










and found to display a majority phenotype (40–50%) as
CD11b+CD11c−Ly6C+/−Ly6G− macrophages (data not
shown). Subsequently, myeloid subsets and L-DC were
gated as described in Table 1 and Hey et al. [10], and
assessed for expression of specific macrophage markers
(Fig. 1). Gated inflammatory monocytes, eosinophils and
neutrophils did not stain for any of the macrophage
markers, except F4/80. However, all gated myeloid and
DC subsets stained for F4/80, and this is consistent with
multiple studies which have demonstrated that F4/80
staining is not restricted to red pulp macrophages

[36–38]. Neither resident monocytes, cDC nor L-DC
showed expression of macrophage specific markers (Fig. 1).

Antigen uptake capacity of L-DC compared with myeloid
subsets
A primary function of spleen is to filter and trap blood-
borne antigens, and this involves uptake and processing
of antigen by dendritic and myeloid cells. Antigen pre-
senting cells express a combination of receptors for up-
take of antigen of different type via different pathways
for endocytosis. In this study, pinocytosis and receptor-

Fig. 1 Expression of macrophage specific markers. Splenocytes were clear of red blood cells by lysis and enriched for myeloid and DC subsets via
T and B cell depletion. Cells were then stained with fluorochrome-conjugated antibodies specific for CD11b (PE-Cy7), CD11c (APC), Ly6C (FITC),
Ly6G (PE), along with biotinylated antibodies to CD68, MOMA-1, SIGNR1 and F4/80. APC-Cy7-streptavidin was used as a secondary conjugate.
L-DC, dendritic and myeloid subsets were gated as described in Table 1 and Hey et al., (2016) [10]. a Expression of CD68, MOMA-1, SIGNR1 and
F4/80 on inflammatory monocytes (Infl mono), eosinophils (Eos), neutrophils (Neu) and macrophages (Macro). b Expression of CD68, MOMA-1,
SIGNR1 and F4/80 on resident monocytes (Resi mono), L-DC and cDC subsets. Data are reflective of three independent analyses
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mediated endocytosis of antigen were investigated for
the splenic myeloid subsets described in Table 1. FITC-
labelled antigens were delivered intravenously into mice
with subsequent isolation of subsets to compare uptake
over time. Pinocytosis was studied by uptake of OVA-
FITC as a soluble antigen under conditions described
previously [30]. Amongst the splenic myeloid subsets,
both resident and inflammatory monocytes showed abil-
ity to endocytose and retain OVA, with resident mono-
cytes the most potent (Fig. 2a). Only ~10% of
neutrophils and eosinophils took up and retained OVA
(Fig. 2a). Their endocytic capacity was relatively weak
compared with monocytes (Fig. 2a). L-DC displayed
some uptake of OVA, but the level was relatively low
compared with monocytes (Fig. 2a).
Mannose receptor-mediated uptake of antigen in DC

has been found to contribute to cross-presentation of anti-
gen to CD8+ T cells [39, 40]. Cross-presentation is a defin-
ing property of DC, and is clearly a property of splenic
CD8+ cDC [23]. In order to determine if L-DC and other
myeloid subsets can endocytose antigen via mannose re-
ceptors, mannan-FITC was prepared and delivered intra-
venously to mice and cell uptake monitored in a pilot
study to determine optimal time for uptake. A further ex-
periment using a 3 h time for uptake, then determined the
minimum saturating dose of FITC-mannan as 0.1 mg per
mouse. In the time course study, both resident and

inflammatory monocytes demonstrated the strongest abil-
ity to take up mannan, with >75% uptake after 1 h, and
>50% of resident monocytes retaining mannan after 6 h
(Fig. 2b). In contrast, inflammatory monocytes displayed
peak uptake of 88% at 3 h, with retention of antigen for
6 h by ~50% of cells (Fig. 2b). Delayed uptake by inflam-
matory monocytes, could reflect lower accessibility to
antigen in comparison with resident monocytes. About
35% of eosinophils took up mannan by 3 h after delivery,
but this diminished by 6 h (Fig. 2b). Neutrophils showed
no endocytosis of mannan-FITC. Notably, L-DC showed
high ability to take up and retain mannan although at
lower levels than monocytes (~50%) (Fig. 2b). In the dose
response experiment, both L-DC and resident monocytes
gave strong early uptake, while inflammatory monocytes
required infusion of more FITC-mannan to reach the
same level of uptake (Fig. 2b). In an in vivo assay of this
type, the level of mannan in cells is indicative of both the
accessibility of cells to blood-borne antigen and the endo-
cytic ability of cells. Resident monocytes took up and
retained the highest level of mannan, followed by inflam-
matory monocytes, then L-DC (Fig. 2b).

