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Abstract
An 80-year-old man presented to our hospital complaining of loss of appetite. During the medical
examination, he developed variant angina accompanied with heart failure. Oral calcium channel blocker
therapy controlled his variant angina, but medical management of heart failure became increasingly
difficult due to gradually increasing pericardial effusion, and pericardiocentesis leading to the diagnosis of
effusive-constrictive pericarditis (ECP). Here, we report a rare case of idiopathic pericarditis caused variant
angina with already having endothelial dysfunction and eventually developed ECP.
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Introduction
The concept of effusive-constrictive pericarditis (ECP) was described many years ago by Burchell [1] and
Spodick [2], but it was not well characterized. ECP is defined by concurrent pericardial effusion and
pericardial constriction. The hallmark of ECP is the persistence of elevated right atrial pressure after
intrapericardial pressure is normalized with the removal of pericardial fluid [3]. The underlying pathogenetic
process predominantly involves the visceral pericardium and epicardium. It combines visceral pericardial
constriction with pericardial inflammation. Variant angina was described by Prinzmetal and it consists of
chest pain at rest, ST-elevation, and spontaneous resolution or resolution with the use of sublingual
nitroglycerin [4]. The reported underlying mechanisms are autonomic nervous system, inflammation,
endothelial dysfunction, smooth muscle cell hypercontractility, oxidative stress and genetics [5].

Case Presentation
An 80-year-old man presented to our hospital complaining of abdominal fullness and loss of appetite that
gradually worsened two weeks ago. He began to develop cold symptoms such as cough and sputum five
weeks ago and became aware of dyspnea three weeks ago. He was seen and introduced to the department of
gastroenterology for scrutiny by a home doctor. During the medical examination, he complained of chest
pain and lost consciousness. Physical examination on admission revealed a heart rate of 56 beats/min and
blood pressure of 87/65 mmHg. We could see remarkable coldness of limbs and systemic edema. At the age
of 75, he received treatment for prostate cancer. His serum prostate-specific antigen (PSA) was high at 20.5
ng/ml. He did not receive chemotherapy or radiation therapy. At the age of 79, he was diagnosed with atrial
fibrillation. His atrial fibrillation was followed up with anticoagulant therapy and heart rate control. He did
not have any other cardiac, malignancy, inflammatory, exposure history. Electrocardiography (ECG) showed
ST segments elevation in the II, III, aVf leads (Figure 1A).
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FIGURE 1: Variant angina
A: Electrocardiography (ECG) showed remarkable ST elevation in the II, III and aVf leads and an escape
rhythm.

B: Prior to administration of nitroglycerin, there was significant stenosis in the proximal right coronary artery
(red arrow).

C: After administration of nitroglycerin, areas with coronary stenosis became sufficiently dilated.

D: ECG in the catheterization laboratory showed resolution of ST elevation in the II, III and aVf leads and atrial
fibrillation.

Echocardiography revealed pericardial effusion and inferior asynergy. Laboratory findings on admission
included a slight increase in markers of inflammation (Table 1).
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Laboratory data (on admission)

