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Differential protein expression analysis in PLHIV vs. HCs
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Differentially expressed proteins are enriched in immune and lipid-related pathways

Antigen presentation-
innate immune system

R-HSA-6803157~Antimicrobial hsa04612:Antigen processing
peptides and presentation

O R-HSA-168256~Immune System
R-HSA-168249~Innate Immune

System O

R-HSA-6798695~Neutrophil
degranulation

1S aOUEZIVS e R-HSA-2132295~MHC class Il

antigen presentation

hsa04650:Natural Killer cell

Chemokine receptor interaction

R-HSA-373076~Class A/1
(Rhodopsin-like receptors)

hsa04062:Chemokine signaling

O pathway

R-HSA-375276~Peptide
ligand-binding receptors

R-HSA-380108~Chemokine
receptors bind chemokines

Lipid metabolism

. hsa04210:Apoptosis mediated cytotoxicity hsa00600:Sphingolipid
O meta%olisrn
hsa04071:Sphingolipid signaling R-HSA-1660662~G|ycosphin%o|ipid
O pathway metabolism
R-HSA-428157~Sphingolipid
O metabolism
O R-HSA-556833~Metabolism of
R-HSA-5694530~Cargo lipids
- ! concentration in the ER
L091 0(p Vaer) hsa03320:PPAR signaling
3 O pathway

1.3

R-HSA-8979227~Triglyceride

metabolism

OR-HSA-163560~Trig|ycer_ide
catabolism

2000

HIV




Intestine
P e T E E — — " —" ] |yphOId tiSsUe
| | | | Wl DE analysis

Acidaminococcus_fermentans
Agathobaculum_butyriciproducens
Anaeromassilibacillus_sp_An250
Bacteroides_sp_CAG_530
Brachyspira_sp_CAG_700
Butyricimonas_synergistica
Catenibacterium”_mitSuokai
Clostridium_sp_CAG_58
Collinsella_aerofaciens
Collinsella_stercoris
Coprococcus_comes
Desulfovibrio_piger .
Desulfovibrionaceae_bacterium
Dorea_formicigenerans
Dorea_longicatena
Escherichia_coli
bacterium_ramulus
bacterium_sp_CAG_180
ecalibacterium_prausnitzii
micutes_bacterium_CAG_170

rmicutes_bacterium_CAG_95
avonifractor_plautii
mmiger_formicilis

_PC13
Parabacteroides_sp_CAG_409
Paraprevotella_xylaniphila™
Phascolarctobacterium_succinatutens

Prevotella_sp_885

Prevotella_sp_AM42_24
CAG 1092
CAG_2/!

Prevotella_
Prevotella_:
Prevotella_sp_
Prevotella_sl:_ |
Prevotella_stercorea
Roseburia_faecis
Roseburia_inulinivorans
Ruminococcus_torques
Ruthenibacterium_lactatiformans
Slackia_isoflavoniconvertens
Streptococcus_parasanguinis

Victivallis_vadensis

Alist
Alisti

ipes_finegoldii
Ipes_indistinctus

ipe

_putredinis

Alist

acl

ero

es_caccae

es_dorei

eS_OV

_ovatus )
es_thetaiotaomicron

eroid

les_uniformis

eroid

les_vulgatus

eroid

sie

_vuigat
les_xylanisolvens,
la_intestinihominis

Estimate

0.1
0.05
0
-0.05

oo

Tissue

No
B Yes

Gut bacterial species influence on intestine and lymph nodes-specific DEP

Bacterial group

M Enriched in PLHIV
Depleted in PLHIV

DE analysis

B Upregulated-High FC
Upregulated
Downregulated

rne
Bifidobacterium_adolescentis
| Bifidobacterium_longum
Bilophila_wadsworthia
Odoribacter_splanchnicus

CD8A
GZMH
FABP2

RBP2

CKMT1A_CKMT1B
FABP6

CCL11

SLAMF8

MMP12

FCGR3B

ITM2A

MPIG6B

CD160

KLRD1




Associations between protein concentrations and CVD history in PLHIV
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Differentially expressed proteins as predictors to CVD events using 5-year follow up data
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Differentially expressed proteins
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Main findings %
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1. PLHIV on ART displayed systemic dysregulation of protein concentrations
compared to HCs

2. Most of the DEPs originated from the intestine and lymphoid tissues
3. The DEPs are enriched in immune- and lipid metabolism-related pathways

4. DEPs originating from the intestine were associated with specific gut bacterial
species

5. Six upregulated proteins in PLHIV (GDF15, PLAUR, RELT, NEFL, COL6A3, and
EDAZ2R) are associated with the presence and risk of developing CVD in a 5-year
follow-up study
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Our findings suggest a systemic dysregulation of protein concentrations in
PLHIV, of which some proteins were associated with CVD development.
Most of DEPs originated from the gut and were related to specific gut
bacterial species.
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