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Abstract
The management of the critically ill polytrauma patient is complex due to the multiple complications and bio-
chemical and physiopathological imbalances. This happened due to the direct traumatic injury, or due to the 
post-traumatic events. One of the most complex physiopathology associated to the multiple traumas is represented 
by microvascular damage, subsequently responsible for a series of complications induced through the imbalance 
of the redox status, severe molecular damage, reduction of the oxygen delivery to the cell and tissues, cell and 
mitochondrial dead, augmentation of the inflammatory response and finally the installation of multiple organ dys-
function syndrome in this type of patients. A gold goal in the intensive care units is represented by the evaluation 
and intense monitoring of the molecular and physiopathological dysfunctions of the critically ill patients. Recently, 
it was intensely researched the use of microRNAs as biomarkers for the specific physiopathological dysfunctions. In 
this paper we wish to present a series of microRNAs that can serve as biomarkers for the evaluation of microvascu-
lar damage, as well as for the evaluation of other specific physiopathology for the critically ill polytrauma patient.
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Rezumat
Managementul pacientului critic politraumatizat este complex datorită complicațiilor multiple, dar și a 
dezechilibrelor biochimice și fiziopatologice pe care le dezvoltă. Acestea au loc atât datorită injuriilor directe 
traumatice, cât și celor secundare post-traumatice. Una dintre cele mai complexe disfuncții fiziopatologice 
asociată cu traumele multiple este reprezentată de disfuncțiile microvasculare, responsabile semnificativ de o 
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serie de complicații ce induc ulterior dezechilibrul statusului redox, disfuncțiile moleculare severe, reducerea 
capacității de distribuție a oxigenului către celule și țesuturi, moartea mitocondrială și celulară, augmentarea 
răspunsului inflamator și în final instalarea sindromului de disfuncție multiplă de organ. Obiectivul principal în 
unitățile de terapie intensivă este reprezentat de evaluarea și monitorizarea intensivă a disfuncțiilor moleculare 
și fiziopatologice. Recent, s-a studiat intens utilizarea microRNAs ca biomarker pentru analiza dinfuncțiilor 
fiziopatologice la acest tip de pacienți. În această lucrare de acutalizare dorim să prezentăm o serie de microRNAs 
care pot servi ca biomarkeri pentru evaluarea disfuncției microvasculare, dar și utilizarea acestora pentru 
evaluarea fiziopatologiilor specifice pacientului critic politraumatizat.
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Introduction

A high percentage of polytrauma patients pres-
ents severe haemorrhagic shock (1). This is 
one of the most common causes of death in the 
intensive care unit (ICU). The increased mor-
tality rate is due to both the primary traumatic 
injuries as well as by the secondary one to the 
haemorrhagic shock. Among the most common 
secondary physiopathological phenomenon for 
the haemorrhagic shock are tissue hypoperfu-
sion, tissue hypoxia, lactic acidosis, endotheli-
um vascular damage and the formation of micro-
thrombi in small vessels (2). In the case of this 
type of patients the common therapeutic action 
is volemic resuscitation. The post-resuscitation 
physiopathological status is considerably ag-
gravated especially by the ischemia-reperfusion 
syndrome.

Because of the traumatic injuries, isch-
emia-reperfusion syndrome, coagulophaty and 
of microvascular damage are being produced 
increased quantities of inflammatory molecules 
(3). Also in the critically ill patients, the mi-
crovascular system is compromised by severe 
sepsis. The intensification of the inflammatory 
status, severe infections, hypermetabolism and 
microvascular damage lead to multiple organ 
dysfunction syndrome (MODS), responsible of 
patient death.

Gold goals in the management of these pa-
tients consist in ”unblocking” the microvascu-
lar system and in assuring an adequate tissue 

perfusion. Evaluation and monitoring of the 
microvascular system is possible through some 
conventional biomarkers for inflammation, hy-
poperfusion and hypoxia (4,5). However, these 
do not present high selectivity and specificity, 
mostly bringing tardive answers. Thus, lately 
were intensely studied the circulating microR-
NA species as biomarkers (6).

