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Letter to the Editor 

Syncope is defined as transient loss of consciousness (TLOC) due to global cere-
bral hypoperfusion, with a rapid onset, short duration, and spontaneous com-
plete recovery. Syncope shares many clinical features with other disorders, which 
therefore feature in one another’s differential diagnosis. This group of disorders 
is labelled TLOC. TLOC is defined as a state of real or apparent LOC with loss of 
awareness, characterized by amnesia for the period of unconsciousness, abnor-
mal motor control, loss of responsiveness, and short duration. 

Vasovagal reflex is the most common cause of syncope in any setting and age 
group accounting for 21% of all incidents. Many patients have recurring epi-
sodes and a few have major trauma following vasovagal syncope (VVS) [1]. 

The etiology of reflex syncope (neurally mediated) can be divided into its 
common form (vasovagal, where postural challenge: standing and less common 
sitting, or emotion causes the abnormal reflex) and the situational syncope 
(where this reaction is used by a specific trigger: micturition, gastrointestinal 
stimulation: swallow, defaecation, post-exercise, and cough or sneeze). The 
non-classical form of reflex syncope occurs with uncertain or apparently absent 
triggers and/or atypical presentations. This group also encompasses syncope as-
sociated with low adenosine plasma levels [2].  
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All forms of syncope, but mostly reflex syncope and orthostatic hypotension 
(OH), are more likely to occur or are more severe when various factors are 
present: medication causing low Blood Pressure (BP) (due to vasodilatation or 
hypovolemia), alcohol use, volume depletion (haemorrhage, low fluid intake, di-
arrhoea, vomiting), pulmonary diseases causing reduction in brain oxygen 
supply, environmental factors (thermal stress) [3]. 

The autonomic malfunction (depending on the predominant efferent 
stimulus: withdrawal of sympathetic tonus y/or increased vagal tone) causing 
reflex syncope is either a *Vasodepressive response: loss of sympathetic vaso-
constrictive tone with resultant hypotension, *Cardioinhibitory response: ac-
tive parasympathetic stimulation with resultant bradycardia or asystole or a 
*Mixed response. Young patients are more prone to cardioinhibitory syncope, 
whereas older individuals are more likely to have a hypotensive response. 
Moreover, an individual patient may demonstrate different types of responses on 
different occasions. For example, micturition syncope and orthostatic VVS may 
equally well present as cardioinhibitory or as vasodepressor syncope. 

Cardioinhibition has been defined by the Vasovagal Syncope International 
Study (VASIS) as a heart rate (HR) < 40 beats per minute (bpm) > 10 s and/or 
asystole > 3 s [4]. 

A diurnal variation in vagal activity was demonstrated with higher vagal activ-
ity occurring at night. Clarke et al. demonstrated that a sinus bradycardia occurs 
at night with the lowest values seen around 04.00 h a.m. [5].  

Pacemaker implantation is clearly indicated in patients with documented car-
dioinhibitory syncope in the absence of a vasodepressor component, which can 
compromise their quality of life [4]. 
 Establishing a relationship between symptoms and bradycardia should be the 

goal of the clinical evaluation of patients with syncope and a normal baseline 
ECG. The efficacy of pacing depends on the clinical setting. 

Recently, we experienced an interesting case of VVS at night most of time, af-
ter intestinal surgery, 

A 68-year-old, 70-kg woman, was admitted in hospital for emergence lapa-
roscopic intestinal resection, due to acute intestinal obstruction caused by adhe-
sive band. Her personal background included hiatal hernia, arterial hyperten-
sion, paroxysmal supraventricular tachycardia, diverticular disease, inguinal 
hernia repair and total hysterectomy by uterine prolapse. Normal preoperative 
electrocardiogram (ECG). Usual medications: Bisoprolol 2.5 mg/d, Irbesartan 75 
mg/d. Non-smoker patient. 