Ability of splenic myeloid and DC subsets to activate CD4+

T cells
A known property of antigen presenting DC and some
macrophages is their ability to process exogenous

Fig. 2 Comparison of endocytic ability of myeloid and dendritic subsets. The ability of cells to endocytose antigen was measured by uptake of
OVA-FITC and mannan-FITC. Spleens were collected for analysis at the same time, and splenocytes prepared by lysis of red blood cells with
enrichment for dendritic and myeloid cells via T and B cell depletion. Cells were stained with antibodies to identify L-DC and myeloid subsets as
shown in Table 1. Uptake of antigen was assessed in terms of % FITC staining cells. C57BL/6 J mice were given: a OVA-FITC at 1, 3, and 6 h prior
to euthanasia for spleen collection (intravenously; 1 mg per mouse). Data reflect mean ± SE (n = 4); b mannan-FITC (intravenously; 0.5 mg per
mouse) at 1, 3 and 6 h prior to euthanasia for spleen collection. Single mice only were analysed tin a pilot study to determibe optimal time of
3 h used in a subsequent dose response experiment. Data reflect mean ± SE (n = 2). Control mice were given PBS
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antigen and present it as peptides on MHC-II molecules
for CD4+ T cell activation. Previously it was shown that
L-DC generated in vitro in long-term splenic cultures,
or in stromal co-cultures, lack ability to activate CD4+ T
cells, consistent with their absence of cell surface MHC-
II expression [30, 33, 41]. Improved methodology for
distinguishing dendritic and myeloid subsets in spleen
now allows the question of the antigen presenting cap-
acity of different subsets to be addressed with more cer-
tainty. The Act-mOVA mouse model was employed as a
source of OVA antigen-expressing APC. Splenic myeloid
and DC subsets were therefore sorted from Act-mOVA
mice according to the criteria shown in Table 1, and
compared for capacity to induce proliferation of CD4+ T
cells isolated from OT-II TCR-tg anti-OVA mice.
Consistent with the literature [42], CD8− cDC were

found to be very strong inducers of CD4+ T cell prolifer-
ation (Fig. 3). Neutrophils, inflammatory monocytes and
eosinophils induced no CD4+ T cell proliferation. L-DC
and resident monocytes induced no or very low levels of
CD4+ T cell proliferation, equivalent to the control
population of only T cells (Fig. 3). The addition of lipo-
polysaccharide (LPS) as a stimulator of APC did not im-
prove the activation of CD4+ T cells, except in the case
of CD8− cDC where there was a minor increase at the
highest T cell: APC ratio (Fig. 3). L-DC and monocyte

subsets lacked ability to activate CD4+ T cells, despite
their ability to endocytose and process mannan as an
antigen, or OVA as a soluble antigen in the case of resi-
dent monocytes. Inability to activate CD4+ T cells is also
consistent with lack of MHC-II expression by L-DC and
the two monocyte subsets. These data serve to distin-
guish L-DC from professional APC like cDC.

Can L-DC cross present antigen for CD8+ T cell activation?
Cross presentation appears to be a property of DC, and
has been clearly demonstrated for the CD8α+ subset of
cDC [42–44]. Early studies suggested that cross presen-
tation was restricted to DC [45], although some macro-
phage and neutrophil subsets were found to have cross
presenting ability under specific conditions [45–50]. The
techniques used to isolate pure subsets of cells in those
earlier studies were not as specific as those used here.
The cross presenting ability of L-DC and the myeloid sub-
sets listed in Table 1 has been assessed in relation to CD8+

cDC. Subsets were isolated from Act-mOVA mice and
used to activate purified OTI (TCR-tg; anti-OVA) CD8+ T
cells. T cells and APC were co-cultured for 72 h at ratios
of 33, 100, 300 and 900:1 T cells:APC. The % proliferation
of T cells was measured, and the ratio of T cell/APC re-
quired to induce 50% proliferation of CD8+ T cells used to
compare data across replicate experiments (Table 2). The

