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Supplemental Figure 1. Variable Degradation Pattern in Dendritic Cells, Macrophages and CD4 T Cells. HIV
p24-35mer (MVHQAISPRTLNAWVKVVEEKAFSPEVIPMFAALS, aa 10-44 in Gag p24) was incubated at 37
degrees with DC, macrophage or CD4 T cell extracts for 60 minutes at pH4.0. Degradation products were
analyzed by mass spectrometry and aligned to the original p24-35 sequence.
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Supplemental Figure 2. HIV Pls Alter HIV p24 Degradation Pattern. Full HIV p24 protein was incubated at 37
degrees with DC extracts for 60 minutes at pH4.0. Degradation products were analyzed by LC-MS/MS and the
contribution of the cleavage of each amino acid position (N-ter and C-ter) to the total intensity of all
degradation products was quantified. The upper panel represents the cutting site intensity at each amino acid
location of full HIV p24 protein by DC without Pl treatment. The lower panel shows a heat map representing
the difference in cutting intensity at each amino acid location of HIV full p24 protein by DCs treated with 5 uM

of different Pls compared to control.
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Supplemental Figure 3. HIV Pls change p24-161 degradation patterns and epitope production in lysosomal
compartments. (Top panel) HIV p24-161 sequence with the known MHC-II epitope locations in this region.
(Middle panel) Cleavage pattern of p24-161 incubated with DC cell extracts for 60 minutes at pH4.0. (Lower
panel) Heat map representing the difference in cutting intensity at each amino acid location of p24-161 by DCs
treated with 5 uM of SQV or NFV compared to control. Data are representative of three independent

experiments with three different donors’ DCs analyzed by MS twice each.
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‘Common Peptides Protein AC Protiens Common Peptides Protein AC Protiens ‘Common Peptides Protein AC Protiens
[AVEQNTLQEFLK [EVGGEALGRLL P26599 t-binding protein 1
ot anmceri QoH299 $H3 domain-binding glutamic acid-rich protein vorcoatcnt [ZEE]

