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COMPLEX ISSUES IN THE MANAGEMENT OF PERICARDITIS.
IN ANTICIPATION OF THE RELEASE OF UPDATED
RECOMMENDATIONS OF THE EUROPEAN SOCIETY OF CARDIOLOGY

With the advent of new diagnostic and therapeutic methods, the management of pericarditis has not become an easier task.
The well-studied, but currently rare tuberculosis, bacterial and malignant forms have been joined by pericarditis associated
with infection or vaccination against SARS-CoV-2. While 2-3 years ago, cardiologists had to recall the schedule of managing
acute viral pericarditis, today its complications are often encountered, including chronic, recurrent, effusive or constrictive
pericarditis. The European guidelines were updated 10 years ago and are expected to be issued within the next year. We
posed the most pressing questions on the management of pericarditis to the coordinator of the 2015 European Society
of Cardiology (ESC) guidelines [1], who will also chair the 2025 ESC guidelines on myocarditis and pericarditis, one of
the most cited scientists in the field of inflammatory diseases of the pericardium, Massimo Imazio. He is a Professor in
the Department of Cardiology and Anatomy at the University of Turin, runs a school on pericarditis, and has initiated
fundamental research of this pathology. We presented his answers with comments of the co-author in the form of a short

interview.
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— Prior to the publication of data showing that pericarditis was
associated with high mortality in patients with COVID-19 [2],
there was a perception that myocarditis represented a more
serious disease, with pericarditis being underestimated. Was
this also the case for you?

— This assertion is indeed accurate. Pericarditis,
like myocarditis, has long been a cardiovascular
«Cinderella disease,» that is, a condition that has been
underestimated by the medical community. However, the
advent of the COVID-19 pandemic has helped to raise
awareness of these fairly common conditions in clinical
practice.

— In our practice, there were only a few cases of pericarditis
in the context of vaccination with Russian vaccines [3]. How
would you assess the prevalence of pericarditis and myocarditis
associated with SARS-CoV-2 vaccination in Italy?

- A recent study conducted in Lombardy revealed
that the incidence of myocarditis was 9.9 cases per million
person-months within the first 28 days after the introduction
of vaccines from different manufacturers and 5.2 cases per
million person-months in the absence of vaccination. The
incidence of pericarditis was 19.5 and 15.9 cases per million
person-months, respectively [4].
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In this study, the risk of myocarditis was found to be
particularly elevated following the administration of the
second dose of the Moderna vaccine (adjusted hazard ratio
(HR) 5.5, 95% confidence interval (CI) 3.7-8.1), while it
was lower following the first dose of Moderna (adjusted
HR 3.5,95% CI 2.1-6.1) and following the administration
of both the first and second doses of the Pfizer-BioNTech
vaccine (adjusted HR 1.5, 95% CI 1.1-2.2). The
administration of the first and second doses of Moderna
was associated with an elevated risk of pericarditis (adjusted
HR and 95% CI 1.6, 1.0-2.5 and 2.2, 1.5-3.1, respectively).
The authors call for a comparison of these data with the risk
of myocarditis and pericarditis following acute COVID-19
disease, which, as shown in a recent cohort study in the
United States, are 5.38 and 1.85 times higher, respectively,
than in the control group [S]. It is also noteworthy that
adenoviral vector-based vaccines did not elevate the risk of
pericarditis or myocarditis.

— The most significant point of contention is the question of
which form of pericarditis should be classified as idiopathic.
In view of the high prevalence of post-COVID-19 cases, the
majority of medical centers are lacking the requisite resources to
conduct comprehensive diagnostic investigations. Consequently,
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we largely adhere to the 2015 guidelines and your work, which
provides the definition of idiopathic pericarditis of unidentified
origin. Nevertheless, there are those who maintain that
secondary causes should be excluded as much as possible and
that only orphan cases should be considered idiopathic. Has
this issue been the subject of discussion within your medical
community?

- Yes, it has. In Italy, the term «idiopathic pericarditis> is
used when secondary causes have been excluded within the
scope of available diagnostic investigations. It is important to
note that in the majority of cases, the therapeutic approach
remains largely consistent. The majority of patients are

treated with non-steroidal
(NSAIDs) and colchicine.

— What is the standard of care for patients with pericarditis
(both acute and recurrent) in clinical practice in Italy?

- In Italy, the 2015 ESC guidelines are followed.
Our scientists made a substantial contribution to the
development of these guidelines (I served as the coordinator
of the 2015 ESC guidelines and have been appointed as a
chairperson of the 2025 ESC guidelines on myocarditis and
pericarditis) [1]. NSAIDs in combination with colchicine
represent the first-line treatment, with corticosteroids being
the second-line treatment. In the event that patients develop
corticosteroid-dependent and colchicine-resistant forms, we

administer anakinra.