Numerous studies have highlighted that mi-
croRNA presents high selectivity and specificity 
for some physiophatological dysfunctions, be-
coming so a new biomarkers era (7–9). 

In this paper we wish to present the micro-
vascular damage in the polytrauma patient with 
haemorrhagic shock, as well as the microRNA 
species as biomarker for this.

The physiophatology of microvascular 
damage and hypoxia

At the critically ill polytrauma patient, the mi-
crovascular system is affected by a complex se-
ries of causes such as SIRS, sepsis, imbalance 
of the redox status, coagulopathy and a series of 
other molecular dysfunctions. Also, the micro-
vascular system dysfunction affects and aug-
ments a series of other biochemical and phys-
iopathological systems, mainly due to decreas-
ing the delivery of oxygen and nutrients to the 
tissues. Subsequently to oxygen privation of the 
cell take place mitochondrial dysfunctions and 
nuclear transcription dysfunction, which lead to 
cell death. Also along with the destruction of the 
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integrity and functionality of the cell are acti-
vated numerous pro-inflammatory systems, that 
are being responsible for worsening the inflam-
matory response and aggravation of the clinical 
patient status. 

In the case of the critically ill polytrauma 
patient with haemorrhagic shock, in volemic re-
suscitation most often is administered red blood 
packet (RBP) in order to increase the oxygen 
delivery toward the tissues. However, a series 
of study reports numerous side effects such as 
the augmentation of the inflammatory status and 
imbalance of the redox status due to the inad-
equate tissue oxygenation. This phenomenon 
is due to cell degradation especially, by inhib-
iting the adenosine triphosphate system (ATP), 
to phospholipid membrane degradation through 
lipid peroxidation, as well as to the loss of the 
cell structure. Therefore, the microvascular sys-
tem is significantly affected leading to the inten-
sification of the ischemia-reperfusion syndrome. 
Moreover, are being produced increased quan-
tities of interleukin 1beta (IL-1β), interleukin 6 
(IL-6), interleukin 8 (IL-8) and tumour necrosis 
factor alpha (TNF-α) (10).

Through the endothelial injury are being 
bioproduced a series of pro-inflammatory cyto-
kines, having place the lipid peroxidation of cel-
lular membrane, destruction of the endothelial 
basal membrane as well ass the imbalance of the 
coagulation cascade.  

Another biochemical system affected in en-
dothelial injury is represented by the nitric ox-
ide (NO) system through ischemia and hypoxia. 
Decreased expression of the NO system as well 
as the aggressive biosynthesis of vasoconstrictor 
substances lead to the impairment of the micro-
vascular flow.

A high percentage of critically ill polytrauma 
patients present sepsis. Regarding the microvas-
cular system at patients with sepsis, the vascu-
lar endothelium is severely affected due to di-
rect adhesion of the pathogens, aggregation and 

activation of the inflammatory cells, release of 
pro-inflammatory cytokines, as well as activa-
tion of the complement system.

Bateman et al., have studied the microvas-
cular system status at the laboratory animal with 
sepsis induced. Following their study they have 
highlighted a dramatic decrease of microvas-
cular autoregulation, oxygen delivery capacity, 
as well as an increase of nitric oxide synthase 
in plasma (11).  Another important cause of the 
microvascular system dysfunction at the patients 
with SIRS and sepsis is due to the structural mod-
ification of glycocalyx. Following the structural 
and functional degradation of glycocalyx are be-
ing produced a series of physiophatological dys-
functions reflected upon the microvascular flow. 
Among these the most common are represented 
by the exaggerated increase of the paracellular 
permeability, the loss of the electric charge, as 
well as the disturbance of the coagulation cas-
cade with formation of numerous microthrombs 
at the microvascular level (12).  

