SUPPLEMENTAL METHODS
Data Extraction and quality assessment

Hazard ratio (HR) of survival curves, where not reported, was derived from the graph by using
the method by Tierney JF et all. Briefly, Kaplan-Meier curves from each study were read with
both Engauge Digitiser and paint.net software to retrieve coordinates (months after
randomization on the X axis and cumulative probability on the Y axis) of at least 20 points of
each original curve to ensure the best fitting. Subsequently, these values were entered in the

calculations spreadsheet provided by the authors to estimate HR and its 95% CI*.

Pair-wise meta-analyses

All comparisons included in the pair-wise meta-analyses were performed as follows: 1)
experimental therapy versus conventional bortezomib-based therapy (with subgroup analyses
for class of drugs — bortezomib+HDACi (BORT+HDAC), bortezomib+mAbs (BORT+mADbs),
bortezomib+bevacizumab/siltuximab/PLD or subcutaneous bortezomib (BORT+OTHER),
carfilzomib (CARF), IMiDs — and for “single” (X +/- DEX, 2 drugs regimen) versus “double” (X
+ Y +/- DEX, 3 drugs regimen) schedules), and 2) experimental therapy versus conventional
IMiDs-based therapy (with subgroup analyses for class of drugs — bortezomib (BORT), IMiDs
+ mAbs, Pls+mAbs — and for “single” (X +/- DEX, 2 drugs regimen) versus “double” (X + Y +/-

DEX, 3 drugs regimen) schedules).
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Supplementary figures legends
Figure S1: funnel plots of studies included in bortezomib and IMiDs pair-wise meta-analysis

Figure S2: forest plots of comparisons between experimental and standard treatments in term of PFS
and OS. Bortezomib +/- DEX represents the standard treatment in A (PFS) and C (OS) while IMiDs
represent the standard treatment in B (PFS) and D (OS). Subgroups have been made according to the
number of drugs (excluding DEX) included in the experimental regimen (one or two) against standard
therapy.

Figure S3: forest plots of comparisons between experimental treatment and bortezomib +/- DEX
standard treatment in term of overall response rate (ORR, A-B), very good partial response rate (VGPR,
C-D) and complete response rate (CR, E-F). Subgroups have been made according to drug classes (A,
C, E) or to the number of drugs (excluding DEX) included in the experimental regimen (one or two)
against standard therapy (B, D, F).

Figure S4: forest plots of comparisons between experimental treatment and IMiDs standard
treatment in term of overall response rate (ORR, A-B), very good partial response rate (VGPR, C-D) and
complete response rate (CR, E-F). Subgroups have been made according to drug classes (A, C, E) or to
the number of drugs (excluding DEX) included in the experimental regimen (one or two) against
standard therapy (B, D, F).

Figure S5: A: network plots of all treatment groups evaluated in the NMA for the analysis of OS, ORR,
CR, and safety. B: network plots of all regimens evaluated in the NMA for the analysis PFS, ORR, CR,
and safety.

Figure S6: on the upper side, interval plots reporting the effect of each treatment group as compared
to all other regimens in term of PFS (left) or OS (right). On the lower side, effect estimates of the
treatment in term of overall response rate (column headings being compared to row headings)
complete response rate safety (row headings being compared to column headings).

Figure S7: A: probability of each treatment group to rank as the best regimen in term of progression
free survival (PFS), overall survival (OS), overall response rate (ORR), complete response rate (CR) and
toxicity. B shows all the surface under the cumulative ranking curve (SUCRA) values for each treatment
group as regard to PFS, OS, ORR, CR and Toxicity (TOX, in this case the higher is the SUCRA the safer is
the regimen for patients). An average SUCRA and the average ranking is further provided. C:
probability of being at each rank for all treatment groups evaluated in our analysis.

Figure S8: A: probability of each schedule to rank as the best regimen in term of progression free
survival (PFS), overall survival (OS), overall response rate (ORR), complete response rate (CR) and
toxicity. B: cumulative ranking probabilities for each regimen evaluated in network meta-analysis as
regard to PFS and OS.

Figure S9: A: IF plot evaluating inconsistency and loop-specific heterogeneity for network meta-
analysis on progression free survival (PFS) and overall survival (OS) end-points. B: P-scores (frequentist
equivalent of surface under the cumulative ranking curve (SUCRA)) for each regimen as regard to PFS,
0S, overall response rate (ORR), complete response rate (CR) and toxicity (TOX). An average P-score
and the average ranking is further provided.
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