WBC (/uL) 3500-9800 10000 AFP (ng/mL) <10 2

Eosinophil (%) 0-10 0.2 CEA (ng/mL) <5 2.3

RBC ( x 109/uL) 4.3-5.7 4.7 SCC (ng/mL) <1.5 0.7

Hb (g/dL) 13.5-17.6 14.8 SPAN-1 (U/mL) <16.3 8

Ht (%) 39.8-51.8 44 NSE (ng/mL) <30 14.1

Platelets ( x 104/uL) 13.1-36.2 25.8 DUPAN-2 (U/mL) <150 <25

CK (U/L) 30-200 94 IGRA  Negative

CK/MB (U/L) <25 3 Anti-nuclear antibody  Negative

AST (U/L) 10-33 45 TSH (uU/mL) 0.3-4.9 8.4

ALT (U/L) 6-35 34 Free T4 (ng/mL) 0.7-1.5 1.1

LDH (U/L) 110-225 334 D-dimer (ug/mL) <1 5.4

BUN (mg/dL) 8.4-20.4 35.5    
Cr (mg/dL) 0.6-1.0 1.47 pH 7.3-7.4 7.3

CRP (mg/dl) <0.35 1.53 PaO2 (mmHg) 75-100 112.4

HbA1c  7.5 PaCO2 (mmHg) 35-45 30.7

UA (mg/dL) 2.2-6.7 9.1 HCO3- (mmol/L) 21-29 16

T. Bil. (mg/dL) 0.2-1.2 1.8 BE (mmol/L) -1.8-3.2 -8.6

BNP (pg/mL) <18.4 101 Lactate (mg/mL) 4.5-18.0 33

Troponin T (ng/mL) <0.1 0.01      

TABLE 1: Laboratory findings on admission
Laboratory tests showed high inflammatory markers and negative tumor markers. Interferon-gamma release assay for tuberculosis (T-spot) and
ANA were both negative. First and fourth columns represent each inspection items, second and fifth columns are reference ranges, third and sixth
columns are each item's values.

WBC: White blood cells, RBC: Red blood cells, Hb: Hemoglobin, Hct: Hematocrit, CK: Creatine kinase, CK/MB: Creatine kinase myocardial band,
AST: Aspartate aminotransferase, ALT: Alanine aminotransferase, LDH: Lactate dehydrogenase, BUN: Blood urea nitrogen, Cr: Creatinine, CRP: C-
reactive protein, HbA1c: Hemoglobin A1c, UA: Uremic acid, T. Bil.: Total bilirubin, BNP: Brain natriuretic peptide, AFP: α-fetoprotein, CEA:
Carcinoembryonic antigen, SCC: Squamous cell carcinoma, NSE: Neuron specific enolase, IGRA: Interferon gamma releasing assay, TSH: Thyroid
stimulating hormone, BE: Base excess.

Enhanced computed tomography (CT) ruled out aortic dissection and calcium deposits in the pericardium.
Thus, coronary angiography was performed (Figure 1B, 1C). It revealed neither occlusion nor significant
stenosis after administration of nitroglycerin. ECG showed resolution of ST segments elevation (Figure 1D)
by the time of coronary angiography. We diagnosed variant angina and started to administer a calcium
channel blocker. His chest symptoms were well controlled but urine volume was remarkably decreased
despite continuous intravenous administration of furosemide, body weight continuously increased with
systemic edema. On hospital day 4, we started to administer tolvaptan (7.5 mg/day). After initiation of
tolvaptan therapy, his urine volume was transiently increased (Figure 2A).
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FIGURE 2: Clinical course during hospitalization and right heart
catheterization performed before and after pericardiocentesis.
A: Clinical course. The left vertical axis shows heart rate. The bar graph shows total daily urine volume in a
day. Intravenous furosemide was started at 20 mg daily, which was increased to 80 mg daily. Dobutamine
was administered starting at 2 mg/kg/min and increased to 3 mg/kg/min. Solid squares show intravenous
medications. Open squares show oral medications.

B: It showed RA, RV and PAWP pressure curves on hospital day 7. RA pressure and PAWP pressure were
also high.

C: Pressure curve tracings after pericardiocentesis. The range of RA pressure curves was different from the
range of the other pressure curves.

D: RHC values. After pericardiocentesis, cardiac index was improved, accompanied by decreases in PAWP
and PA pressures. However, RA pressure remained high.

CI: cardiac index, PA: pulmonary artery, PAWP: pulmonary artery wedge pressure, RA: right atrium, RHC:
right heart catheterization, RV: right ventricular.

We performed right heart catheterization (RHC) because we suspected cardiac tamponade. RHC showed
remarkably high right atrial pressure accompanied by pulmonary hypertension (Figure 2B) and low cardiac
output. However, pericardiocentesis was challenging because of the location and amount of fluid. After RHC,
his urine volume decreased each day. We added intravenous furosemide and dobutamine. On day 14, we
performed pericardiocentesis for the pericardial effusion that had gradually enlarged and made difficult to
maintain his hemodynamic status. We removed 350 mL of bloody pericardial fluid (Figure 3A, 3B).
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FIGURE 3: Pathological findings in the pericardium.
A: The pericardial effusion fluid appeared bloody.

B: There were many lymphocytes in this exudate.