Fig. 3 Activation of CD4+ T cells by splenic dendritic and myeloid subsets. Antigen presenting ability of myeloid subsets purified from spleens of
Act-mOVA mice was assessed. L-DC, eosinophils (Eos), inflammatory monocytes (Infl mono), neutrophils (Neu), resident monocytes (Resi mono)
and CD8− cDC (as a control), were sorted as described in Table 1 following enrichment of splenocytes by depletion of red blood cells and T and
B lymphocytes using magnetic bead technology. Diluting numbers of APC were plated following treatment with LPS (10 μg/ml) (solid line) and
without LPS (dotted line) for 2 h. This was followed by addition of 105 CFSE-labelled OT-II (TCR-tg) CD4+ T cells purified from mouse spleen
through depletion of B cells, CD8+ T cells, DC and myeloid cells using magnetic bead protocols. Cells were cultured at T cell:APC ratios of 33:1,
100:1, 300:1 and 900:1 for 72 h. CD4+ OT-II T cells were then gated as PI−Thy1.2+Vα2+CD8− cells, and assessed flow cytometrically for CFSE dilution
as an indicator of T cell proliferation. OT-II T cells cultured alone served as controls (con). Graphs show % proliferating OT-II cells. Two
independent replicate experiments were conducted

Hey et al. BMC Immunology  (2017) 18:4 Page 7 of 13



assay was performed in the presence and absence of LPS
which can act as a potent inflammatory stimulus for some
APC [51]. Consistent with previous reports in the literature,
CD8+ cDC were superior in their ability to cross present
antigen for CD8+ T cell activation and proliferation
(Table 2), and this was shown over 6 independent experi-
ments. In these experiments, neutrophils and inflammatory
monocytes did not induce T cell proliferation through cross
presentation of antigen. L-DC were up to 3-fold better acti-
vators of T cell proliferation than resident monocytes, but
also 3-fold less effective than cDC in cross presentation of
antigen for CD8+ T cell activation. In most experiments,
the proliferation of T cells was not increased in the pres-
ence of LPS, suggesting it is not an activator of most of the
APC subsets tested here. While outcomes from different
experiments varied slightly, there was an overall trend
showing that L-DC were better APC than resident mono-
cytes, but were less effective than cDC. Inflammatory
monocytes and neutrophils did not activate T cells.

Induction of cytotoxic T cells by L-DC
The ability of APC to induce cytotoxic effector function
along with proliferation of CD8+ T cells was tested by
adoptive transfer in vivo. Experiments compared the
ability of L-DC, resident monocytes and CD8+ cDC to
induce cytotoxic effector function in CD8+ T cells using
an in vivo cytotoxic killing assay developed by Quah et al.
[35]. Sorted CD8+ OT-I (TCR-tg; anti-OVA) T cells

were delivered intravenously into mice one hour ahead
of APC sorted from ACTm-OVA mice as described in
Table 1. Three doses of sorted APC were given to mice:
90,000, 9,000 and 900 cells. Six days later, labelled
peptide-pulsed splenocytes were delivered intravenously
to act as target cells for cytotoxic effectors primed by
the sorted APC (Fig. 4a). At 1-day after delivery of tar-
get cells, host splenocytes were harvested to quantitate
number of viable target cells in spleen to estimate % tar-
get cell lysis (Fig. 4). Ahead of adoptive transfer, target
splenocytes were labelled with three different dyes used
at four different concentrations. These were then pulsed
with four different OVA peptides, either (SIIN) SIIN-
FEKL, N6 (SIINFNKL), G4 (SIIGFEKL) or E1 (EII-
FEKL), used at six different concentrations, so creating
a multiplex assay. OT-I T cells can recognise the SIIN
peptide but not the G4 and E1 peptides included as
negative controls. The N6 peptide is a variant of SIIN
peptide with phenylalanine and glutamic acid removed,
which is also recognised by OT-I T cells. The response
to N6 peptide determined in this in vivo response was
of similar magnitude to that induced by the specific
SIIN peptide. This could be a feature of this highly
sensitive in vivo cytotoxic T cell assay [35].
The APC subsets of L-DC, resident monocytes and

