	Virus
	Uniprot ID

	OPG
	MPXV Protein
	VACV Protein
	Function

	2024/2022
	A0A7H0DN25

	052
	MPXVgp040
	F8
	-

	2024/2022
	A0A7H0DN26
	053
	MPXVgp041
	F9
	Component of Entry Fusion Complex

	2024
	A0A7H0DN27

	054
	MPXVgp042
	F10
	Involved in early stage virion morphogenesis

	2024
	A0A7H0DN36
	063
	MPXVgp050 
	E1
	Polymerase that creates the 3'-poly(A) tail of mRNA's.

	2024
	A0A7H0DN39
	066
	MPXVgp053 (RP30)
	E4
	Part of the DNA-dependent RNA polymerase which catalyzes the transcription of viral DNA into RNA. Responsible for the transcription of early, intermediate and late genes. 

	2024/2022
	A0A7H0DN41
	068
	MPXVgp054
	E6
	Plays an essential role for maintaining proper localization of the seven-protein complex and the viroplasm during assembly.

	2024/2022
	A0A7H0DN46

	073
	MPXVgp059

	E11

	Found in MV core

	2024/2022 
	A0A7H0DN51
	079
	MPXVgp079
	I3
	Essential role in viral DNA replication. May disrupt loops, hairpins and other secondary structures present on ssDNA to reduce and eliminate pausing of viral DNA polymerase at specific sites during elongation.

	2024
	Q5IXV7
	083
	MPXVgp068 
	I7
	Involved in the transformation of immature virions (IV) into mature virions (MV).

	2024/2022
	A0A7H0DN56
	084
	MPXVgp069
	I8
	Required for replication and propagation of viral particles

	2024/2022
	M1L502
	088
	MPXVgp073

	G4
	Glutaredoxin necessary for virus morphogenesis and replication




	2024/2022
	A0A7H0DN74
	102
	MPXV085
	J3


	Involved in the modification of both mRNA ends and in intermediate and late gene positive transcription elongation

	2022
	A0A7H0DN92
	105
	MPXVgp105
	D8
	Binds to chondroitin sulfate on the cell surface to provide virion attachment to target cell

	2024/2022
	A0A7H0DN77

	105
	MPXVgp090
	J6

	Part of the DNA-dependent RNA polymerase which catalyzes the transcription of viral DNA into RNA using the four ribonucleoside triphosphates as substrates


	2024
	A0A7H0DN79
	107
	MPXVgp092
	H2
	Envelope protein. Responsible for the virus membrane fusion with host cell membrane during virus entry.

	2022
	A0A7H0DN80
	108
	MPXVgp093
	Only MPXV
	Envelope protein that binds to heparan sulfate on the cell surface and might provide virion attachment to target cell

	2024/2022
	A0A7H0DN85
	113
	MPXVgp098
	D1
	Involved in early viral gene transcription termination and intermediate viral gene transcription initiation. 

	2024/2022
	A0A7H0DN90

	118
	MPXVgp103

	D6
	Acts with RNA polymerase to initiate transcription from early gene promoters.

	2024
	A0A7H0DN99
	127
	MPXVgp112 (VLTF3)
	A2
	Acts with RNA polymerase to initiate transcription from late gene promoters.

	2024
	A0A7H0DNA3

	131
	MPXVgp116

	A5
	Part of the DNA-dependent RNA polymerase which catalyzes the transcription of viral DNA into RNA using the four ribonucleoside triphosphates as substrates.


	2022
	A0A7H0DNA5
	133
	MPXVgp118
	A7
	Acts with RNA polymerase to initiate transcription from early gene promoters.

	2022
	A0A7H0DNA8
	136
	MPXVgp121
	A10
	Major component of the virion core that undergoes proteolytic processing during the immature virion (IV) to mature virion (MV) transition

	2024/2022
	A0A7H0DNB5

	143
	MPXVgp127

	A16
	Envelope protein part of the entry-fusion complex responsible for the virus membrane fusion with host cell membrane during virus entry.

	2024
	A0A7H0DNC0

	148
	MPXVgp132

	A20
	Plays an essential role in viral DNA replication by acting as the polymerase processivity factor together with protein OPG116


	2024/2022
	A0A7H0DNC3

	151
	MPXVgp135

	A24
	Part of the DNA-dependent RNA polymerase which catalyzes the transcription of viral DNA into RNA using the four ribonucleoside triphosphates as substrates


	2024/2022
	A0A7H0DNC4
	153
	MPXVgp138
	A26
	Envelop protein that mediates acid-dependent endocytosis into host cells. Plays an important role in endocytic entry of the virus by acting as an acid-sensitive membrane fusion suppressor. 

	2024/2022
	A0A7H0DNC8

	157
	MPXVgp142

	A30
	Required for the association between the dense viroplasm and the viral membranes to form the mature virion (MV)


	2024/2022
	A0A7H0DND1
	160
	MPXVgp144

	A32
	Participates in viral DNA packaging and virion morphogenesis

	2024/ 2022
	A0A7H0DND2
	161
	MPXVgp145
	A33
	Coordinate the wrapped enveloped virion (EV) membranes and, subsequently, the production of actin tails.

	2024/ 2022
	A0A7H0DNE6
	180
	MPXVgp160
	A50
	DNA ligase that seals nicks in double-stranded DNA during DNA replication, DNA recombination and DNA repair. Recruits cellular topoisomerase II to sites of viral replication and assembly.



Table S6. Candidate viral proteins ISGylated during 2024 and 2022 MPXV infection in HeLa cells. Table lists the MPXV virus, Protein ID, OPG, MPXV Protein, VACV Protein Homologue and Function. 