C: On pathologic examination, the specimen did not have any specific features. Lymphocytes had invaded in
the pericardium, but there were no specific findings such as granuloma.

After pericardiocentesis, RHC showed improved cardiac output but right atrial pressure remained high
(Figure 2C, 2D). Echocardiography showed that the posterior wall was flattened at the end of left ventricular
diastole and the ventricular septum bounced toward the left ventricle during inspiration. After pericardial
drainage, the pericardium remained hardened. Based on these findings, we diagnosed ECP. Immediately
after pericardiocentesis, his urine volume increased and heart rate decreased. Polymerase chain reaction and
culture of the pericardial fluid yielded negative culture. Cytological examination indicated no malignant
cells. Epicardial biopsy eventually led to the diagnosis of idiopathic ECP because there are no specific
findings (Figure 3C). We prescribed colchicine (0.5 mg/day) and high-dose of aspirin (1,000 mg/day).
Recurrence of pericardial effusion has not been observed during two years of follow-up.

Discussion
The causes and the mechanisms underlying the development of variant angina are still poorly defined and
are likely multifactorial. Autonomic nervous system, inflammation, endothelial dysfunction, smooth muscle
cell hypercontractility, oxidative stress and genetics were proposed mechanisms of variant
angina. Especially, endothelial dysfunction is one of the most important factors for the induction of variant
angina [5]. Coronary artery spasm happens due to vasoactive substances such as thromboxane A2 (TxA2) [6],
which are released during inflammation caused coronary endothelial dysfunction. Pericarditis is also an
inflammatory disease and high concentration of TxA2 is produced. The risk factors of endothelial
dysfunction like diabetes mellitus, marijuana, hypertension, age, inflammation and smoking have been
established [7]. Recently, endothelial dysfunction due to atrial fibrillation has been proposed [8]. Turbulent
coronary blood flow due to atrial fibrillation increases shear stress in blood vessels, resulting in endothelial
dysfunction. Virchow’s triad suggests that endothelial injury occurs in patients with cancer. PSA has been
identified as a member of the human kallikrein family of serine proteases [9]. Numerous observations
suggest that the activity of the kallikrein-kinin system, which has also bradykinin-generating activity, is
related to inflammation and endothelial dysfunction and can lead to cardiovascular diseases [10]. In this
case, variant angina was induced by pericarditis in a patient with endothelial dysfunction due to prostate
cancer and atrial fibrillation.

ECP developed due to a gradually enlarging pericardial effusion generated by pericarditis. We added
inotropic agents and large amount of intravenous furosemide to treat congestion, but gradually his renal
function worsened. Intravenous loop diuretics are mainly used for the purpose of decongestion [11]. Their
use has been shown to be associated with an increased risk of worsening renal function [12]. Worsening renal
function during hospitalization for acute decompensated heart failure is a powerful prognostic factor [13].
We hesitated to add more loop diuretics for decongestion, because of concern about further exacerbation
through cardiorenal syndrome due to deterioration of renal function. Tolvaptan, a selective V2 receptor
antagonist, can alleviate congestion with a significantly lower risk of worsening renal function in acute
decompensated heart failure [14]. One Japanese group showed that tolvaptan was remarkably effective for
inoperative constrictive pericarditis [15]. We administered tolvaptan for the purpose of decongestion, but its
effect was just transient and finally we performed pericardiocentesis, leading to diagnosis of ECP.
Diuretics must be applied cautiously as there is already decreased cardiac output. In this case,
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pericardiocentesis was required to relieve cardiac compression.

Symptomatically, affected patients may be treated with nonsteroidal anti-inflammatory drugs (NSAIDs),
colchicine, or steroids for the pain and inflammation. Colchicine has a known anti-inflammatory effect
blocking tubulin polymerization with consequent impaired microtubule assembly, thus inhibiting
inflammasome formation and cytokine release [16]. Treatment of the underlying disorder is also necessary
for decreasing the inflammatory cycle. It is important to suppress pericardial inflammation because
continuous inflammation would not only produce pericardial effusion but also cause recurrence. Long-term
prognosis in affected patients remains good, and pericardiectomy is rarely required [17]. In the case of
recurrence, pericardiectomy should be considered. Several causes of ECP are recognized, such as cardiac
surgery, infection (especially tuberculosis), radiation, collagen disease, trauma and malignancy [3]. However,
approximately half of ECP cases are considered idiopathic. Based on several clinical examinations, we
diagnosed idiopathic ECP in this patient. We concluded that pericarditis triggered variant angina and ECP in
this patient, who had a thickened and hardened pericardium.