CD8+ cDC each induced cytotoxic T lymphocytes which
then lysed target cells pulsed with SIIN and N6 peptides,
but not target cells pulsed with the G4 or E1 peptides
(Fig. 4b). In addition, the level of lysis of target cells re-
duced with decreasing concentration of peptides used to
pulse APC, and the number of APC used to prime host
mice (Fig. 4b). In order to directly compare APC sub-
sets, the concentration of peptide required to prime
cytotoxic T cells for 50% lysis of target cells was deter-
mined for each APC. With the N6 peptide, cytotoxic T
cells generated by priming with 9,000 resident mono-
cytes required 100 times more peptide to induce 50%
lysis of target cells in comparison with L-DC and CD8+

cDC (Table 3). After priming with 90,000 APC, cytotoxic
T lymphocytes generated using CD8+ cDC as APC, re-
quired 10 times more SIIN peptide to give 50% lysis of
target cells in comparison with L-DC and resident
monocytes (Table 3). When the number of priming APC
was reduced to 9,000, cytotoxic T cells generated by resi-
dent monocytes required a higher concentration of SIIN
to induce 50% lysis of target cells when compared with L-
DC and CD8+ cDC (Table 3). Overall, resident monocytes
were weaker inducers of a cytotoxic T lymphocyte re-
sponse in comparison with L-DC and CD8+ cDC, which
appear to induce similar cytotoxic effector responses.

Discussion
Spleen plays a central role in immunity to blood-borne
pathogens and cancer antigens. Ineffective immunity to

Table 2 Cross priming capability of L-DC compared with mye-
loid cells

Expt Condition T cell: APC ratio giving 50% maximum proliferation of
OT-I T cellsab

L-DC Resi Mono Infl mono Neu cDC

I + LPS 33 - - 33 300

- LPS 33 - - <33 300

II + LPS 33 33 - - 300

- LPS 33 <33 - - 300

III + LPS 100 42 - - 300

- LPS 100 42 - - 141

IV + LPS 100 42 <33 - 300

- LPS 100 33 <33 - 300

V - LPS 100 33 0 <33 -

VI + LPS 141 0 - <33 -

- LPS 100 0 - <33 -
aFor preparation of APC, splenocytes were harvested from Act-mOVA mice and
prepared by red blood cell lysis followed by T and B cell depletion. L-DC, cDC,
resident monocytes (Resi mono), inflammatory monocytes (Infl mono), neutro-
phils (Neu) were sorted as described in Table 1
b APC, with and without LPS (10ug/ml), were cocultured with 105 CFSE-
labelled OT-I (TCR-tg) CD8+ T cells, sorted as PI−Thy1.2+Vα2+CD4− cells, at T
cell:APC ratios of 33, 100, 300 and 900:1. After 72 h, CD8+ OT-I T cells were
gated as PI−CD11b−Thy1.2+Vα2+ cells, and CFSE dilution assessed flow
cytometrically to estimate % proliferating T cells. OT-I T cells alone served as a
control (Con)
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bacteria at the level of spleen results in sepsis which can
be both lethal and a costly complication of surgery and
emergency medicine. Perisinusoidal niches housing
hematopoietic stem cells were recently described in
spleen red pulp [52], and this finding now opens fresh
debate about the specific contribution of spleen to mye-
lopoiesis and immunity. While the DC subsets in spleen
have been well defined, other myeloid cells have not
been systematically identified, with subset characterisa-
tion based only on the phenotype of similar cells in

blood. With recent systematic identification of dendritic
and myeloid subsets in spleen, and redefinition of
monocytes and eosinophils [10], it is now possible to
compare these subsets in terms of their capacity to up-
take antigen, to activate CD4+ T cells, and to cross prime
CD8+ T cells.
Several distinct dendritic and myeloid subsets were com-

pared initially for capacity to endocytose antigen in vivo.
While L-DC and resident monocytes have a similar CD11clo