The incapacity of the organism to main-
tain the equilibrium between the free radicals 
(FR) and the substances with antioxidant activ-
ity leads to the installation of the phenomenon 
called oxidative stress (OS) (Figure 1).

The main pathway of attack of the OS on 
the vascular endothelium is represented by the 
interaction between the superoxide anion and 
the molecules of NO, for which presents a high 
affinity. Following this interaction the micro-
vascular system is affected through two ways. 
One is represented by depriving the endotheli-
um of NO, and the other one by the production 
of new FR species, derived from nitrogen. The 
new formed FR bring significant prejudices to 
the vascular endothelium by DNA, lipids and 
protein degradation.

Another important factor in microvascular 
damage is represented by the activation of the 
nuclear transcription factor kappa B (NF-kB). 
NF-kB is responsible for the generation of some 



Revista Română de Medicină de Laborator Vol. 24, Nr. 1, Martie, 201624

cellular stimuli that produce increased quantities 
of proinfl ammatory cytokines, FR and adhesion 
molecules by activating the transmembrane re-
ceptors (13).

microRNAs biogenesis

From the biochemical point of view, the mi-
croRNA species are single-stranded non-cod-
ing RNA. Regarding their constitution they are 
formed of 19-24 nucleotides. The microRNA 
synthesis begins in the nucleus by the action of 
RNA polymerase II on microRNA genes. Thus 
are obtained the primary species, called pri-mi-
croRNA. In what fallows on pri-microRNA 
acts RNase III endonuclease (Drosha), forming 
pre-microRNA. Drosha require the cofactor Di-
George Syndrome Critical Region 8 (DGCR8) in 
order for the transformation reaction of pri-mi-
croRNA in pre-microRNA to take place. The 
next step in microRNAs biogenesis in constitut-
ed by the pre-microRNA transport from to nu-
cleus in the cytoplasm. This is possible through 
the transport protein called Exprtin-5. 

In cytoplasm, pre-microRNA is attacked by 
RNase III endonuclease (Dicer) together with 
the trans-activator RNA binding protein (TRBP). 
Following this reaction is forming mature mi-
croRNA (double – stranded) and microRNA* 
(passenger strand). The next biochemical step of 
microRNA biosynthesis is represented by intro-
ducing the mature species in the RNA induced 
silencing complex (RISC). 

The use of microRNA as biomarkers is due 
to the fact that microRNAS are synthetized and 
released by the cell in differ physiophatological 
conditions. Regarding the release mechanisms 
of microRNAs two types are described, passive 
release and active release (Figure 2).

The use of microRNAs as biomarkers for 
microvascular damage

microRNA presents high stability in biological 
fl uids and it can be analysed without modifying 
its structure or functionality. Circulating mi-
croRNA can be identifi ed in a series of biologi-
cal fl uids, such as blood, urine and others.

Figure 1. Schematic representation of the secondary pathophysiology associated with trauma. 
The implications on microvascular damage.



Revista Română de Medicină de Laborator Vol. 24, Nr. 1, Martie, 2016 25

microRNAs expression and endovascular dis-
ease 
Dysfunctions of the microvascular system can 
be evaluated and monitored by using circulat-
ing microRNAs. Zhang et al., have studied the 
expression of microRNA-150 at the specifi c cell 
lines, highlighting a series of connections sig-
nifi cant from a statistical point of view, between 
the expression of the microRNA species and the 
endothelial dysfunction (14). Following their 
study they have highlighted signifi cant decrease 
of microRNA-122, microRNA-148a, microR-
NA-19a, let-7i, microRNA-320d and microR-
NA-4429. Also, they have reported important in-
creases in the expression of microRNA-363 and 
microRNA- 487b (15). Another study regarding 
the microRNA expression in microvascular dis-
ease was effectuated by Scott et al. Following 
their study, they have identifi ed modifi cations 
for microRNA-17-92, microRNA-221, microR-
NA-222 and microRNA-126 (16). A similar 
study was effectuated by Hulsmans et al., high-
lighting important increases in the expression of 

microRNA-146 in the patients with endovascu-
lar disease (17).

