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Background I Conclusions
ia/mone”a Typhi is :jhe Causati‘ée agent of Iﬁyprotidl Leveh Wft:icz is éfi life- There is a decrease in phagocytosis of capsulated S. C-type lectin receptors are differentially expressed : Thel ds' TYFr’]hi Vi yTCaPSUk')ar P0|¥Sa<:19lhafgii
threatening, systemic disease, with an estimated global disease burden of 21.6 e P : excludes phagocytosis by neutrophils, bu
million cases annually, resulting in about 220,000 deaths. Due to the absence Typhi in neutrophils compared to macrophages between neutrophils and macrophages does not prevent phagocytosis by
of convenient animals models to study S. Typhi and other typhoidal Salmonella A — B —— A - noc-sieN Lo meLEctze mLangern MCLECOA macrophages
serovars, our understanding of typhoid fever pathogenesis is still incomplete. 1059 — o La— - « Differences in expression of C-type lectin
Typhoid Fever 2 0 o . o 10° 11 i g receptors and other cell surface receptors
Salmonelia Tyoh e 21.6 million cases worldwide “; w | < I3 § o] . £ B i H between macrophages and - neutrophils
almonelia Typhi 200,000 deaths worldwide 5 10 . . g B . oue may contribute to the selective
=g 500 cases in the US 2 oo - o 2 N igray e e phagocytosis of S. Typhi by macrophages
per year 10! H H 10" - E ye“(g,@"@* & and not neutrophils

. B THP HL6O HLEO THP-{ HLEO HLGO BMDM PMN PMN BMDM PMN  PMN AqPCRanauysqsafexpreslonmcnype\ec«mreuemsm FLGD rmen neutropfiTke s, unferentated THP-1 ‘ + DC-SIGN (mSIGNR1), Mlngle, Dectin-1,
Like other Salmonella serovars, S. Typhi is phagocytosed by host macrophages sewm - - - s a e soum: - - -+ a s cels (human nd THP-1 cells (human and CLEC12B are potential receptors
and survives and replicates intracellularly within these macrophages. DPI e e e oPI S e oo expressed on macrophages that bind
Interestingly, one important virulence factor of S. Typhi is the polysaccharide | |[Assessmentor & Typ upiake by gentamici protect A e ol (THF-) directly to the Vi capsule and facilitate

capsular antigen Vi, which, like many of the bacterial capsules produced by neutrophil ke cols (11.60) and B.in COTBLIG mausa bone martow derived macrophiages (BMDW) and . phagocytosis of S. Typhi.

N X X phils (PMN). Cells were infected at an MOI of 10 for 30 tealed th 100ug/mL gentarmicil g intrcelul - A X .
extracellular bacteria, has long been thought to play a role in preventing | || becteriawere counted <005, “p <001, “p <0001 e fee sermen, e C-type Iecm_] receptors eXpre§s?d on macrophages These findings that the Vi capsule of S. Typhi
phagocytosis and complement killing of S. Typhi. bind to the S. Typhi Vi capsule T aen"| | interacts  differently with different host

non-capsulated bacteria - Why does an A . B ocsin phagocytes represents a step forward in our
capsulated (intracellular) S. Typhi intracellular . . . B understanding of how typhoidal Salmonella
bacteria < / _C?Psu'ﬁ‘?d pathogen, such The Vi capsule selectively prevents phagocytosis of S. serovars interface with host immunity and will
(extracellular) /(" = (intracellular) as S. Typhi, Typhi by neutrophils but not macrophages i provide important new insights into the
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an‘:ios::SZ :“ﬁc - H pathogenesis of typhoid fever.
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Thus, we encounter a paradox in which a bacteria that survives and replicates 3w, « Verify the macrophage receptor(s) that
within macrophages as part of its life cycle, also possesses an anti-phagocytic 5w 5 recognize and bind directly to the Vi
capsule, which is more characteristic of an extracellular pathogen. 5 = H e o SW“““ AV capsule of S. Typhi and evaluate the
' genoiype: e vexE e verE contribution of these receptors to uptake
Is there a difference in |  Vicapsule g P s o T e e e e e «  Receptor knockdown/knockout in vitro
phagocytosis of S. Typl;\)l 4 ) Seum - -+ o+ - o s D Biotin Orly Biotin-Vi Cc « Gain of function in non-phagocytic cells
depenﬁ;lgoz::;e"stype. s‘ THP-1 Macrophages HL60 Neutrophils — * Receptor knockout mice
Vs, - N - " : . + Determine the downstream effects of
Neutrophils neutrophil B g0 Mo § neiscizs receptor binding on inflammatory pathways
S macrophage EH B o « Confirm findings using primary human
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Here, we demonstrate that the S. Typhi Vi capsule selectively prevents or 3 s o
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