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OMICS Group is an amalgamation of Open Access publications and
worldwide international science conferences and events. Established in the
year 2007 with the sole aim of making the information on Sciences and
technology ‘'‘Open Access’, OMICS Group publishes 5oo online open
access scholarly journals in all aspects of Science, Engineering,
Management and Technology journals. OMICS Group has been instrumental
in taking the knowledge on Science & technology to the doorsteps of
ordinary men and women. Research Scholars, Students, Libraries,
Educational Institutions, Research centers and the industry are main
stakeholders that benefitted greatly from this knowledge dissemination.
OMICS Group also organizes 5oo International conferences annually across
the globe, where knowledge transfer takes place through debates, round
table discussions, poster presentations, workshops, symposia and
exhibitions.
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OMICS International is a pioneer and leading science event organizer,
which publishes around 500 open access journals and conducts over 500
Medical, Clinical, Engineering, Life Sciences, Pharma scientific
conferences all over the globe annually with the support of more than
1000 scientific associations and 30,000 editorial board members and 3.5
million followers to its credit.

OMICS Group has organized 500 conferences, workshops and national
symposiums across the major cities including San Francisco, Las Vegas,
San Antonio, Omaha, Orlando, Raleigh, Santa Clara, Chicago,
Philadelphia, Baltimore, United Kingdom, Valencia, Dubai, Beijing,
Hyderabad, Bengaluru and Mumbai
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INTRODUCTION

Acute myocardial infarction (AMI) like other forms of ‘acute
coronary syndromes (ACS) is pathophysiologically related to
thrombosis that produce infarcts (black patchy) on ‘the
pericardium. However, unlike in the case of ACS, the platelet
aggregation, induced by different aggregating agents in AMI
cannot be inhibited by aspirin (acetyl salicylic acid).

Currently, there 1s no known mechanism of platelets in AMI to
become resistant to the well known inhibitory effect of aspirin. It
1s believed that the aggregation of platelets in AMI cannot be
inhibited by aspirin, the recurrence of AMI may follow within
months and the victims usually succumb to the condition.




In this presentation, I would present the role of a stress induced
protein 1solated from the circulation of AMI patients, identified
to be dermcidin isoform-2, an 11 kDa small protein and I would
also present its role on the development of resistant of platelets
to aspirin.

I would present here unique and a simple way to resensitize the
platelets from AMI subjects to the inhibitory effect of aspirin

through the expulsion of bound dermcidin from the platelet
surface through the increase production of nitric oxide by using
low amount of aspirin itself, which unlike the classical
inhibition of cyclooxygenase activity through the inhibition of
prostaglandin.




Effect of acetyl salicylic acid (aspirin) on the ADP and other
platelet aggregating agents induced platelet aggregation in PRP
from normal volunteers and from AMI subjects
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Please note that aspirin can not inhibit
aggregation in AMI PRP

A = The aggregation of platelets by
thrombin (1.0 Unit/ml) in AMI subjects
treated with aspirin.

A= normal PRP with aspirin on the
aggregation induced by thrombin.

B = The aggregation by ADP (2.0 uM) in
AMI subjects treated with aspirin.
B,=normal PRP with aspirin by ADP.

C = The Aggregation by /-epinephrine (5.0
uM) with aspirin AMI subjects.
C,=normal PRP with aspirin by I[-
epinephrine

D = The aggregation by collagen (2 pug/mL)
with aspirin in AMI subjects.
D, = normal PRP with aspirin by¢ellagen.




To understand what caused aspirin to fail to inhibit
aggregation in AMI subjects

(A) = ADP induced platelet
aggregation in the
dermcidin treated
normal PRP in
presence of 80uM
aspirin

Normal PRP+Dermcidin+aspirin
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(B) = ADP induced
platelet aggregation in
normal PRP not
treated with dermcidin

Normal PRP+without dermcidin-taspirin in presence of 80uM
aspirin.

S
<~

e
™
~
=
=
o
w
o=
£
w
=
=
=

Time (minutes)




Scatchard plot analysis of the equilibrium binding of
dermcidin to normal platelets

High affinity (Kd = 40nM)
Low capacity (n = 128X103 molecules/platelet)

Low affinity (Kd = 333nM)
High capacity (n = 189X103 molecules/platelet)
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Effect of incubation of PRP from AMI subjects with dermcidin
antibody and the inhibitory effect of aspirin on the antibody
treated platelet rich plasma.

AMI PRP+without dermcidin antibody+aspirin ( A) PRP from AMI
A

subjects was incubated
with aspirin and
aggregation induced
by ADP.

(B) PRP from same
AMI patients treated
with dermcidin
AMI PRP+dermcidin antibody+aspirin antibody and
subsequently treated
with aspirin under
identical condition like
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The removal of the bound dermcidin from platelets from AMI
subjects by the stimulation of NO in platelets

After the expulsion
of bound dermecidin
from the AMI PRP,
platelet become
supersentized.

NAME (solid
circles) inhibits the
activity of aspirin
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Effect of reexposure of PRP from the AMI subjects to 10 UM aspirin

on the inhibition of ADP induced

platelet aggregation in the PRP pre-treated with aspirin or insulin
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or NO in 0.9% NacCl.

(A)represents the aggregation of
platelets in PRP from AMI
subjects incubated with 80 uM
aspirin

A, = The PRP from the same AMI
subjects preincubated with 15
uM  aspirin  followed by
treatment of the PRP with
10uM aspirin

A, = The PRP from the same AMI
subjects was incubated with
insulin followed by using 10uM
aspirin as.

A; = The PRP from the samé AMI
subjects was incubated with NO

solution in=0.9% NaCl followed

_ by using 10uM aspirin.
Time (minutes)




The effect of preincubation of AMI PRP with aspirin, insulin or
with NO in 0.9% NaCl solution on the binding characteristics of
dermcidin to platelets in Scatchard plot

It was found that the binding
of dermcidin 128X10°3
molecules/platelet in the
untreated AMI platelets
decreased to 80X10°
molecules/platelet and to
76X10° molecules/platelet and
to 78X10° molecules/platelet
dermcidin binding sites when
the AMI platelets were treated
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CONCLUSION

The presence of dermcidin in the circulation of AMI impaired the
aspirin induced inhibition of platelet aggregation.

These results suggest a novel way to treat the AMI via the
resensitization of the platelets to aspirin through the generation of
NO.

The increase of platelet of NO level by aspirin, insulin or by NO itself
resulted in the removal of the bound dermcidin from its high affinity
binding sites on the platelet surface.

The aspirin stimulated NO synthesis in AMI platelets may have a
biphasic effect in that the maximal synthesis of NO that will achieved
at 15uM of the compound, and the use of higher doses of the
compound actually will result in the decrease production of NO, and
at 300 mg aspirin/70 kg body weight (equivalent to 333 uM aspirin)
will reduce the synthesis of NO with corresponding.séduction
removal of the platelet bound dermcidin.




If these results from in-vitro study could be extended to the subjects
affected by AMI, it might be suggested that the use of the

Our preliminary data suggested that perhaps the chronic use of
14 mg bolus of aspirin/70 kg body weight and after 30 min
another 9 mg bolus of aspirin/70 kg weight might be helpful in

expulsion of platelet bound dermcidin to inhibit aggregation and
prevent from the recurrence of AMI.
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Let Us Meet Again

http://cardiology.conferenceseries.com

http://www.conferenceseries.com/

http://www.conferenceseries.com/clinical-research-
conferences.php