On the 6th post-surgical day, the patient developed a brief myoclonic jerk in 
arms after loss of consciousness and extreme bradycardia (20 bpm) in supine 
position. 1 mg atropine was administered. Her neurological exploration showed 
dysarthria for a few seconds. Blood pressure was 108/74 mmHg, heart rate was 
58 beats/min, and temperature was 36.1˚C. The patient referred abdominal pain 
and a sudden onset palpitation immediately before LOC. 
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Point-of-care glucose, basic biochemistry, creatine kinase, troponin, haemogas 
analysis/oxygen saturation and complete blood count with differential returned 
within normal range. 12-leads electrocardiogram (ECG) revealed sinus brady-
cardia, without A-V block. Cranial CT scan, electroencephalogram and echocar-
diography were normal. No previous episodes of orthostatic hypotension (OH). 
Bisoprolol 2.5 mg and Irbesartan 75 mg were administered in the morning. A 
similar episode happened 12 h later, at 23:00 h p.m. Endovenous isoproterenol 
infusion was started (0.2 - 0.5 g/kg/min) and the patient was admitted to the 
Postsurgical Intensive Care Unit (PICU) for hemodynamic and neurologic mon-
itoring, but within 3 h from arrival, a 20 s sinus pause accompanied by loss of 
consciousness was objected. Atropine and external cardiac compressions were 
initiated. 

A transient pacemaker was implanted for 3 days, then remaining without 
electrocardiographic abnormalities. Holter recording: sinus rhythm 75 bpm 
(Max 113 - Min 52). On the 10th day, the patient was discharged at home suc-
cessfully, with ramipril 2.5 mg/d. Bisoprolol and Irbesartan were suspended. Six 
months after, her cardiological evaluation was normal. 

It has been reported that discontinuation/reduction of agents that lower blood 
pressure, can reduce the recurrence of VVS. The SPRINT research group re-
ported that the people targeting systolic blood pressure to 140 mmHg show a 
twofold reduction of the risk of new syncopal episodes, compared to patients 
targeting SBP to 120 mmHg [6]. 

Beta-blockers can worsen OH with several mechanisms including the reduc-
tion of the sympathetically—mediated increases in stroke volume, heart rate or 
peripheral vascular resistance. In addition, beta-blockers may worsen bradycar-
dia in cardioinhibitory syncope. Thus their use is currently not recommended in 
the European guidelines. 

Key in the prevention of recurrence of syncope is careful avoidance of agents that 
lower BP, i.e. any antihypertensive agents, nitrates, diuretics, neuroleptic antidepres-
sants or L-dopa antagonists. The BP-lowering agents (angiotensin-converting en-
zyme inhibitors, angiotensin receptor blockers, and calcium-channel blockers) 
should be used preferentially, especially among patients at high risk of falls, as di-
uretics and beta-blockers are associated with OH and falls and should be avoided 
in at-risk individuals.  

Cardiac asystole is known to cause clinical manifestations mimicking seizures. 
Focal neurological events can occasionally occur due to hypotension and syn-
cope even in patients without significant carotid artery stenosis (so-called “hy-
potensive TIA”). Although these neurological events occur in only 6% of pa-
tients with recurrent syncope, their misdiagnosis is particularly important be-
cause they  may lead to a lowering of BP with antihypertensive medications (e.g. 
if focal neurology is mistakenly attributed to vascular pathology rather than 
hypotension) and to a further increase of the risk of syncope and neurologic 
events. 
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In our patient the VVS was triggered, probably by a gastrointestinal stimula-
tion/ inflammation secondary to surgery, reflecting a parasympathetic predo-
minance enhanced by the vasodepressor effect of irbesartan plus bisoprolol. 

Gastrointestinal surgery itself (trauma, inflammation, paralytic ileus, hypo-
tension, hypovolaemia…) can trigger VVS in selected patients, especially at 
night, so it’s important to take into account, drugs that can contribute to auto-
nomic dysfunction, in order to identify it, and prevent VVS. 
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