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Introduction

Atherosclerosis or Coronary Arterial Disease is characterized 
by a chronic inflammatory disease of multifactorial origin that 
affects the deepest layer of large and medium calibre arteries 
[1]. This pathological manifestation occurs by the appearance of 
plaques in response to endothelial aggression [1,2].

Cardiac diseases are commonly associated with anginal pain, 
which more often than not resolves retrosternal discomfort [3,4]. 
By this symptomatology, coronary pathological conditions are 
confused to the clinical state of depression and somatization [5]. In 
this way, the investigation of the symptomatological peculiarities 
deliberate effectiveness or failure of the chosen therapy. Currently, 
with the aging population, the main cause of death has been 
caused by cardiovascular diseases. In 2015 it was estimated that 
there were 7.4 million deaths globally, including coronary causes. 
The WHO still emphasizes the importance of early diagnosis to 
treat these pathologies.

Case Reports

Female patient, M.Z.N., retired, 71 years old. She has a medical 
history of Ssystemic Arterial Hypertension (SAH) and somatized  

 
angina pain in 2012, retrosternal pain with irradiation for upper 
limb, accompanied by paresthesia and subsequent coronary 
angioplasty in 2016, the symptomatic condition and indication 
of a new catheterization in 2018. At the onset of symptoms, the 
patient sought medical attention reporting pain in tightness 
and difficulty breathing during the painful crisis that had been 
triggered by great efforts. Electrocardiogram, echocardiogram and 
enzymatic tests were performed; Complementary tests showed 
normal cardiac rhythm and electrical activity, as well as preserved 
enzymes. Based on the findings, the diagnostic hypothesis 
determined an emotional background for the pain, being 
prescribed drug treatment with Rivotril® and Acetylsalicylic Acid 
(ASA) for six months. The patient responded well to the treatment, 
showing improvement in her condition, and progressing to the 
disappearance of the crises. In September 2016, she sought 
emergency medical care twice in the event of a painful crisis, being 
medicated and released. Subsequently, she underwent a medical 
appointment with a cardiologist whom, on an electrocardiogram, 
observed non-specific changes in ventricular repolarization and 
prescribed medication treatment - Amitriptyline, Monocordil®, 
ASA, Sustrate and Atenolol.
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The angina condition progressed negatively, and then she 
sought the nearest emergency care unit. She was hospitalized 
for a complaint of retrosternal pain with irradiation to upper 
limb, accompanied by paresthesia; the day after admission, the 
patient in bed using morphine, reported no chest pain and no 
other complaints - stable vital signs. During hospitalization, 
cardiac catheterization and angioplasty were performed, which 
revealed mild and moderate lesions in the territories of the 
proximal and middle-distal artery of the anterior descending 
artery. Percutaneous intervention with a conventional stent 
3.0/15 and 2.25/12 was chosen for proximal and mid-distal 
segment performed with primary success and adequate final 
flow. The diagnostic impression of the catheterization expressed 
severe single-vessel, moderate single-vessel and mild single-
vessel atherosclerotic disease; Still, during the procedure there 
was spasm in the right coronary artery and intracoronary nitrate 
was administered in the right and left coronary arteries. The 
intervention used was a femoral technique associated with the 
Judkins technique. The following day the patient was discharged, 
with the diagnostic conclusion of Acute Myocardial Infarction; 
cardiologist return guidelines and drug treatment – ASA 100mg 
1 tablet after lunch, simvastatin 40mg 1 tablet in the evening, 
Brilinta® 90mg 1 12/12 tablet, Monocordil® 20mg 1 tablet 
12/12, Bisoprolol 2.5 mg 1 tablet daily, Amitriptyline 1 tablet at 
night. All medications were prescribed for continuous use, except 
Brilinta® for 60 days - extended for another 60 days.

After 2 months of angioplasty (December), there was no 
significant improvement in pain. The Doctor, aiming to investigate 
the coronary risk stratification, requested the performance of 
Myocardial Perfusion Scintigraphy. The nuclear medicine exam 
denies scintigraphic evidence of ischemic and/or cicatricial 
lesions in the left ventricular myocardium, as well as the GATED-
SPECT imaging records showed 67% left ventricular ejection 
fraction. The cardiologist remained with the same medication 
management, only further restricting the patient’s daily activities, 
requesting absolute rest for 30 days and after that period, a slow 
and gradual return to daily activities.