microRNAs expression and the  hypoxia
The critically ill polytrauma patient in haemor-
rhagic shock, in respiratory dysfunctions, such 
as acute lung injury (ALI) and acute respiratory 
distress syndrome (ARDS), as well as in sepsis 
is exposed to severe tissue hypoxia. Numerous 
studies have reported signifi cant modifi cation 
on the expression of microRNA-23, microR-
NA-24, microRNA-26, microRNA-27, mi-
croRNA-103, microRNA-107, microRNA-181, 
microRNA-210 and microRNA-213 in hypox-
ia. Agrawal et al., have also studied the mi-
croRNA expression in hypoxia. Following their 
study, they have reported increased expression 
of microRNA-210-3p, microRNA-1275, mi-
croRNA-376c-3p, microRNA-23b-3p, microR-
NA-193a-3p, microRNA-145-5p and decreased 
expression of microRNA-92b-3p, microR-
NA-20a-5p, microRNA-10b-5p, microRNA-
181a-2-3p and microRNA-185-5p (18). More 

Figure 2. Biogenesis of microRNAs. For explanations see the text. 
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than that, Hung et al., have stuied the microR-
NAs profiles in the laboratory animals with 
ARDS induced. Following their study they have 
reported a decreased expression of miRNA-24, 
miRNA-126, miRNA-26a and let-7a. Also, 
following their study they have reported an in-
creased expression of miRNA-346, miRNA-344, 
miRNA-127, miRNA-999, miRNA-128b, miR-
NA-30b and miRNA-30a (19). 

microRNAs and the ischemia-reperfusion syn-
drome
In ischemia-reperfusion syndrome are produced 
a multitude of microvascular damages due to 
oxygen deprivation of the endothelium, mito-
chondrial dysfunction and to the excessive pro-
duction of FR and proinflammatory molecules. 
Studies regarding the microRNAs expression 
in ischemia-reperfusion syndrome reports im-
portant increases in the expression of microR-
NA-290, microRNA-145 si microRNA-26, as 
well as decreases in the expression of microR-
NA-192, microRNA-187, microRNA-805 and 
microRNA-194 (20). Zhou et al., in a similar 
study on the microRNAs expression in in isch-
emia-reperfusion syndrome have highlighted 
important increases in the expression of microR-
NA-21, microRNA-193-3p and microRNA-210. 
In a similar study effectuated by Zhon et al., 
were highlighted increases in the expression of 
20 microRNAs, as well as a decreases in the ex-
pression of 39 microRNAs (21).

microRNAs, adhesion molecules, inflamma-
tion and the coagulation cascade
Regarding the microRNAs expression given by 
the adhesion molecules from the vascular endo-
thelium, mainly responsible for the microvascu-
lar damage, were realised a series of experimen-
tal studies. Harris et al., in a study on the ad-
hesion molecules and endothelial inflammation 
have highlighted significant modifications in the 
expression of microRNA-126 (22). Another im-

portant dysfunction for the critically ill polytrau-
ma patients is represented by the thromboem-
bolic events. Salloum-Asfar et al., have studied 
microRNAs expression regarding the dysfunc-
tions of the coagulation cascade. Following their 
study they have reported significant correlations 
between the expression of  microRNA-181a-5p 
and the action of the coagulation factor XI (23).