Conclusions
Although rare, variant angina may become apparent with pericarditis in the context of endothelial
dysfunction. In our case, endothelial dysfunction was caused by atrial fibrillation and prostate cancer and
pericarditis was a trigger of variant angina through TxA2. A pericardial effusion produced by pericarditis and
increasing over time eventually caused ECP. An effusive-constrictive pericarditis is often difficult to
diagnose, but we need to keep in mind the possibilities if it is hard to manage accompanied by pericardial
effusion.

Additional Information
Disclosures
Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

Acknowledgements
We are grateful to K. Domae, Y. Shirakawa belongs to cardiovascular surgery in Osaka Police hospital for
performing pericardial biopsy. N. Makino, Y. Ichibori gave us important advice in writing case reports.

References
1. Burchell HB: Problems in the recognition and treatment of pericarditis . J Lancet. 1954, 74:465-470.
2. Spodick DH, Kumar S: Subacute constrictive pericarditis with cardiac tamponade . Dis Chest. 1968, 54:62-66.

10.1378/chest.54.1.62
3. Sagristà-Sauleda J, Angel J, Sánchez A, Permanyer-Miralda G, Soler-Soler J: Effusive-constrictive

pericarditis. N Engl J Med. 2004, 350:469-475. 10.1056/NEJMoa035630
4. Harris JR, Hale GM, Dasari TW, Schwier NC: Pharmacotherapy of vasospastic angina . J Cardiovasc

Pharmacol Ther. 2016, 21:439-451. 10.1177%2F1074248416640161
5. Hung MJ, Hu P, Hung MY: Coronary artery spasm: review and update. Int J Med Sci. 2014, 11:1161-1171.

10.7150/ijms.9623
6. Robertson RM, Robertson D, Roberts LJ, Maas RL, FitzGerald GA, Friesinger GC, Oates JA: Thromboxane A2

in vasotonic angina pectoris: evidence from direct measurements and inhibitor trials. N Engl J Med. 1981,
304:998-1003. 10.1056/NEJM198104233041703

7. Takaoka K, Yoshimura M, Ogawa H, et al.: Comparison of the risk factors for coronary artery spasm with
those for organic stenosis in a Japanese population: role of cigarette smoking. Int J Cardiol. 2000, 72:121-
126. 10.1016/s0167-5273(99)00172-2

8. Noris M, Morigi M, Donadelli R, et al.: Nitric oxide synthesis by cultured endothelial cells is modulated by
flow conditions. Circ Res. 1995, 76:536-543. 10.1161/01.RES.76.4.536

9. Watt KW, Lee PJ, M'Timkulu T, Chan WP, Loor R: Human prostate-specific antigen: structural and
functional similarity with serine proteases. Proc Natl Acad Sci U S A. 1986, 83:3166-3170.
10.1073/pnas.83.10.3166

10. Patanè S, Marte F: Prostate-specific antigen kallikrein: from prostate cancer to cardiovascular system . Eur
Heart J. 2009, 30:1169-1170. 10.1093/eurheartj/ehp135

11. Peacock WF, Costanzo MR, De Marco T, Lopatin M, Wynne J, Mills RM, Emerman CL: Impact of intravenous
loop diuretics on outcomes of patients hospitalized with acute decompensated heart failure: insights from
the ADHERE registry. Cardiology. 2009, 113:12-19. 10.1159/000164149

12. Felker GM, O’Connor CM, Braunwald E; Heart Failure Clinical Research Network Investigators: Loop
diuretics in acute decompensated heart failure: necessary? Evil? A necessary evil?. Circ Heart Fail. 2009,
2:56-62. 10.1161/CIRCHEARTFAILURE.108.821785