In the following year, in February 2017, with the persistence 
of symptoms, the therapeutic approach further restricted the 
patient’s activities - not allowing sudden movements, holding a 
weight greater than 1 kg, sweeping, picking up heavy objects 
from the floor and lifting abruptly, as well as he deliberated her 
to avoid situations of significant stress or emotional load. The 
doctor requested Holter’s report which recorded 73 isolated 
supraventricular extrasystoles, 4 paired and 1 atrial tachycardia 
with 3 beats. No other tachycardias or pauses longer than 2.5 
seconds were detected. The symptom “heart accelerate” was 
reported seconds after supraventricular extrasystole. The 
minimum heart rate detected was 49 bpm and the maximum HR 
was 102 bpm. It is worth mentioning that the symptoms described 
by “heart accelerate” happened to the events of “lying down”. The 

findings in the cardiac report did not indicate new behavior, only 
extended the rest period. Later, in October of the same year, the 
Electrocardiogram prescribed for follow-up did not show any 
significant morphological changes; the examination contained a 
clinical indication of non-cardiac pain - somatization. There was 
also an indication for an ecodoppler cardiogram, which determined 
the absence of images suggestive of “shunt”, thrombosis / or 
intracavitary vegetation. The examination suggests mitral valve 
reflux and mild tricuspid - allowing to estimate pulmonary artery 
systolic pressure at 29mmHg (VN <35mmHg).

In the period from 2016 to 2018, the patient was unable to 
perform some of her daily activities; she reports that she felt 
“incapable” and depressed; the continuation of painful crises 
on small efforts continued to happen, and a new catheterization 
was performed to investigate late coronary angioplasty. The 
hemodynamic procedure was the catheterization of the left 
chambers and a cineangiography study of the aorta and its 
branches - right femoral technique associated with the Judkins 
technique. The right coronary presented ostial spasm reversed 
with nitrate - there is an ostial focal lesion of 30%, medial of 40% 
and distal of 50%. The left main coronary artery is of good caliber, 
without obstructive lesions; the anterior descending artery has 
a patent proximal stent; there is a 20% medial focal lesion and 
a patent medial stent. There is a diagonal branch of moderate 
caliber that originates in the region of the stent of the anterior 
descending artery and presents a 99% ostial focal lesion and TIMI 
II flow. The circumflex artery presents a 50% ostial focal lesion. 

The diagnostic impression delimits reversed ostial spasm 
with monocordile, adapted patent stents, and severe unilateral 
and moderate bilateral coronary atherosclerotic disease. The 
examination was performed with an infusion of isosorbide 
mononitrate in the left coronary artery and the right coronary 
artery. As of 2018, drug therapy adopted included Vastarel® 
35mg 1 tablet in the morning and 1 tablet in the evening, 
Monocordil® 20mg 1 tablet in the morning and 1 tablet in the 
evening, Simvastatin 10mg 1 tablet in the evening, Enalapril® 
20mg 1 tablet in the evening, ASS 1 tablet after lunch, Sustrate 5mg 
sublingual in case of pain. Rest had been replaced by light walks 
that evolved from 10, 20 to 30 minutes daily - afterwards the time 
was estimated to be at least 30 minutes or free demand. At the 
beginning of the walks, she felt pain and difficulty breathing; after 
2 months, physical activity had a duration of 40 minutes without 
painful episodes. Nutritional monitoring was also indicated - 
removing fatty foods, opting for oil-free preparations, decreasing 
the consumption of red meat. There was a positive progression of 
the case; the patient is adapted to the treatment and has remained 
without crises since then. Currently, she reports BP of 120/80 
mmHg and reports mild retrosternal discomfort to excessive 
efforts, especially in activities that need to handle heavy objects. 
She also reports having decreased from 54 to 50 kg after starting 
aerobic exercise. She has not used Sustrate in the past 20 months. 
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On inspection, it was possible to observe a positive Frank sign, 
in which the anterotragal and diagonal lobular folds of the ear 
undergo a dermatological alteration, making them more evident; 
it is important to note that the patient does not wear earrings, 
which could lead to a false positive. Laboratory tests carried out 
in March 2020 indicated blood count, LDL, HDL and triglyceride 
levels within the parameters indicated for the age group.

