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Phyre2.2 is the next generation of the popular We introduce LigandFinder and PhyreZ2.2-
PhyreZ2 protein structure prediction portal that Ligand which allow for template-based ligand
enables a user to find the closest AlphaFold2 inheritance and prediction of protein/ligand

model which is then used as the template. complexes.

Phyre2.2: AlphaThread and Normal Modes LigandFinder and Phyre2.2-Ligand

Phyre continues to be widely used with ~40,000 e Phyre2 models were long used by the community

unique users and 900 citations in 2024 due to its for docking ligands in drug discovery tasks

ease of use, analysis features and batch processing.| |e Experience of homology modelling within Phyre2

Template-based modelling provides a can naturally be extended to identifying ligand

complementary approach to AlphaFold. transplants and complemented with docking

Phyre2.2 is the next generation of Phyre2: e LigandFinder finds ligand-bound homologues, then

e in “AlphaThread mode” it finds the closest directs to Phyre 1-1 threading and ligand
AlphaFold model to use as the template. inheritance

e in “normal mode” searches an extended e Phyre2.2-Ligand allows users to seamlessly:

template library including apo- and holo- e inherit ligands from templates
structures if available. e dock ligands with AutoDock Vina

Phyre2.2 — Algorithm LigandFinder — Algorithm
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Figure 1: Flow chart of Phyre2.2 in normal (green) and Figure 2: Flow chart of LigandFinder.
AlphaThread (orange) modes.
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Chain: A: PDB Molecule: similar to hydroxylamine oxidoreductase;
PDBTitle: kuenenia stuttgartiensis reducing hao-like protein complex2 kustc0457/kustc0458
PDB Entry: PDBe RCSB PDB;j

A & Confidence and coverage
B Confidence: Coverage: L7 M S
488 residues ( 57% of your sequence) have been modelled with 100.0% confidence by the single highest scoring template. Reaction: no reaction in UniProt
Additional confident templates have been detected (see Domain analysis) which cover other regions of your sequence. Cofactor(s):  no cofactors in UniProt
826 residues ( 97%) could be modelled at >90% confidence using multiple-templates. i

igands in UniProt
You may wish to try resubmitting your sequence in "intensive" mode to model more of your sequence. l
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For other options to view your downloaded structure offline see the FAQ
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PDB header: oxidoreductase 1 oH PDBeChem:  ADP
Chain: A: PDB Molecule: similar to hydroxylamine 0=—q ChEB: ChEBI:16761
oxidoreductase; 1o o PubChem (CID): undefined
PDBTitle: kuenenia stuttgartiensis reducing hao-like [ P4 |smues : Nelne nc2cinen2 [CO@H10[CEH]
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PDB Entry: PDBe RCSB PDB;j
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Figure 3: Output page of Phyre2.2.
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