Supplement 1. The selection criteria with a “PICOS” structure for the enrolled studies:
	Items
	Specific Criteria

	Patients
	Patients were at least 18 years old and had biopsy-proven systemic AL amyloidosis

	Interventions/Comparisons
	Interventions/Comparisons included ASCT, MDex, BMDex, CTD, BDex, CyBorD, CLD

	Outcomes
	Outcomes were haematological response (HR), complete response (CR), renal response or cardiac response

	Study designs
	Studies were randomized controlled trials (RCTs) or observational controlled trials (OCTs)


ASCT: autologous stem cell transplantation; MDex: Melphalan + dexamethasone; BMDex: bortezomib + melphalan + dexamethasone; CTD: thalidomide + cyclophosphamide + dexamethasone; BDex: bortezomib + dexamethasone; CyBorD: bortezomib + cyclophosphamide + dexamethasone; CLD: cyclophosphamide + lenalidomide + dexamethasone.
Supplement 2. The quality of enrolled randomized controlled studies evaluated by version 2 of the Cochrane risk-of-bias tool for randomized trials (RoB 2):

Fig. 1: Risk of bias summary of enrolled RCTs
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Fig. 2: Risk of bias graph of enrolled RCTs:
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Supplement 3. The diagnostic and trace plots for the convergence of this network meta-analysis

Fig. 1 Haematological response
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Fig. 2 Complete response
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Fig. 3 Renal response
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Fig. 4 Cardiac response
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Supplement 4. The heterogeneity of both pairwise meta-analysis and network meta-analysis

Fig. 1 Haematological response
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Fig. 2 Complete response
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Fig. 3 Renal response
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Fig. 4 Cardiac response
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Supplement 5. Comparisons between direct and indirect evidence

Fig. 1 Haematological response 
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Fig. 2 Complete response
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Fig. 3 Renal response
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Fig. 4 Cardiac response

[image: image28.png]Study  Pvalue Odds Ratio (95% Crl)

CyBorD vs BMDex
direct — 11(0.37,32)
indirect  0.843075 ———  0.87(0.11,7.1)
network —— 1.0(0.41,26)
MDex vs BMDex

direct —e 065(0.27,1.6)
indirect  0.874175 ————e{———  0.79(0.090, 6.9)
network —e 068 (0.30, 1.5)
CyBorD vs CTD

direct —te— 15(0.53,4.2)
indirect  0.871 —— e 18(0.23, 15)
network e 16(0.63,39)
MDex vs CTD

direct —_— 11(0.22,58)
indirect  0.8639 e m— 0.90 (0.16, 4.9)
network 10(0.32,32)





Supplement 6. Funnel plots for publication bias

Fig. 1 Haematological response 
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Fig. 2 Complete response
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Fig. 3 Renal response
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Fig. 4 Cardiac response
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Supplement 7. The heterogeneity of both pairwise meta-analysis and network meta-analysis without study “Chihiro 2018”
Fig. 1: The insignificant heterogeneity for HR
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Fig. 2: The insignificant heterogeneity for HR
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Supplement 8. Comparisons between direct and indirect evidence for HR without study “Chihiro 2018”
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Print (PP)

		Unique ID		1		Study ID		Jaccard 2016		Assessor

		Ref or Label				Aim		assignment to intervention (the 'intention-to-treat' effect)

		Experimental				Comparator				Source		Journal article(s) with results of the trial; Conference abstract(s) about the trial

		Outcome				Results				Weight		1

		Domain		Signalling question						Response		Comments

		Bias arising from the randomization process		1.1 Was the allocation sequence random?						PY

				1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?						PY

				1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?						N

				Risk of bias judgement						Low

		Bias due to deviations from intended interventions		2.1.Were participants aware of their assigned intervention during the trial?						PN

				2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?						PN

				2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context?						NA

				2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome?						NA

				2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups?						NA

				2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?						PN

				2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?						N

				Risk of bias judgement						Low

		Bias due to missing outcome data		3.1 Were data for this outcome available for all, or nearly all, participants randomized?						Y

				3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?						NA

				3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?						NA

				3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?						NA

				Risk of bias judgement						Low

		Bias in measurement of the outcome		4.1 Was the method of measuring the outcome inappropriate?						PN

				4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?						PN

				4.3 Were outcome assessors aware of the intervention received by study participants?						N

				4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?						NA

				4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?						NA

				Risk of bias judgement						Low

		Bias in selection of the reported result		5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?						PN

				5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?						N

				5.3 ... multiple eligible analyses of the data?						N

				Risk of bias judgement						High

		Overall bias		Risk of bias judgement						Some concerns
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Print_format (PP)

		





Print_format (ITT)

		Unique ID				Study ID				Assessor

		Ref or Label				Aim		adhering to intervention (the 'per-protocol' effect)		The effect of adhering to intervention…

		Experimental				Comparator				Source

		Outcome				Results				Weight

		Domain		Signalling question						Response		Comments

		Bias arising from the randomization process		1.1 Was the allocation sequence random?

