI IV, Random. 95% CI
Deng 2022 008587 0.0473 383% 0.09 [-0.01,0.18]
Kong 2022 035 01067 162% 0.35[0.14, 0.586]
Fhang 2022 01386 00344 455% 014007, 0.21]
Total (95% CI) 100.0% 0.15 [0.05, 0.25]
Heterogeneity: Tau? = 0.00; Chi*= 5.16, df= 2 (P = 0.08); F= 1% F - . I !
Testfor overall effect 2= 3.02 (F=0.003) 100 50 o 50 100
Figure S6 Forest plot of AEs of grade >3 decreased white blood.
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight [V, Random. 95% CI IV, Random, 95% CI
Kong 2022 08 00839 320% 0.80[0.63, 0.97]
Liu 20272 02 0073 332% 0.20 [0.06, 0.34]
Zhang 2022 04158 0.048 348% 0.42[0.22,0.817]
Total (95% CI) 100.0% 0.47 [0.18, 0.76]
Heterogeneity: Tau?= 0.06; Chi*= 27.28, df= 2 (P = 0.00001); *= 93% f I f I !
Testfor overall effect Z= 317 (P = 0.002) -100 -&d 0 50 100
Figure S7 Forest plot of AEs of neutropenia.
Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Weight [V, Random. 95% CI IV, Random, 95% CI
Kong 2022 05 0112 23.0% 0.50([0.28,0.72]
Liu 2022 01667 0.068 348% 047 [0.03,0.30]
Zhang 2022 0267 0.044 422% 0.27 [0.18,0.35]
Total (95% CI) 100.0% 0.29 [0.14, 0.43]
Heterogeneity: Tau?= 0.01; Chi®= 6.48, df= 2 (P = 0.04); F= fi9% f I f I !
Testfor overall effect 7= 2.91 (P < 0.0001) -100 -&d 0 50 100
Figure S8 Forest plot of AEs of grade >3 neutropenia.
Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kong 2022 08 0112 BA% 080028 072]
Zhang 2022 0297 004585 37.2% 0.30[0.21,0.39] :
Zheng 2022 00286 00369 566% 0.09[0.01,016)
Total (95% CI) 100.0% 0.19[0.14, 0.24]
Heterogeneity: Chi*= 21.13, df= 2 (F < 0.0001); F= 91% Fon 41 : p ppos

Testfor overall effect: Z=6.84 (P = 0.00001)

Figure S9 Forest plot of AEs of oral mucositis.
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Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random. 95% CI IV, Random. 95% CI
Zhang 2022 0109 003 46.0% 011 [0.05,0.17]
Zheng 2022 0017 0017 54.0% 0.02 [-0.02, 0.05]
Total (95% CI) 100.0% 0.06 [-0.03, 0.15]

Heterogeneity: Tau®= 0.00; ChF=6.77, df=1 (P = 0.009), F= 85% I 1 1 T 1

Testfor owerall effect Z=1.29 (=020 -1oo 50 0 50 oo
Figure S10 Forest plot of AEs of grade >3 oral mucositis.
Table S2 Sensitivity of PFS
Study omitted Estimate 95% Cl T oo
Cheng 2024 7.57 6.24-8.97 02 o
Deng 2022 7.51 6.14-8.89 " °
Gao 2023 7.48 6.27-8.70 . ol ©
Kong 2022 6.98 6.02-7.94 "
Liu 2022 6.82 5.62-8.13 0g
Zhang 2022 717 5.70-8.64 , W0
Zheng 2022 7.50 6.17-8.82 " " D ’ ’
Combined 799 6.07-8.52 Figure S11 The funnel plot of PES.
,—BECD)
Table S3 Sensitivity of OS -
Study omitted Estimate 95% CI o2 ¢
Cheng 2024 15.36 13.85-16.87 04 °
Deng 2022 14.80 12.35-17.25 o ®
Kong 2022 14.55 12.55-16.56 :
Liu 2022 15.19 13.39-16.98 "
Zhang 2022 14.20 12.49-15.91 : S &
Zheng 2022 1586 142571747 Figure S12 The funnel plot of OS.
Combined 14.99 13.37-16.62
Table S4 Sensitivity of ORR
Study omitted Estimate 95% Cl
Deng 2022 0.83 0.78-0.87
Gao 2023 0.84 0.80-0.89
Kong 2022 0.83 0.78-0.87
Liu 2022 0.82 0.77-0.87
Zhang 2022 0.80 0.75-0.86
Zheng 2022 0.86 0.82-0.91
Combined 0.83 0.79-0.88
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