Calorie restriction is the most reasonable anti-ageing intervention: a meta-analysis of survival curves
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Supplementary Figure S1. Significance analysis of normal survival curves of C. elegans and Drosophila. (A, B) Survival curves of C. elegans classified by the temperature and medium. (C, D) Survival curves of Drosophila classified by the strain and sex.
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Supplementary Figure S2. Average differences in the survival curves following three different anti-ageing interventions. (A) C. elegans. (B) Drosophila.
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Supplementary Figure S3. Average differences in survival curves following different anti-ageing medications. (A) C. elegans. (B) Drosophila.


Supplementary Table S1. Fisher’s test of two different classification results in C. elegans.
	Temperature/Medium
	Cluster 1
	Cluster 2
	Cluster 3
	Cluster 4

	15 oC
	1.00000
	0.18010
	1.00000
	0.53080

	20 oC
	0.99000
	0.72720
	0.03047
	0.77960

	25 oC
	0.01904
	1.00000
	0.99007
	0.58120

	NGM
	0.08287
	0.69380
	0.47460
	0.98069

	NGM+5-Fu
	0.89037
	0.43540
	0.67660
	0.34982

	S-Medium
	1.00000
	1.00000
	0.48300
	0.36946

	AXM liquid medium
	1.00000
	1.00000
	1.00000
	0.09425


The P-values are from the meta-analysis using the Fisher’s exact test approach.



Supplementary Table S2. Multi-factor analysis results in Drosophila.

	Base
	Cluster 1
	Cluster 2
	Cluster 3
	Cluster 4

	1xSY
	0.19641
	0.70239
	0.66664
	0.27549

	normal SY/X
	0.56979
	0.48400
	0.19916
	0.81344

	Strain for Female
	Cluster 1
	Cluster 2
	Cluster 3
	Cluster 4
	Cluster 5
	Cluster 6

	Canton-S
	1.0000
	0.9329
	1.0000
	1.0000
	1.0000
	1.0000

	Dah
	0.9162
	1.0000
	1.0000
	0.8985
	1.0000
	0.9328

	W1118
	1.0000
	0.8985
	0.8985
	1.0000
	0.8985
	1.0000

	Oregon
	1.0000
	1.0000
	0.9700
	1.0000
	1.0000
	1.0000

	yw
	1.0000
	1.0000
	1.0000
	1.0000
	1.0000
	0.8985

	Other
	0.9162
	1.0000
	1.0000
	1.0000
	1.0000
	1.0000

	Strain for Male
	Cluster 1
	Cluster 2
	Cluster 3
	Cluster 4
	Cluster 5
	Cluster 6

	Canton-S
	1.0000
	1.0000
	1.0000
	0.03833
	1.0000
	1.0000

	Dah
	1.0000
	1.0000
	1.0000
	1.0000
	1.0000
	1.0000

	W1118
	1.0000
	0.8700
	0.04249
	1.0000
	1.0000
	1.0000

	Oregon
	1.0000
	1.0000
	1.0000
	0.71209
	1.0000
	0.6553

	yw
	0.06681
	0.7121
	0.71209
	1.0000
	1.0000
	1.0000

	Other
	1.0000
	1.0000
	1.0000
	1.0000
	2.76e-5
	1.0000

	Sex
	Cluster 1
	Cluster 2

	Female
	0.7837365
	0.01473721

	Male
	0.02191579
	0.57786434


The P-values are from the meta-analysis using Fisher’s exact test approach.


Supplementary Table S3. KS test of the significance of the visualized feature differences among medications, genetic manipulations and CR.
	Size improvement
	CR-medications
	Gene-medications
	Gene-CR

	C. elegans
	0.09878
	0.06524
	0.7071

	Drosophila
	1.476e-04
	2.132e-06
	0.4542

	Type
	CR-medications
	Gene-medications
	Gene-CR

	C. elegans
	0.2273
	0.6461
	0.1868

	Drosophila
	0.2378
	0.5493
	0.1039




Supplementary Table S4. KS test of the significance of visualized feature differences among anti-ageing medications.

	C. elegans
	Ao-Ae
	Ao-G
	Ae-G

	Size improvement
	0.1225
	0.2045
	0.1606

	Type
	0.002928
	0.04455
	0.05743

	Drosophila
	Ao-H
	Ao-G
	Ao-Ae
	Ao-O
	G-H

	Size improvement
	0.2522
	0.2118
	0.1091
	0.1167
	0.659

	Type
	0.1786
	0.0458
	0.0003692
	0.225
	0.2729

	Drosophila
	H-Ae
	H-O
	Ae-G
	G-O
	Ae-O

	Size improvement
	0.3052
	0.7373
	0.09925
	0.4029
	0.3049

	Type
	0.001562
	0.1489
	0.005528
	0.4029
	0.004277


Ao: Antioxidants; Ae: Antiepileptic; G: Gastrointestinal; H: Hypoglycemic agents; O: Others.



Supplementary Data S1. Summarized survival data that matched our selection criteria and classification results from a biological perspective. Anti-ageing interventions were classified into medications, genetic manipulations and calorie restriction. The medications were further classified by their pharmacological effect, clinical application, medicinal property or signalling pathway.

Supplementary Data S2. GO analysis. Functional annotation results from the DAVID gene set enrichment analysis of genes that involved in the collected survival data. For each GO term, the selected and other gene numbers along with the statistical significance (-ln(Benjamin)) of the enrichment are presented.

Supplementary File S1. References of articles from which the survival curves were extracted for the analysis of the lifespan extension pattern of different anti-ageing interventions (corresponding to the literature number in Supplementary Data S1, 1-64: C. elegans; 65-161: Drosophila).
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