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1. Supplementary Note
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1.1.1 Animal experiments
[bookmark: _Hlk141720335][bookmark: _Hlk149207745][bookmark: _Hlk153734483]1.1.1.1 Survival details in the 8-drug ascites tumor study
1.1.1.2 TIR in 4-drug solid tumor study
1.1.2 Cell experiments
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1.1.3.1 TOPO II-mediated kDNA decatenation assay
1.1.3.2 TOPO II-mediated DNA uncoiling assay
[bookmark: _Hlk109573272][bookmark: _Hlk163428424]1.2 Supplementary evidence for the reduced toxicity of the 8-drug combination in the 8-drug solid tumor study
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1.2.2 Cardiotoxicity
1.2.3 Physical condition
[bookmark: _Hlk147908805]1.2.4 Growth status and adverse gastrointestinal effects
1.2.5 Myelosuppression
1.2.6 Immune system damage
[bookmark: _Hlk170598136]1.3 Toxicities of four drugs alone or in combination in solid tumour mouse model
1.3.1 Survival rate 
1.3.2 Hepatotoxicity 
1.3.3 Cardiotoxicity
1.3.4 Nephrotoxicity
[bookmark: _Hlk171548126]1.3.5 Immune system damage
1.3.6 Growth status and adverse gastrointestinal effects
[bookmark: OLE_LINK92]1.3.7 Comparison of toxicities in the 4-drug-Cdg and the single-drug groups in the 8-drug solid tumour study 

[bookmark: _Hlk170596842]2. Supplementary Discussion
2.1 Does the observed toxicity reduction of the 8-drug-Cdg in this study hold significant clinical implications？-----Comparison of the toxicities of the 8-drug-Cdg with the clinical toxicities of the eight anticancer drugs
2.2 Why and how is the ‘toxicity scattering effect’ elicited?  Do drugs with different structures that produce distinct toxicity profiles underlie the ‘toxicity scattering effect’ resulting in significantly reduced toxicity when combining multiple drugs with the same target? -----Relationship between chemical structures and toxicities of drugs and the ‘toxicity scattering effect’ 
[bookmark: _Hlk161185183][bookmark: _Hlk161256612]2.2.1 The relationship between the chemical structures and toxicities of the eight drugs in the present study
2.2.2 Relationship between chemical structures and toxicities of drugs reported in the literature
[bookmark: OLE_LINK241][bookmark: OLE_LINK242][bookmark: _Hlk161265909]2.2.2.1 Different toxicities of doxorubicin and pirarubicin
[bookmark: _Hlk161265954]2.2.2.2 Different toxicities of doxorubicin and idarubicin
[bookmark: _Hlk161266053]2.2.2.3 Different toxicities of doxorubicin and epirubicin 
2.2.2.4 Different toxicities of etoposide and teniposide
[bookmark: _Hlk161256737]2.2.2.5 Different toxicities of the eight drugs in animal experiments in the present study
2.2.3 Conclusion for the relationship between the chemical structures and toxicities of drugs and the ‘toxicity scattering effect’
2.3 Why is the anticancer efficacy additive, but the toxicity is not additive? Why do low doses of the 8 drugs have additive effects on cancer cells but not on normal cells? 
[bookmark: OLE_LINK217][bookmark: OLE_LINK218]2.4 Does combining more drugs with the same target lower the required dose of each drug and increase the likelihood of the ‘toxicity scattering effect’?  
2.4.1 Impact of the number of the same-target drugs in combination on toxicity in the present study
[bookmark: OLE_LINK38][bookmark: OLE_LINK39][bookmark: OLE_LINK213][bookmark: OLE_LINK214]2.4.2 The reason most traditional Chinese medicines (TCMs) have very low toxicity or are non-toxic is that a certain group of active substances of a single TCMs is equivalent to a combination of numerous constituents that collectively act on the same target. 

3. Supplementary Figs. 1 and 2 
[bookmark: _Hlk109551213]Supplementary Fig. 1. The chemical structures of the 11 anticancer drugs used in this study. All drugs target DNA topoisomerase II
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[bookmark: _Hlk149390356]Supplementary Table 2. Drug toxicities in animal models
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