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Supplementary Table 1. Performance on regional detection of aggregation prone segments
in the reg33 dataset using the annotation described in.

Predictor Sensitivity (%) Specificity (%) mMcCC
CORDAX 25.87 89.49 0.17
WALTZ 56.43 65.42 0.16
AGGRESCAN 35.37 79.26 0.13
SALSA 69.63 47.44 0.13
MILAMP 62.33 62.80 0.19
3D profile 17.95 87.53 0.06
TANGO 13.67 95.57 0.14
Zyggregator 28.73 86.31 0.15
AMYLPRED2 38.30 83.73 0.20
PAFIG 51.75 71.43 0.18
FISH Amyloid 13.73 93.68 0.10
Fold Amyloid 20.71 86.97 0.08
PASTA 2.0 (High sensitivity) 40.87 84.95 0.24

MetAmyl (High Specificity) 39.05 83.14 0.19
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Supplementary Figure 1. Amyloidogenic profiles of 34 amyloid-forming proteins generated
using Cordax. The tool identifies most protein segments that were characterized as
amyloidogenic during the initial collection® of the dataset (shown in red bars) and further
improves once considering recent annotations of higher accuracy (shown in magenta)?®.

Experimentally verified aggregation prone regions strongly predicted by Cordax are
highlighted by overlaid green bars.



Supplementary Figure 2. Amyloid formation by peptides that fail to bind Thioflavin-T or
pFTAA. Fibrils exhibit typical amyloid-like characteristics but appear shorter in length
(representative images of n = 3 independent experiments).
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Supplementary Figure 3. UMAP and PCA analysis of the known experimentally determined
amyloidogenic sequence space. (a) UMAP color-coded based on predictor performances, as
in Figure 6a. (b) Clustering using the same basic physicochemical properties and amino acid
composition scheme as in Figure 6b. Three-dimensional principle component analysis of the
amyloid sequence space color-coded based on predictor performances (c) and (d) sequence
clustering indicates that Cordax infiltrates the sequence space of higher solubilities with the
exception of the high disorder propensity cluster contains many false negatives.
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