				1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

				1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

				Risk of bias judgement

		Bias due to deviations from intended interventions		2.1 Were participants aware of their assigned intervention during the trial?

				2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

				2.3. [If applicable:] If Y/PY/NI to 2.1 or 2.2: Were important non-protocol interventions balanced across intervention groups?

				2.4. [If applicable:] Were there failures in implementing the intervention that could have affected the outcome?

				2.5. [If applicable:] Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?

				2.6. If N/PN/NI to 2.3, or Y/PY/NI to 2.4 or 2.5: Was an appropriate analysis used to estimate the effect of adhering to the intervention?

				Risk of bias judgement

		Bias due to missing outcome data		3.1 Were data for this outcome available for all, or nearly all, participants randomized?

				3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

				3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

				3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

				Risk of bias judgement

		Bias in measurement of the outcome		4.1 Was the method of measuring the outcome inappropriate?

				4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

				4.3 Were outcome assessors aware of the intervention received by study participants?

				4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

				4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

				Risk of bias judgement

		Bias in selection of the reported result		5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?

				5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

				5.3 ... multiple eligible analyses of the data?

				Risk of bias judgement

		Overall bias		Risk of bias judgement





Function Tab

		Unique ID				Study ID				Assessor

		Ref or Label				Aim		assignment to intervention (the 'intention-to-treat' effect)

		Experimental				Comparator				Source

		Outcome				Results				Weight

		Domain		Signalling question						Response		Comments

		Bias arising from the randomization process		1.1 Was the allocation sequence random?

				1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

				1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?

				Risk of bias judgement

		Bias due to deviations from intended interventions		2.1.Were participants aware of their assigned intervention during the trial?

				2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?

				2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context?

				2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome?

				2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups?

				2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?

				2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

				Risk of bias judgement

		Bias due to missing outcome data		3.1 Were data for this outcome available for all, or nearly all, participants randomized?

				3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

				3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

				3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?

				Risk of bias judgement

		Bias in measurement of the outcome		4.1 Was the method of measuring the outcome inappropriate?

				4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

				4.3 Were outcome assessors aware of the intervention received by study participants?

				4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

				4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

				Risk of bias judgement

		Bias in selection of the reported result		5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?

				5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

				5.3 ... multiple eligible analyses of the data?

				Risk of bias judgement

		Overall bias		Risk of bias judgement





				Journal article(s) with results of the trial		NA		Yes				1.1 Was the allocation sequence random?				2.1 Were participants aware of their assigned intervention during the trial?		2.1 Were participants aware of their assigned intervention during the trial?				3.1 Were data for this outcome available for all, or nearly all, participants randomized?		Individually Randomized, Parallel Group Trials		4.1 Was the method of measuring the outcome inappropriate?		assignment to intervention (the 'intention-to-treat' effect)		5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before unblinded outcome data were available for analysis?								occurance of non-protocol interventions

		NA		Trial protocol		Favours experimental		No (Please include reasons in the note)		Y		1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?		Low		2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?		2.2 Were carers and people delivering the interventions aware of participants' assigned intervention during the trial?				3.2 If N/PN/NI to 3.1: Is there evidence that the result was not biased by missing outcome data?				4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?		adhering to intervention (the 'per-protocol' effect)		5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?								failures in implementing the intervention that could have affected the outcome

		Y		Statistical analysis plan (SAP)		Favours comparator				PY		1.3 Did baseline differences between intervention groups suggest a problem with the randomization process?		High		2.3 [if applicable:] If Y/PY/NI to 2.1 or 2.2: Were important non- protocol interventions balanced across intervention groups?		2.3 If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context?				3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?				4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of the intervention received by study participants?				5.3 ... multiple eligible analyses of the data?								non-adherence to their assigned intervention by trial participants

		PY		Non-commercial trial registry record (e.g. ClinicalTrials.gov record)		Towards null				PN				Some concerns		2.4 [if applicable:] Were there failures in implementing the intervention that could have affected the outcome?		2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome?				3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome depended on its true value?				4.4 If Y/PY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

		PN		Company-owned trial registry record (e.g. GSK Clinical Study Register record)		Away from null				N						2.5 [if applicable:] Was there non-adherence to the assigned intervention regimen that could have affected participants’ outcomes?		2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups?								4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

		N		“Grey literature” (e.g. unpublished thesis)		Unpredictable				NI						2.6 If N/PN/NI to 2.3, or Y/PY/NI to 2.4 or 2.5: Was an appropriate analysis used to estimate the effect of adhering to the intervention?		2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention?

		NI		Conference abstract(s) about the trial														2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to which they were randomized?

				Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

				Research ethics application

				Grant database summary (e.g. NIH RePORTER, UKRI Gateway to Research)

				Personal communication with trialist

				Personal communication with the sponsor
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