Discussion

Angina pectoris is characterized as a substernal thoracic pain, 
which may or may not be irradiated, in order to produce pressure 
or discomfort [3], in the patient in question, the pain irradiated 
to MMSS. The expressive retrosternal discomfort evidences a 

typical angina [4], which increases due to effort and/or emotional 
stress, as presented by the patient, lasting from 30 to 60 seconds 
and is attenuated by rest or nitroglycerin [3]. Also, as a symptom, 
an intermittent sensation of tingling, defined as paresthesia [6]. 
These symptomatological findings of cardiac pain prove Coronary 
Arterial Disease (CAD) [7]. And, yet, as a semiological clinical 
inspection evaluation, a fold was observed in the earlobe that 
characterizes the positive Frank’s Sign (Figure 1). The earlobe fold 
(ELC) or Frank’s Sign is a wrinkle that extends from the swallow 
to the outer edge of the earlobe. Thus, the pathogenic mechanisms 
that correlate ELC with CAD are explained by an abnormality in 
collagen metabolism [8].

Figure 1: Frank’s sign on the patient.

Benzodiazepine drug therapy (BZDs) is indicated in 
generalized anxiety and psychotic conditions [9]. Being 
recommended in the reported case, Clonazepam, to treat the 
emotional background identified as the probable cause of the 
patient’s angina. This class of drugs presents great efficacy and 
low toxicity, so their interactions with other drugs have few risks 
[10]. Thus, combined with this drug, Acetylsalicylic Acid (ASA) 
was prescribed, used as a cardiovascular drug, which acts by 
inhibiting platelet COX-1, being able to reduce its aggregation 
[11] by decreasing the production of thromboxane A2. With a 
lower chance of forming thrombi, ASA consequently reduces 
the risks of Acute Myocardial Infarction and Cerebral Vascular 
Accident (CVA) [12]. Therefore, ASA was indicated for preventive 
consumption [13]. A new therapy was indicated for the patient. 
Using Amitripitiline, a tricyclic antidepressant, used to inhibit the 
capture of noraepinephrine [14], in this case it was recommended 
to treat the emotional condition. In contrast, this drug should be 
avoided in older adults for stimulating cholinergic effects [14]. 

The use of Amitripitiline when associated to morphine, 
made by the patient to relieve pain crises, causes an increase in 
the absorption of the opioid that aggravates its toxicity and the 
risk of respiratory depression [15]. To relieve the symptoms of 
angina, isosorbide mononitrate, a drug that dilates blood vessels, 
increasing blood flow and decreasing oxygen demand, was 
indicated [16]. The interaction between mononitrate and tricyclic 
antidepressants, such as Amitriptyline, causes a lower absorption 
of isossorbide, since the cholinergic effect of Amitriptyline 
decreases salivation [17]. Also, this class of antidepressant 
drugs can potentiate the hypotension caused by isosorbide 
[17]. Propatilnitrate is a medicine used for the treatment of 
angina pectoris [18], characterized as a substernal pain, with 
pressure or discomfort, which can be aggravated by efforts and 
emotional stress, as exposed in the clinical picture [1]. Atenolol 
is a beta-blocker used to treat hypertension and angina [19], also 
recommended to prevent acute myocardial infarction [20], but in 
the latter it is not very effective. Thus, the use of ASA complements 
this function [12].
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The pharmacological therapy has been replaced. The use of 
Amitriptyline has been maintained. Sinvastatin was introduced to 
treat atherosclerotic disease, as it acts as a hypolipemic agent and 
reduces possible heart diseases [21], with use of 40mg per day, 
a dose recommended for adults and the elderly [18]. Bisoprolol 
is a cardiosselective beta-blocker, used to treat hypertension, in 
this case, replacing Atelonol. Its dose is presented in an adequate 
manner [22]. However, the use of this drug combined with AAS 
reduces the action of beta-blockers [23]. Also, the use of Isosorbide 
Mononitrate with 20mg twice a day was maintained, a dose 
recommended for this type of treatment [16]. The ticagrelor, with 
commercial name Brilinta, acts inhibiting platelet formation, yet, 
associated with AAS reduces the risk of acute coronary syndrome 
and myocardial infarction [24]. The last change in drug therapy 
was the one that best fitted the patient. Bisoprolol was replaced 
as a hypertensive medication by Enalapril Meleate, which acts 
as an inhibitor of the angiotensin conversion enzyme (ACE). Its 
daily dose can reach 40mg, in this case 20mg was recommended 
[25]. Also, Isossorbida, Sinvastatina and AAS were maintained. 
Trimetazidine was added, being a drug with cardioprotective and 
cardioischemic properties, which differ from beta-blocking agents, 
and acts as an antianginous agent [26]. It was recommended 
sustrate in case of angina pectoris crises.