microRNAs expression and the redox disease
The disruption of the microvascular system in-
duces mainly the intensification of the redox im-
balance. Regarding evaluation and monitoring 
of OS, have been realized a series of study on the 
microRNAs expression and its use as biomarker. 
Thus, a series of study regarding microRNAs ex-
pression in OS were effectuated, being highlight-
ed significant correlations between the expres-
sion of miRNA-872, miRNA-155, miRNA-183 
and the intensity of the oxidative dysfunctions 
(17). From a cellular point of view, OS affects 
and augments the functionality and integrity of 
mitochondria. Chen et al., have proved that the 
expression of microRNA-210 is significantly 
correlated with mitochondrial dysfunction in-
duced by hypoxia and ischemia (24). In the hy-
poxic episodes mitochondria is responsible for 
producing increased quantities of FR through 
some essential biomechanisms such as growth 
factor adaptor Shc, transport complexes I and III, 
as well as NADPH oxidase-4 (NOX4). Along 
with the mitochondrial dysfunction appears a 
number of other pathophysiology that are impli-
cated in the aggravation of the clinical status of 
this patients, especially due to the dysfunction 
of the energetic balance and to the programmed 
cell death by mitochondria (25). Recent studies 
have highlighted significant modifications in the 
expression of microRNA-25, microRNA-17*, 
microRNA-335, microRNA-34a and microR-
NA-181a in the case mitochondrial damage due 
to hypoxia (26–29).



Revista Română de Medicină de Laborator Vol. 24, Nr. 1, Martie, 2016 27

Mitochondrial dysfunctionality involves 
also a series of disruptions of the biochemical 
mechanisms of nuclear transcription. More than 
this, the activation of the nuclear transcription 
factor kappa B (NF-kB) leads to the accelerat-
ed biosynthetis of proinflammatory molecules, 
thus augmenting the inflammatory response of 
the critically ill polytrauma patient. microRNAs 
can also be used in this case for the evaluation 
of the nuclear transcription imbalances (30). The 
studies have highlighted a significant correlation 
between the expression of microRNA-146, mi-
croRNA-155, microRNA-181b, microRNA21 
and microRNA-301a (30). An important study 
was effectuated by Li et al. on the modifications 
of the microRNAs expression induced by the NF-
kB imbalances. Following their study, they have 
highlighted an important decrease of microR-
NA-223, microRNA-15a and microRNA-16 
(31). A similar study was effectuated by Zhang et 
al., that have noticed significant correlations be-
tween NF-kB damage and microRNA-143 (32). 
More than that, NF-kB dysfunctionality involves 
the intensification of the inflammatory response 
through excessive stimulation and bioproduction 
of inflammatory mediators. The increased con-
centration of proinflammatory molecules is also 
responsible for microvascular damage through 
harming the microvacular endothelium. The 
studies have highlighted a series of implications 
between the NF-kB dysfunctionality and the in-
creased concentration of proinflammatory cyto-
kine (33).  

microRNAs expression in sepsis
Regarding to monitoring of sepsis by using 
epigenetic biomarkers were effectuated numer-
ous studies being reported a series of microR-
NAs with high specificity and selectivity. et al 
(34), have studied the microRNAs expression 
in sepsis. Thus they have identified a series of 
microRNAs cu high specificity and selectivity 

such as, microRNA-15b, let-7b, microRNA-16, 
microRNA-324-3p, microRNA-210, microR-
NA-486-5p, microRNA-484, microRNA-340 
and microRNA-324-3p (34). A similar study 
was effectuated by Wang et al (35). They have 
examined the expression of microRNAs on 232 
patients highlighting modifications regarding the 
expression of  microRNA-122 (35). Other stud-
ies have reported the utilization of microRNAs 
species from the microRNA-4772 family for 
the evaluation and monitoring of sepsis (36). In 
Table 1 are summarized a series of microRNAs 
species that can be used in the evaluation of the 
microvascular system status.

Conclusions 

The complexity of the physiopathology in the 
critically ill polytrauma patient has imposed in-
tense research regarding the specific biomarkers. 
Because of the importance of the microvascular 
damage in the evolution of the clinical status of 
the critically ill patient, lately have been stud-
ied numerous microRNAs capable of bringing 
answers regarding the direct injury, as well as 
the secondary one induced secondary by the 
microvascular disease. Even if the microRNAs 
can bring quick answers with high selectivity 
and specificity for the microvascular disease in 
the case of the critically ill patient, are required 
more studies in this regard.
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