
vs. H9c2 EVs 100 nm size, 2.5 × 108 particles/ml). EVs iso-
lated from 1 mM AngII treated H9c2 cardiomyocytes signifi-
cantly increased cell area of recipient H9c2 cardiomyocytes
(control EV treated 3291.1±90.1 mm2 vs AngII EV treated
5252.3±125.4 mm2, p<0.001). EVs isolated from 1 mM Ang-
(1-7) treated H9c2 cardiomyocytes significantly reduced AngII
peptide induced increase in cell area in a dose dependent
manner in recipient H9c2 cardiomyocytes (100 nM AngII
+Control EVs 5566.3±139.0 mm2 vs 100 nM AngII+Ang-(1-
7) EVs 4212.7±132.1 mm2, p<0.001).
Summary/conclusions Collectively these data suggest that there
are distinct sub-populations of EVs released that differ
between NRCF cells and H9c2 cardiomyocytes. We have
shown that H9c2-derived EVs can elicit deleterious or cardio-
protective effects on recipient H9c2 cardiomyocytes depending
on the condition of the parental cells.

6 RESISTIN MEDIATES SEX-DEPENDENT EFFECTS OF
PERIVASCULAR ADIPOSE TISSUE ON VASCULAR
FUNCTION IN THE SHRSP
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Introduction Premenopausal women are relatively protected
against hypertension compared to males. Oestrogen levels have
been identified as a potential underlying cause, but many of
the pathophysiological mechanisms remain to be determined.
Altered perivascular adipose tissue (PVAT) function has been
identified to have vasoactive effects. However, in hypertension,
sex-dependent differences of PVAT have not yet been
explored.
Hypothesis Sex-dependent effects of PVAT mediate altered vas-
cular function in hypertension.
Approach and result The effect of PVAT was investigated on
resistance vessels of 16 week old male and female stroke-
prone spontaneously hypertensive rats (SHRSP). This preclini-
cal model of hypertension presents with a sex-difference in
the development of hypertension comparable to humans.
Wire-myography was used on 3rd order mesenteric vessels to
assess vascular function. Noradrenaline mediated vasoconstric-
tion was increased in SHRSP males compared to females
(maximum contraction: male +PVAT 113.3±1.1% vs female
+PVAT 91.4%±11.36%). KATP channel-mediated vasorelaxa-
tion by cromakalim was impaired in males compared to
females (maximum relaxation: male +PVAT 46.9±3.9% vs
female +PVAT 97.3%±2.7%). A cross-over study assessing
function of male PVAT on female vessels and vice versa con-
firmed the reduced KATP mediated vasorelaxation induced by
male PVAT (maximum relaxation: female +PVATfemale 90.6
±1.4% vs female +PVATmale 65.8%±3.5%). To explore the
cause of sex-dependent differences in PVAT an adipokine array
with subsequent western blot validation was carried out. This
identified resistin as a potential modifier of vascular reactivity.
Resistin was increased by approximately 2-fold in SHRSP male
mesenteric PVAT. Further wire-myography experiments with

male and female vessels pre-treated with resistin (40 ng/ml)
showed no difference in response to noradrenaline. However,
vasorelaxation in response to cromakalim was significantly
impaired in resistin treated female vessels, similar to levels
observed in male vessels (maximum relaxation: female +PVAT
97.3±0.9% vs female +PVAT +resistin[40 ng/ml] 36.8%
±2.3%).
Conclusion These findings indicate a novel role for resistin in
sex-dependent PVAT mediated vascular function in hyperten-
sion through a KATP channel mediated mechanism.
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Introduction Beneficial effects of stem/progenitor cell therapies
for the treatment of ischaemic diseases have been established;
however, there remains conflicting evidence on whether cells
act by incorporation into the existing vasculature or by para-
crine effects.
Objective This study aims to quantify the bio-distribution of
transplanted, proangiogenic, human embryonic stem cell-
derived endothelial cells (hESC-ECs) in a murine model of
hind limb ischaemia over 21 days using qPCR-detection of
human DNA.
Methods CD1 nude mice (male, 6–8 weeks old; n=6 per
group) underwent femoral artery ligation followed by injection
with hESC-ECs into ischaemic muscle of the hindlimb. Mice
were sacrificed at 0 hour, 4 hour, 24 hour, 7d, 14d, and 21d
post-transplantation, and DNA extracted from the hind limb.
A paired-qPCR assay was run with a set of human-specific
and mouse-specific primers to allow for detection of hESC-
ECs in mouse tissue.
Results A standard curve was constructed using mixtures of
DNA extracted from mouse tissue and a population of hESC-
ECs. The mean percentage of human cells at each time-point
was determined accordingly. At the first time-point (0 hour),
1.77%±0.55% human cells were present within the ischaemic
limb, with no significant change at 4 hour post-injection.
However, by 24 hour and 7 days post-injection, the% human
cells present significantly decreased to 0.67%±0.24%
(p=0.05) and 0.35%±0.09% (p=0.05) respectively. At 14 and
21 days post-injection, the level of human DNA present had
decreased to background levels.
Conclusion Our results suggest the majority of injected hESC-
EC cleared from the injection site within the first 24 hours,
with the remainder of the cells no longer present at 14 days
post-injection. This is consistent with imaging data obtained
prior to this study, and suggests that injected hESC-ECs
improve perfusion in the mouse ischaemic limb by a paracrine
mechanism rather than direct incorporation into the existing
vasculature.
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