To assist in the drug therapy, the implantation of cardiac Stent 
in the patient was performed, acting to restore blood flow [27,28]. 
In order to characterize the stenosis, a percentage analysis is 
performed, analyzing the diameter of the compromised vessel in 
comparison to the portion immediately beside preserved, usually 
the proximal segment [27,28]. The coronary lesion is considered 
significant when it exceeds 50% of the diameter, in the related case 
the obstruction exceeded 70%, being this percentage necessary 
for the Angioplasty intervention [27,28]. After the procedure, the 
ideal would be that the vessel returns to the previous state the 
pathological condition, however, as in the case, what happens is the 
permanence of a certain degree of impairment of the flow [27]. For 
this reason, the therapeutic conduct chosen was the implantation 
of a stent, considering the patient individually, with a certain and 
specific condition, taking into account the risk-benefit ratio of the 
procedure [27,28]. In recent years several guiding guidelines have 
been established; the universally diffused guideline is divided into 
Recommendation Class and Level of Evidence [27].

The guideline does not overlap, however, with the individual 
responsibility of health professionals to make appropriate 
decisions, so the final diagnosis or therapy established should 
be the responsibility of the medical professional, as well as the 
patient; it should be a joint action - explain the guideline that 
considers the level of evidence and success, associated with 
the medical practice of the responsible professional [27]. The 
adoption of the recommended treatment for the patient, due to 
the reduction of stenosis via stent, aimed mainly to avoid the 
symptomatologic picture and avoid Acute Myocardial Infarction, 

since the use of drugs was not efficient [27,28]. Also, the 
percutaneous intervention by stent implantation, compared to 
the clinical drug treatment, in a randomized study, proved to be 
potentially effective in the clinical improvement of Angina, with 
the majority being classified as unstable Angina or Myocardial 
Infarction [28].