CD11bhiMHCII− phenotype, differing in expression of

Fig. 4 Ability of splenic APC to induce a cytotoxic T cell response. The ability of APC subsets to induce cytotoxic effector function in CD8+ T cells was
assessed by measuring lysis of OVA peptide-pulsed target cells in a fluorescent target assay (FTA). a The experimental procedure is shown as a timeline. On
Day 0, CD8+ T cells from OT-I TCR-Tg mice were prepared by red blood cell lysis of splenocytes and sorting for PI−Thy1.2+Vα2+CD4− cells. OT-I T cells
(3.5 × 106) were delivered intravenously into host mice (C57BL/6). An hour later, several APC subsets sorted from Act-mOVA mice were also delivered into
host mice. These were sorted as described in Table 1 and three cell doses (90 K, 9 K or 0.9 K) given intravenously. In order to measure the effector function
of activated CD8+ T cells after 7 days, B6. SJL splenocytes were prepared as targets and adoptively transferred intravenously on Day 6. Target cells were
labelled with several concentrations of CFSE, CTV and CPD for later identification. Overall, labelled target cells were then pulsed with 6 different
concentrations of 4 distinct OVA peptides: SIINFEKL (SIIN), GLEQLESIINFEKL (N6), SIIGFEKL (G4) and EIINFEKL (E1). Specific killing of the distinctly labelled,
antigen-pulsed target cells was determined by flow cytometric analysis to determine the number of target cells remaining in the test mouse compared
with the control mouse given OT-I T cells only. Calculation of target lysis involved the formula described in Materials and Methods. b Data shows % specific
lysis of target cells pulsed with different concentrations of peptides by OT-I T cells primed with three different APC types. Data is expressed as
mean ± SE (n= 6)
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Ly6C, CD43 and CX3CR1 (Table 1), they have very distinct
antigen uptake abilities. Resident monocytes demonstrated
superior ability to pinocytose soluble antigen in vivo, while
L-DC were very weak, like eosinophils and neutrophils.
However, L-DC and resident monocytes both showed high
capacity for uptake of antigen by receptor-mediated endo-
cytosis. Despite this similarity, only L-DC and not resident
monocytes, could activate CD8+ T cells and induce cyto-
toxic effector cells. L-DC were also distinct from neutrophils
which did not undergo receptor-mediated endocytosis or
cross presentation. As shown previously by others, CD8+

cDC were highly endocytic of both soluble and particulate
antigen, although resident and inflammatory monocytes
demonstrated stronger receptor-mediated uptake. Previ-
ously, antigen uptake via mannose receptors was correlated
with cross priming ability in DC [39, 40], although that
study did not investigate the comparative ability of other
myeloid subsets. Here we have been able to demonstrate
that both resident and inflammatory monocyte subsets can-
not cross prime CD8+ T cells, despite strong ability to take
up antigen via mannose receptors. This suggests that cross
presentation of antigen is unlinked to that antigen uptake
pathway, and may require specific uptake or processing
mechanisms.
One main aim of this project has been to compare

L-DC with resident monocytes and cDC subsets in
terms of capacity for T cell activation. A major limitation
for in vitro studies of antigen presentation has been the

low number of dendritic and myeloid cells present in
spleen, and the difficulty of their isolation. Both CD8+

cDC and L-DC are very rare cell types, representing <1%
of splenic leukocytes, and resident monocytes represent a
3-4-fold smaller population [10]. In order to overcome the
limitation of low cell numbers, the Act-mOVA mouse
model was used as a source of APC. These mice constitu-
tively express high levels of cell-associated OVA under the
actin promotor, and isolated APC express OVA peptides
in association with MHCI and MHCII, without the need
for antigen pulsing and washing of cells. In the animal,
APC acquire OVA as an exogenous antigen through up-
take of dead and dying cells then presented on MHCI and
MHCII. However, when OVA is transcribed and expressed
within the cell, there is also the possibility that OVA en-
ters the endogenous antigen processing pathway whereby
defective OVA is ubiquitin tagged for destruction in the
cytoplasm. Since this type of processing could occur in all
cells including APC, it has been necessary to use a control
cell population as an indicator of endogenous cross pres-
entation. In experiments described here, neutrophils
which do not cross present antigen in the steady-state
have served as an adequate control. In all experiments
they induced little or no response in either CD8+ or CD4+

T cells.
Activation of CD4+ T cells is essential for induction of T

helper cells, which then activate B cells and macrophages.
Both CD8+ and CD8− cDC induce activation of CD4+ T
cells, although CD8− cDC have been described as the
strongest inducers [53]. Consistent with those findings,
CD8− cDC were shown to be strong activators of CD4+ T
cells, while L-DC which lack MHCII expression show no
capacity common to other MHCII− myeloid cell types like
eosinophils, neutrophils, inflammatory monocytes and
resident monocytes. This is consistent with previous find-
ings on L-DC produced in longterm spleen co-cultures,
and in spleen stromal co-cultures [30, 33, 41].
While cross presentation is recognised as a character-

istic property of DC, questions still remain as to the
cross presenting capability of monocytes/macrophages
and other myeloid subsets. Interpretation of published
data is limited by the purity and certainty of subsets iso-
lated for analysis, and of the conditions under which
cells have been assessed. Indeed, a number of studies
have described macrophages and neutrophils as able to
cross present antigens to CD8+ T cells under inflamma-
tory conditions. For example, it was recently shown that
neutrophils from inflammatory peritoneal exudates
could cross-prime CD8+ T cells both in vivo and in vitro
[46, 54], While those studies demonstrated cross-
priming by neutrophils, the described response occurred
only under inflammation and so would not be reflective
of neutrophils in steady-state spleen. Here two distinct
assays have been used to analyse cross presenting ability,