P15954 Cytochrome ¢ oxidase subunit 7C
po— P reasanauve PT5101 Glutamine synthetase
Pra174 Macrophage migration infibitory factor
QOZR0 Otogelin [/EVGGEALGRL Pes871 Hemoglobin subunit beta
Q04760 Tactoylglutathione lyase [VHLTPEEKSAVTAL P13796 Plastin?
[ARAAYHTTIRE P0511 Proten 09382 Gatectin-1
[wekvnvoeveGen 707996 Thrombo:
[AAHLPAEFTPAVHASL [WGKVNVDEVGGEAL TCQDAAIVGYKDSPS P07737 Profilin-1
[AAHLPAEFTPAVHAS [WGKVNVDEVGGEALG IMQOKLVDQNIFS P07339 Cathepsin D
AAHPAEFTPAVH fweKkvNVDEVGGEALGR [AVREALKG 706703 Protein S100-46
asvsTviTsive [wekynvoEVGGEALGRL AGIALNDHFVK
FLASVSTVLTSKYR [KVNVDAVGGEALGRL P02042 delta ISWYDNEFGYSNR
KVGAHAGEYGAEALER [WTSDTQGDEAEAGEGGEN P63104 14-3-3 protein zeta/delta
LAAHLPAEFTPAVHASLDK P390 Hemoghobin subarit igha [voGELoR [swyongrsysnRwD
LASVSTVLTSKYR DiAvDGEPLGR [swyONEFGYSNRVWDL
LUTLAAHLPAEFTPAVHASLOK FOIAVDGEPLGR nervsnRvvOL P04406 Glyceraldehyde-3-phosphate dehydrogenase.
PAEFTPAVHASLDK FDIAVDGEPLGRVS P62937 Peptidyl-prolylcis-trans isomerase A [WYDNEFGYSNRVVD ) ) e v
PAVHASLDK AvDGEPLGR WYONEFGYSNRVDL
PYNFKLLSH AVDGEPLGRVS VDNEFGYSNRVY
svsTvLTSkvR VVPVTTRRNLGY 762859 &5 3T [ronercysnavo
reaviasLok [A0PGOSOIRSMPE p— P DNEFGYSNRWDL
VoPVNFKLLSH ai0pGOSDIRSMPEQ r_Aunnvacmavu Poa07S Fructose bisphosphate aidolase &
TvPWia 3] Caimodun [rPrsKeaEvaAKGaA
LVWYPWTQR [FRDGDILGKYVD. P61604 10 kDa he: t Jesu 075368 'SH3 domain-binding glutamic acid-rich-like protein
LvWYPWTQRF SKQEVDESGPSIVARKCT proskeaevaskaan
LYPWTQRFF SKaevDEsGPSIVHRKCE #6070 Actin Imwwvm
LvYPWTaRFFE [LroshcHKiTAPG
VOPENFRLLGNVL beta/delta 58506 Myotrophin Jpavachmira Unassignd
[VGGEALGRLL 40926 Malate dehydrogenase MDKPLDL
PWTQRF 31949 Protein 5100 ATL
wyewraree 30101 Protein disulfide lsomerase A3
[VWPWTORFFE 27797 Calreticulin
rewrars
Unique to Control Protein AC Protein Unique to 5V Frotein AC Protein
P62937 Peptidyl-prolyl cis-trans isomerase A [ATVEALNGKEVAAQUKAPLVLK y
Qo299 SH3 domain-binding glutamic acid-rich Tke protein 3 |AIVEALNGKEVAAQVKAPLVLKD Ratd Protsin DYL
QUEPKE nie KGNYAERVGAGAPVYL RS Histone H2A
QBIXN7 lutamate synthase A [YYAQTSH MPQHPPAP( QO6AE4
JAHLPAEFTPAVHASLDK
Q4760 Lactoylglutathione lyase DKRLASVSTVLTSKYR
GKVGAHAGEYGAEALER
[PADKTNVKAAWGKVG
P69505 Hemoglobin suburit alpha PrOTMAANG VG AGEGAEALER Pe3005 Hemogiobin subunit pha
[TLAAHLPAEFTPAVH
PE8871;P02042 Hemoglobin subunit beta / delta e PAEETPARSLOK
[VLSPADKTNVKAAWGKVGAHAGEYG
[VTLAAHLPAEFTPAVHASLDK
IAVDGEPLGRVSF P62937 Peptidyl-prolyl cis-trans isomerase A P OAVMGNPRVKAHGKKVLG
VDGEPLGRVSF PWTQRFFE
VTYVRVTTFRNL YPWTQRFFE
evTTRoT P62899 [
FILPOSLPLDT Pe314 Small nuclear Abonucleoprotein Sm 01 [kvnvoeveeeaLGr .
IREADIDGDGQUNY P62158 ‘Calmodulin L PE8871;£02042 Hemoglobin subunit beta/deita
P61604 10 kDa heat shock protei [VHLTPEEKSAVTA
51553 Isocitrate. nase [NAD] subunit ma [VHLTPEEKTAVNALWG
40925 cytoplasmic
30101 Protein disulfide-isomerase A3 [WGKVNVDEVGG
27797 Carreticulin FOIAVDGEPLGRVSF
27348 14-3-3 protein theta [VNPTVFFDIAVDGEPLGR P62937 Peptidy-prolyl cis-trans isomerase A
26447 Protein 510041 |AIIDPGDSDIIP$MPEQTG 62688 605 rbosomal protein 30
DVGQTVDDPYAT 23526 Cofin-1 ]FkGDDAPRAVWS 50709 ‘Actn
PFLVVR} 1595+ Cytochrome ¢ oxidase subunit 7C [DGPVVTDPKAPNVWWTR
LNETGDEPFQYK_ 15104 Glutamine synthetase [VIDPKAPNVWWTR. pszsss [Rho COPdssodation Intitaor2
| YDMNAANVGWNNST 14174 Macrophage migration inhibitory factor IAVF ‘AGKDG P31949 Protein S100-A11
13796 LTDDNFESRISDTGSAG
12544 Granzyme A [sovLeLTDONFESRISDTG P30101 Protein disulfide-isomerase A3
F063% Gelolin [SDVLELTDDNFESRISDTGSAG
[PVDLSKWSGPLSL 30086 ethanolamine-bi T
PO4406 Glyceraldehyde-3-phosphate dehydrogenase [DVGQTVDOPYATFVK 23528 Cofiin-1
PGELAKHAVSEGTKAVTKYTSSK 23527 Fistone FZB type 1
©135%8 T-deonynudeoside 5"phosphate Nydrolase 1 [ATPFLWRHOLLKT 15954 Cytochrome c oxidase subunit 7
00754 Tysosomal alpha-mannosidase VNTNVPRASVPD 14174 WMacrophage migration inhibitory factor
MLONLLOD F0874 T
[ASPEYVNLPINGNGKQ FOS211 3
Unasssigend [SFPWIR 08311 — Cathepsnc |
[FVNWIDSTIQR PO8246 Neutrophil elastase
Qﬂ!ﬂ!lPSF 7339 Cathepsin D
[FNSGKVDIVAINDPFT
erCyenRAD PO4406 Glyceraldehyde-3-phosphate dehydrogenase
075380 protein

Proteins uniquely represented in SQV.

Supplemental Table 1: Peptides eluted from SQV treated and untreated PBMCs and their protein of origin.
Top tables represent the peptides commonly present on treated and untreated PBMCs. Bottom left table
represents peptides uniquely present on untreated PBMCs. Bottom middle table represents peptides uniquely
present on SQV treated PBMCs. Blue cells are the proteins represented uniquely in control and pink proteins
represented uniquely in SQV treatment.



