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	[bookmark: _Hlk507180703]Author, Publication year
	Random sequence generation
	Allocation concealment
	Blinding of participants and personnel
	Blinding of outcome assessment
	Incomplete outcome data
	Selective reporting
	Other bias

	McCormack,2011
	unclear risk of bias
	low risk of bias
	low risk of bias
	low risk of bias
	low risk of bias
	low risk of bias
	unclear risk of bias

	Bissler,2013
	[bookmark: OLE_LINK1]unclear risk of bias
	low risk of bias
	low risk of bias
	low risk of bias
	low risk of bias
	high risk of bias
	[bookmark: OLE_LINK2]unclear risk of bias

	Chang,2014
	unclear risk of bias
	low risk of bias
	low risk of bias
	unclear risk of bias
	low risk of bias
	low risk of bias
	unclear risk of bias


[bookmark: _Hlk511851457]Table A1 Quality assessment for randomized controlled trials by Cochrane risk of bias assessment tool.
















[bookmark: _Hlk511851477]
Table A2 Quality assessment for single-arm trials by the methodological index for non-randomized studies (MINORS).
	Author, 
publication year
	A clearly stated aim
	Inclusion of consecutive patients
	Prospective collection of data
	Endpoints appropriate to the aim of the study
	Unbiased assessment of the study endpoint
	Follow-up period appropriate to the aim of the study
	Loss to follow up less than 5%
	Prospective calculation of the study size

	Bissler,2008
	2
	2
	2
	2
	0
	2
	0
	2

	Harari,2008
	2
	0
	2
	2
	0
	2
	0
	2

	Dabora,2011
	2
	2
	2
	2
	0
	2
	0
	2

	Davies,2011
	2
	2
	2
	2
	0
	2
	0
	2

	Pimenta,2013
	2
	2
	2
	2
	0
	2
	0
	2

	Goldberg,2015
	2
	2
	2
	2
	0
	2
	0
	2

	Takada,2016
	2
	2
	2
	2
	0
	2
	0
	0

	EI-Chemaly,2017
	2
	2
	2
	2
	0
	2
	0
	2

	Bee, 2018
	2
	2
	2
	2
	0
	2
	2
	0

	Cai, 2018
	2
	2
	2
	2
	0
	2
	0
	2

	Aghaeimeybodi,2019
	2
	1
	2
	2
	0
	2
	0
	2


The items are scored 0 (not reported), 1 (reported but inadequate), 2 (reported and adequate). 



[bookmark: _Hlk511851538]Figure.A1 Forest plot for the weighted mean difference of 6MWD with 95% confidence intervals in LAM patients treated with sirolimus.
[image: ../LAM%20meta%20分析结果图/Sirolimus%20for%20LAM/sirolimus%206MWD.pdf]
[bookmark: OLE_LINK86][bookmark: OLE_LINK87][bookmark: OLE_LINK25]The weighted mean difference value of 6MWD in LAM patients treated with sirolimus was 23.76 m (95% CI: -12.96 to 60.47). But the change was not statistically significant, for the P values of test for overall effect was above 0.05 (P = 0.20).




[bookmark: _Hlk511851522]Figure. A2 Forest plot for the weighted mean difference of VEGF-D level with 95% confidence intervals in LAM patients treated with doxycycline.
[image: ../LAM%20meta%20分析结果图/Doxycycline%20for%20LAM/doxycycline%20VEGF-D%20R.M5.3%20.pdf]
The weighted mean difference value of VEGF-D level in LAM patients treated with doxycycline was -2.65 pg/ml (95% CI: -596.89 to 591.59). But the change was not statistically significant, for the P values of test for overall effect was above 0.05 (P = 0.99).

[bookmark: _GoBack]






[bookmark: OLE_LINK39]Figure. A3 Forest plot of the pooled proportions of AEs with 95% confidence intervals in LAM patients treated with sirolimus, ‘n’ represents the number of included study. 

[image: ../LAM%20meta%20分析结果图/Sirolimus%20for%20LAM/sirolimus%20AEs.pdf]
	








[bookmark: OLE_LINK40]Figure. A4 Forest plot of the pooled proportions of AEs with 95% confidence intervals in LAM patients treated with everolimus, ‘n’ represents the number of included study.
[image: ../LAM%20meta%20分析结果图/Everolimus%20for%20LAM/everolimus%20AEs.pdf]
	





Figure. A5 Forest plot of the pooled proportions of AEs with 95% confidence intervals in LAM patients treated with doxycycline, ‘n’ represents the number of included study.

[image: ../LAM%20meta%20分析结果图/Doxycycline%20for%20LAM/doxycycline%20AEs.pdf]
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Adverse	Events n Proportion 95%-CI
I2 P



oral	mucositis 3 0.75 0.39;	1.00 97% <0.01
headache 3 0.40 0.15;	0.66 87% <0.01
abdominal	or	flank	pain 2 0.39 0.02;	0.94 96% <0.01
hyperlipidemia 2 0.36 0.03;	0.91 96% <0.01
diarrhea 3 0.31 0.10;	0.63 88% <0.01
hypercholesterolemia 2 0.30 0.07;	0.53 73% 0.05
Acne 3 0.24 0.16;	0.31 43% 0.18
upper	respiratory	infection 3 0.23 0.03;	0.43 86% <0.01
nasopharyngitis 2 0.23 0.15;	0.32 0% 0.45
cough 2 0.22 0.14;	0.30 0% 0.39
fatigue 2 0.20 0.12;	0.27 20% 0.26
nausea 2 0.19 0.11;	0.26 36% 0.21
urinary	system	infection 2 0.17 0.09;	0.24 19% 0.27
vomiting 3 0.15 0.10;	0.23 0% 0.88
joint	pain 2 0.14 0.08;	0.22 0% 0.62
myelosuppression 2 0.12 0.07;	0.20 0% 0.43
anemia 2 0.12 0.07;	0.21 0% 0.86
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Adverse	Events n Proportion 95%-CI
I 2 P
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Adverse	Events n Proportion 95%-CI



I 2 P
oral	mucositis 4 0.60 0.40;	0.77 58% 0.05
hyperlipidemia 3 0.43 0.19;	0.70 76% 0.02
upper	respiratory	infection 3 0.29 0.12;	0.55 74% <0.01
proteinuria 3 0.26 0.16;	0.38 46% 0.16
urinary	system	infection 3 0.18 0.11;	0.29 0% 0.95
headache 3 0.18 0.10;	0.30 0% 0.51
periheral	oedema 2 0.18 0.07;	0.40 0% 0.91
diarrhea 3 0.16 0.06;	0.34 51% 0.05
cellulitis 2 0.14 0.06;	0.29 0% 0.83
fatigue 2 0.14 0.06;	0.30 0% 0.46
Acne 3 0.13 0.07;	0.22 0% 0.92
nasopharyngitis 3 0.11 0.06;	0.21 0% 0.72
alkaline	phosphatase 2 0.10 0.04;	0.22 0% 0.59
myelosuppression 2 0.07 0.03;	0.18 0% 0.65
hypokalemia 2 0.06 0.01;	0.20 0% 0.87
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