Table 3 Capacity of splenic subset to induce a cytotoxic T cell
response

Peptide No. APC from
Actm-OVA mice
used for priminga

Targets:

Concentration of peptide (uM) required
to activate CTL for 50% lysis of targets

L-DC Resi Mono CD8+cDC

SIIN 90 K 0.1 0.1 1.0

9 K 10.0 > > 10 10.0

0.9 K 0 0 0

N6 90 K 0.001 0.001 0.001

9 K 0.01 1.0 0.01

0.9 K 0 0 0

G4 90 K 0 0 0

9 K 0 0 0

0.9 K 0 0 0

E1 90 K 0 0 0

9 K 0 0 0

0.9 K 0 0 0
a The table summarises data obtained from the fluorescent target experiment
described in Fig. 3. Mice were given sorted OT-I CD8+ T cells ahead of APC
sorted from Act-mOVA mice. These included L-DC, Resident monocytes (Resi
mono) and CD8+ cDC. Target cells were added after 6 days, and their lysis
measured in terms of % cell recovery at 24 h
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involving both in vitro and in vivo analyses, and meas-
urement of a response in terms of both T cell prolifera-
tion and induction of T cell cytotoxicity. Both of these
approaches have demonstrated the capacity of both cDC
and L-DC to cross present antigen. Resident monocytes
were quite distinctly different, at least 10-fold weaker
then cDC, and 3- or 10-fold weaker than L-DC across
two assays. Inflammatory monocytes and neutrophils
were also incapable of cross presentation, and at least
10-fold weaker than cDC in inducing T cell proliferation.
The treatment of all APC subsets with LPS did not im-
prove activation of CD8+ T cells. Since L-DC were
insensitive to LPS activation, it is unlikely that L-DC are
monocyte-derived DC.
Cross priming for activation of CD8+ T cells is essen-

tial in the generation of cytotoxic T lymphocytes [55].
Cytotoxic T lymphocytes play an important dual func-
tional role in maintaining self-tolerance by lysing self-
targets and infected or cancerous cells. The ability of
APC to cross present antigen and to induce cytotoxic T
lymphocytes was investigated using a fluorescent target
array which assesses cytotoxic T cell formation within
the animal, where lytic activity against target cells is dir-
ectly measured [35]. Cytotoxic T lymphocytes generated
by OVA-expressing L-DC, lysed target cells pulsed with
the SIIN and N6 peptides of OVA, but not with the G4
and E1 peptides. The cytotoxic T cell response induced
was antigen-specific, since OT-I CD8+ T cells can only
recognise SIIN and N6 peptides in the context of MHCI.
Similarly, both CD8+ cDC and resident monocytes gen-
erated cytotoxic T lymphocytes which gave antigen-
specific lysis of target cells when 9,000 APC were used,
although at 90,000 APC, the activation capacity of CD8+

cDC was 10-fold lower. We attribute this to a saturation
response in the presence of too many cells and too
much peptide antigen. However, resident monocytes re-
quired a much higher concentration of peptide on target
cells to give a similar level of lysis. Thus, resident mono-
cytes are weaker inducers of cytotoxic T lymphocytes
than both L-DC and CD8+ cDC, consistent with their
lack of cross-presenting ability. These data serve to func-
tionally distinguish the L-DC and resident monocyte
subsets despite their similar but distinct phenotypes.

Conclusion
This study identifies the distinct functional capacity of
L-DC in terms of antigen presenting ability for CD4+

and CD8+ T cells. L-DC have been shown to be both
phenotypically and functionally distinct from cDC sub-
sets, resident and inflammatory monocytes, as well as
neutrophils and eosinophils. They are not macrophages
since they do not express markers which identify macro-
phage subsets unique to spleen. L-DC reflect a unique
subset of cells resembling myeloid cells by phenotype,

but a dendritic-like cell in terms of morphology, func-
tion in cross presentation, and ability to induce a cyto-
toxic T cell response.
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