In addition, in order to enhance the treatment, the patient 
was prescribed the regular practice of aerobic exercises. Aerobic 
exercise is defined as activity that uses several muscle and may 
be maintained rhythmic mode and continuously, some examples 
include dancing, cycling, running, swimming and walking [29]. 
These activities may improves the aerobic capacity that is 
considered as the capacity of the cardiorespiratory system into 
supply oxygen to body and the capacity of muscles to utilized this 
oxygen [30]. A robust evidence body has demonstrated the benefits 
of physical exercise in several parameters such as lipoprotein 
profile [31,32]”type”:”article-journal”,”volume”:”334”},”uris”:
[“http://www.mendeley.com/documents/?uuid=005db60b-
1 f f 9 - 4 1 8 f - 9 d 9 7 - e 4 1 e 1 c 0 b 7 d d 7 ” ] } , { “ i d ” : ” I T E M -
2 ”,” i t e m D a t a ” : { “ D O I ” : ” 1 0 . 1 0 5 6 / N E J M o a 0 2 0 1 9 4 ”, 
”ISSN”:”00284793”,”PMID”:”12421890”,”abstract”:”Background: 
Increased physical activity is related to reduced risk of 
cardiovascular disease, possibly because it leads to improvement 
in the lipoprotein profile. However, the amount of exercise 
training required for optimal benefit is unknown. In a prospective, 
randomized study, we investigated the effects of the amount and 
intensity of exercise on lipoproteins. Methods: A total of 111 
sedentary, overweight men and women with mild-to-moderate 
dyslipidemia were randomly assigned to participate for six 
months in a control group or for approximately eight months in 
one of three exercise groups: high-amount-high-intensity exercise, 
the caloric equivalent of jogging 20 mi (32.0 km, increased insulin 
sensitivity [33], improved cognition function [34], decreased 
psychosocial stressors and determent of depression [35,36]. 
Moreover, in a prospect study involving 73.743 women 50 to 79 
years of age demonstrated that walking and also vigorous exercise 
are associated with reductions in the incidence of cardiovascular 
events among [37]as compared with vigorous exercise, in the 
prevention of cardiovascular disease remains controversial. Data 
for women who are members of minority racial or ethnic groups 
are particularly sparse. Methods: We prospectively examined the 
total physical-activity score, walking, vigorous exercise, and hours 
spent sitting as predictors of the incidence of coronary events 
and total cardiovascular events among 73,743 postmenopausal 
women 50 to 79 years of age in the Women’s Health Initiative 
Observational Study. At base line, participants were free of 
diagnosed cardiovascular disease and cancer, and all participants 
completed detailed questionnaires about physical activity. We 
documented 345 newly diagnosed cases of coronary heart disease 
and 1551 total cardiovascular events. Results: An increasing 
physical-activity score had a strong, graded, inverse association 
with the risk of both coronary events and total cardiovascular 
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events. There were similar findings among white women and black 
women. Women in increasing quintiles of energy expenditure 
measured in metabolic equivalents (the MET score. The European 
Society of Cardiology has recommend that people with chronic 
stable angina should do moderate-to-vigorous intensity aerobic 
exercise at least 30 min per session 3 times a week [38]. These 
dates demonstrate an effective intervention non-medicament able 
of decreased incidence of cardiovascular events in people with 
angina stable [38]. 

According to the patient’s initial symptoms and no imaging 
findings, the first suspicion was somatic disease. Summatization 
can be characterized as a defense against suffering, since it 
can be a way to mask depression [5]. It is composed of somatic 
symptoms, which include physical symptoms: chest pain 
and fatigue, reported by the patient, and dizziness that cause 
discomfort, being considered by traditional medicine as a process 
of physiological disease [39]. Somatic symptoms are often more 
associated with the individual’s brain and emotional functions 
[39]. In a study performed by Harris et al. (2008), it was observed 
that somatic patients present greater functional incapacity and 
more impairment compared to non-summing patients [40]. 
Moreover, patients with somatic problems spend more days in 
bed, have a greater impairment of function, as reported in the 
case, higher rates of unemployment and need more medical 
certificates [40]. Somatic symptoms are more common in patients 
with a negative perception of their health, besides depression and 
anxiety disorder [41]. The somatization is difficult to diagnose, 
since the medical practice, according to Descartes, is focused on 
the biological situation of the patient, excluding the psychological 
and social issue, a fact that leaves doctors unprepared to deal with 
patients who somatize [42]. Moreover, referrals and exacerbated 
exams are requested to analyze the health of the patient with 
somatic problems, causing higher costs to the health system and 
putting the patient in possible situations of risk [42]. 

Given the above case, we conclude the need to have a global 
view on the patient, since the complementary tests did not 
elucidate the disease diagnosed. Accordingly, Frank’s sign, if 
observed at clinical inspection, could have been indicative of early 
diagnosis. The drug therapy best adapted was the combination 
of Bisoprolol, Enalapril Meleate, Isosorbide, Sinvastatin, 
Trizemetazidine and ASA, associated with Sustrate in case of 
pain. In addition, regular aerobic exercise has proved crucial 
in controlling the symptomatologic picture. This conjuncture 
highlights the importance of new studies on Coronary Arterial 
Disease and its correlations, since the demographic and 
epidemiological conjuncture illustrates the growing population 
aging.[43-45].
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