— What is the prevalence of non-inflammatory forms of pericarditis

within the context of your clinical practice? In the treatment of
such patients, is colchicine administered initially, or are hormones
promptly initiated?

— InTtaly, approximately 80% of patients with pericarditis
present with an inflammatory phenotype. Our treatment
approach remains consistent regardless of whether the

phenotype is inflammatory or non-inflammatory.

Comment

The term «non-inflammatory phenotype» is used to
describe cases of pericarditis or rheumatological diseases
that occur without the presence of humoral inflammatory
activity. In many cases, this is a chronic form of pericarditis
or a recurrent exacerbation of the disease. Such patients
are often misdiagnosed and are managed with a diagnosis
of «psychogenic pain.» Although it is estimated that
C-reactive protein (CRP) negative pericarditis accounts for
approximately 22% of cases even in the acute pericarditis
population, this can also be attributed to early blood sampling

or previous anti-inflammatory therapy in this group [6].

— The patient presented with a newly identified pericardial
effusion, with no evidence of inflammatory activity according
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to the results of the blood tests and magnetic resonance imaging
(MRI). No obvious secondary causes for the effusion were
identified. Would you consider administering colchicine or
adopting a watchful waiting approach?

- In patients with simple hydropericardium without
documented inflammation, the administration of anti-
inflammatory therapy is typically ineffective. In the event of
suspected pericarditis, however, we will try this therapeutic

approach.

Comment

The current diagnostic criteria for pericarditis require
the presence of two or more of the following: chest pain,
abnormal electrocardiographic findings, pericardial
effusion, and pericardial rub. Confirmation may be
conducted through laboratory or multimodal procedures.
However, if the fundamental criteria are satisfied, these

supplementary approaches are optional [1].

— A further significant challenge is the choice of appropriate
treatment for patients with rheumatological diagnoses who have
achieved clinical and laboratory remission of the underlying
disease in response to targeted therapy, but who present with
clinical and echocardiographic evidence of pericarditis. It
is understandable that rheumatologists are reluctant to
incorporate colchicine into therapeutic regimen in numerous
cases. How do you achieve a mutually acceptable compromise?

- If it is deemed that the episode is related to the
underlying disease, the baseline treatment is increased;
conversely, if it is determined that pericarditis is not
related to the systemic disease, it is treated as «idiopathic
pericarditis.»

Comment

Statistical data indicates that patients with immuno-
inflammatory diseases exhibit pericardial lesions in S to
80% of cases, with the prevalence varying depending on the
principal diagnosis [7].

— How often can pericarditis without an identifiable effusion be
diagnosed by echocardiography? Do sonographers employ the
term «<hyperechoic> when describing fibrinous pericarditis?

— Our data indicate that «dry» pericarditis is present in
40-50% of cases [8]. The term «hyperechoic> is frequently
employed by sonographers to describe this phenomenon.
Sometimes these findings correlate with signs of pericardial
inflammation, particularly pericardial edema.

- How often an MRI is required to confirm pericarditis?
Approximately what percentage of cases involve the performance
of an MRI in conjunction with an echocardiogram? Is it always
T mapping?

ISSN 0022-9040. Kardiologiia. 2024;64(10). DOI: 10.18087/cardio.2024.10.n2738



e,

o SN A

JleueHMe ocTpoOro KOMXuIIH JII/IPKA

NPOTY BOHO,[LAFPVIHECKMVI MPEMAPAT

M penuaMBUPYIOIIEro
IIepUKapAUTa C KOHTPOIEM

Do3upoBKHU (1 Mr ¢ pucKom) @ o,
“/

7

\ SO ITUTESANIATL TR

EBPOITIEVICKOE OBIIECTBO KAPJIMOJIOIOB (ESC) PEKOMEHAYET KOJXMIIMH B KAYECTBE
TITPEITIAPATA 1-1 JIMHUU ITPU TEPAIIMU ITEPUKAPIVTOB B COUETAHUM C ACK mmm HIIBIT 12345

e KomxuuyH B couetauuu ¢ ACK mocToBepHO CHIDKaeT Ha 33,3% 4acTOTy peuMauBOB OCTPOro
nepuKapanTa no cpaBHeHnio ¢ moHorepamnuei ACK (11,7%)°

¢ KomxunyH B couetaunu ¢ ACK 10cToBepHO KynupyeT CMMIITOMBI pelINBUPYIOLIETO
nepukapauTa B Teuennu 17,2 £ 12,2 mec.’

e Komxunyux B komouHanuu ¢ ACK mau HIIBC Ha 78% npenoTBpaniaeT pucK BOSHUKHOBEHMS
OyaylIMX 3MMU30I0B MepUKapanTa 1o cpasHeHuIo ¢ couetanmem ACK mim HIIBC ¢ miane6o®
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— In Italy, as in many other European countries, access to
MRIislimited. MRIis employed in complex or atypical cases
with uncertain diagnoses, accounting for approximately
15% of patients with pericarditis at our cardiac center. In
such instances, mapping is not necessary for the differential
diagnosis. At our medical center, such an opportunity exists,
yet it is utilized for the assessment of the myocardium.

