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1. Systematic literature review (SLR) — extended
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Supplementary Figure S1 Strategy and methods applied to collect and sort primary research items referring to
duocarmycins according to systematic literature review (SLR).

The goal of this literature search was to collate the vast majority of references, that (a) report the isolation, molecular
mechanism and use of natural products that structurally relate to CC-1065, that (b) report the results of early clinical
trial compounds or their synthesis, evaluation or clinical results, that (1) report syntheses and/or evaluation of
bioactivity of synthetic CC 1065 analogues or their respective seco-analogues, that (2) report synthesis, evaluation
of bioactivity and/or therapeutic use in vivo of activatable proagents or bifunctional conjugates employing a
synthetic CC 1065 analogue or its seco-version or that (3) report conjugation/assembly and/or therapeutic efficacy
of (multi)functional antibody-drug conjugates incorporating a synthetic CC 1065 analogue or its seco version. This
literature collection should be exploited as a database that allows a systematic analysis of both primary reports
and metadata to decipher the chemical evolution of structure that the duocarmycin/CC-1065 derived alkylating unit
has undergone over the last 40 years.

The search for this systematic literature review (SLR) has gone through many cycles using PubMed,
ResearchGate, Google Scholar and Google for journal publications and review articles and FreePatentsOnline and
Google Patents for related patents. During a first phase the phrases [“CC 1065” or “duocarmycin”] in combination
with [“analogue” or “prodrug” or “derivative” or “review”] have been used and related references have been
categorised according to (al) isolation, early reports or total syntheses of CC-1065 related natural product and (a2)
mechanism of action; (b) early small molecule based clinical trial compounds and related articles; (1a) synthetic
derivatives that allow to conclude on structure-activity-relationship (SAR) and (1b) reports of synthons that allow
are relevant for synthetic duocarmycin-analogues; (2a) functional proagents based on the seco-
duocarmycin/cyclobenz[e]indole (CBI) functional unit or (2b) bifunctional conjugates that bear at least one
duocarmycin analogue or its seco-version or (3) antibody-drug conjugates that employ a duocarmycin-type
alkylating unit as pharmacophore for therapeutic use. More specifically, reports have been collected that refer to
the natural products “duocarmycin A”, “duocarmycin SA”, “yatakemycin”, the specific clinical trial compounds
“adozelesin”, “bizelesin”, “carzelesin” or “pibrozelesin/KW 2189”, the ADC-related research items [*duocarmyin” or
“CBI” or “CPI”] in combination with [“ADC” or “antibody-drug conjugate”] and the clinical trial candidates “SYD985”,
“MDX-1302” or “MGC018".

Secondly, the major driving scientific groups behind each area of research have been identified (L. H. Hurley, D.
L. Boger, M. Lee, H. Sugiyama, L. F. Tietze, H. Saito and W. A. Denny/M. Tercel, Byondis BV). For each group all
references that report aspects related to the duocarmycin-derived phamacophore have been collected and
categorized accordingly. The major scientific research groups or pharmaceutical companies, that drive CBIl-based
ADCs recently, have been identified (Byondis B.V./Syntarga B.V., Medarex Inc., Genentech Inc., Immunogen Inc.
and others) and journal publications have been searched at Google Scholar, whereas patents have been search
at FreePatentsOnline and Google Patents. Lastly, recent review articles (Wang 2021, Pors 2020, Lee 2015, Tietze
2011, Pors 2011 and Tietze 2009) have been screened and references have been cross-compared to collate a
conclusive library.
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