13. Metra M, Nodari S, Parrinello G, et al.: Worsening renal function in patients hospitalised for acute heart

2021 Adachi et al. Cureus 13(4): e14380. DOI 10.7759/cureus.14380 6 of 7

https://pubmed.ncbi.nlm.nih.gov/13221975/
https://dx.doi.org/10.1378/chest.54.1.62
https://dx.doi.org/10.1378/chest.54.1.62
https://dx.doi.org/10.1056/NEJMoa035630
https://dx.doi.org/10.1056/NEJMoa035630
https://dx.doi.org/10.1177%2F1074248416640161
https://dx.doi.org/10.1177%2F1074248416640161
https://dx.doi.org/10.7150/ijms.9623
https://dx.doi.org/10.7150/ijms.9623
https://dx.doi.org/10.1056/NEJM198104233041703
https://dx.doi.org/10.1056/NEJM198104233041703
https://dx.doi.org/10.1016/s0167-5273(99)00172-2
https://dx.doi.org/10.1016/s0167-5273(99)00172-2
https://dx.doi.org/10.1161/01.RES.76.4.536
https://dx.doi.org/10.1161/01.RES.76.4.536
https://dx.doi.org/10.1073/pnas.83.10.3166
https://dx.doi.org/10.1073/pnas.83.10.3166
https://dx.doi.org/10.1093/eurheartj/ehp135
https://dx.doi.org/10.1093/eurheartj/ehp135
https://dx.doi.org/10.1159/000164149
https://dx.doi.org/10.1159/000164149
https://dx.doi.org/10.1161/CIRCHEARTFAILURE.108.821785
https://dx.doi.org/10.1161/CIRCHEARTFAILURE.108.821785
https://dx.doi.org/10.1016/j.ejheart.2008.01.011


failure: clinical implications and prognostic significance. Eur J Heart Fail. 2008, 10:188-195.
10.1016/j.ejheart.2008.01.011

14. Tamaki S, Sato Y, Yamada T, et al.: Tolvaptan reduces the risk of worsening renal function in patients with
acute decompensated heart failure and preserved left ventricular ejection fraction - prospective randomized
controlled study. Circ J. 2017, 81:740-747. 10.1253/circj.CJ-16-1122

15. Kanaya M, Matsushita K, Inami T, et al.: Successful treatment of severe right-sided heart failure due to
postoperative constrictive pericarditis with tolvaptan. Am J Ther. 2016, 23:264-267.
10.1097/MJT.0000000000000146

16. Chiabrando JG, Bonaventura A, Vecchié A, et al.: Management of acute and recurrent pericarditis: JACC
state-of-the-art review. J Am Coll Cardiol. 2020, 75:76-92. 10.1016/j.jacc.2019.11.021

17. Kim KH, Miranda WR, Sinak LJ, et al.: Effusive-constrictive pericarditis after pericardiocentesis: incidence,
associated findings, and natural history. JACC Cardiovasc Imaging. 2018, 11:534-541.
10.1016/j.jcmg.2017.06.017

2021 Adachi et al. Cureus 13(4): e14380. DOI 10.7759/cureus.14380 7 of 7

https://dx.doi.org/10.1016/j.ejheart.2008.01.011
https://dx.doi.org/10.1253/circj.CJ-16-1122
https://dx.doi.org/10.1253/circj.CJ-16-1122
https://dx.doi.org/10.1097/MJT.0000000000000146
https://dx.doi.org/10.1097/MJT.0000000000000146
https://dx.doi.org/10.1016/j.jacc.2019.11.021
https://dx.doi.org/10.1016/j.jacc.2019.11.021
https://dx.doi.org/10.1016/j.jcmg.2017.06.017
https://dx.doi.org/10.1016/j.jcmg.2017.06.017

	Idiopathic Effusive-Constrictive Pericarditis Presented by Variant Angina
	Abstract
	Introduction
	Case Presentation
	FIGURE 1: Variant angina
	TABLE 1: Laboratory findings on admission
	FIGURE 2: Clinical course during hospitalization and right heart catheterization performed before and after pericardiocentesis.
	FIGURE 3: Pathological findings in the pericardium.

	Discussion
	Conclusions
	Additional Information
	Disclosures
	Acknowledgements

	References