~ Do you use blood tests for interleukin (IL) - 1, IL1 receptor, or
IL-18 in the treatment of pericarditis? If you do, please specify
the cases in which you do so. Do you investigate other cytokines
or inflammatory factors in addition to CRP and erythrocyte
sedimentation rate (ESR)?

— At present, the measurement of interleukins in clinical
practice is not accepted, not established, not recommended,
and not practiced. In clinical practice, the use of C-reactive
protein, ESR, and serum amyloid-A is standard practice.

— Itwould be interesting to know whether there is a significant
number of general practitioners and cardiologists who are
reluctant to prescribe colchicine, and instead defer this
authority exclusively to rheumatologists.

— Colchicine is currently employed with greater
frequency by cardiologists, and in Italy it has been approved
for the indication «pericarditis» and is provided by the
National Health System.

— What is the procedure for patients with idiopathic pericarditis
in Italy with regard to the use of IL-1 inhibitors? Is the drug
approved by the relevant regulatory authority? If it is prescribed
off label, is a specialized consultation required, or is it prescribed
in the same manner as colchicine?

- In Italy, anakinra can be provided by the National
Health System in accordance with a special law (Law 648),
which permits the off-label use of a drug with proven efficacy
and no alternative options. This is applicable to patients who
are dependent on corticosteroids and resistant to colchicine.

— Do you have experience prescribing colchicine to patients with
extracardiac tumors and symptomatic pericarditis?
— For such patients, a combination of steroids and
colchicine may be prescribed as palliative therapy to prevent
or limit recurrent cardiac tamponade.

— Does polyserositis associated with chemotherapy necessitate
active management or it can be safely left to resolve
spontaneously?

— These cases may be symptomatic. I recommend
treatment for such patients in cases of pericarditis.

— Inthe 2021 guidelines for the prevention of cardiovascular
diseases, colchicine is classified as a class 2b drug. Are

60

there many patients in your practice who receive it for the
management of coronary heart disease (CHD)? What kind of
patients are these?

— 'This was a very modest recommendation. The drugin
question is usually used in cases of class I or ITa indications.
I consider these guidelines to be erroneous. In the United
States, however, colchicine has been approved by the FDA
for the same indications. In Italy, colchicine is prescribed
off-label for the prevention of cardiovascular events,
particularly in patients with recurrent events despite the
adequate control of common risk factors. It is our hope
that colchicine will be approved for this indication in the
near future, thereby increasing the likelihood of its being
prescribed in accordance with the approved indication.
In clinical trials (LoDoCo-2 [9] and COLCOT [10]),
colchicine was administered to all patients in conjunction
with standard anti-inflammatory therapy, irrespective of
CRP levels.

Comment

The LoDoCo-2 study (n = 5§522) included patients
with chronic stable CHD (84 % of whom had a previous
history of acute coronary syndrome [ACS]) who were
treated with colchicine 0.5 mg/day versus placebo. The
follow-up period lasted 29 months. Consequently, the
primary endpoint (cardiovascular death, myocardial
infarction, ischemic stroke, or coronary revascularization
due to ischemia) in the colchicine group was observed
to occur 31% less frequently. In the COLCOT study (n
= 474S), colchicine was administered to patients within
30 days of myocardial infarction (MI) in conjunction
with standard optimal therapy. At the 23-month follow-
up point, a 50% reduction in the risk of acute coronary
syndrome, a 76 % reduction in the risk of cerebral stroke,
a 16% reduction in the risk of cardiovascular death, and
a 17% reduction in the risk of recurrent myocardial
infarction were observed in comparison with the
placebo group. A cost-benefit analysis conducted after
20 years of observation revealed that the incorporation
of colchicine into the standard treatment regimen
resulted in a 47 % reduction in total costs per patient and
an increase in quality-of-life-adjusted life expectancy
from 1.30 to 1.34. A further reduction in costs per
patient per lifetime was achieved, amounting to a 69%
decrease [11].

— When may an update to the guidelines for the treatment of
pericarditis be anticipated?

- Itisanticipated that the ESC Guidelines will be updated
in 202S5. The development of the guidelines is currently
underway. Once they have been published, I will be available
to discuss the topic.
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Conclusion

The interview revealed a consensus regarding the
significance of pericarditis as a clinical problem and the
challenges associated with its management in contemporary
medical practice. We would like to express our gratitude
to Mr. Imazio for his contributions to elevating the status
of this «Cinderella disease» to a nosology worthy of
attention. Furthermore, we would like to acknowledge his

efforts in developing structured diagnostic and therapeutic
approaches to this condition.

Interviewer Z.N. Sukmarova
No conflicts of interest are reported.
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