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ABSTRACT
Objective  Polypharmacy management of recurrent 
pericarditis (RP) often involves long-term therapies, often 
with negative effects. Slow tapering of oral therapies is 
often required to avoid recurrence. A post hoc analysis of 
the phase III trial Rilonacept inHibition of interleukin-1 
Alpha and beta for recurrent Pericarditis: a pivotal 
Symptomatology and Outcomes Study (RHAPSODY) 
evaluated investigator approaches to transitioning 
to IL-1 blockade monotherapy with rilonacept, which 
was hypothesised to allow accelerated withdrawal of 
common multidrug pericarditis regimens.
Methods  RHAPSODY was a multicentre (Australia, 
Israel, Italy, USA), double-blind, placebo-controlled, 
randomised-withdrawal trial in adults and adolescents 
with RP. Investigators initiated rilonacept at the labelled 
dose level and discontinued oral pericarditis therapies 
during the 12-week run-in; randomised patients 
received study drug as monotherapy. Time to rilonacept 
monotherapy was quantified in patients receiving 
multidrug regimens at baseline who achieved rilonacept 
monotherapy during run-in.
Results  In 86 enrolled patients, mean time to rilonacept 
monotherapy was 7.9 weeks, with no recurrences. Of 
these, 64% (n=55) entered on multidrug regimens: 
non-steroidal anti-inflammatory drugs (NSAIDs) plus 
colchicine (44% (24/55)), colchicine plus glucocorticoids 
(24% (13/55)), or NSAIDs, colchicine, plus glucocorticoids 
(33% (18/55)). Investigators transitioned patients 
receiving colchicine and glucocorticoids at baseline to 
rilonacept monotherapy without recurrence regardless of 
taper approach: sequential (n=14; median, 7.7 weeks) 
or concurrent (n=17; median, 8.0 weeks). Median time 
to rilonacept monotherapy was similar regardless of 
glucocorticoid dose and duration: ≤15 mg/day (n=21): 
7.3 weeks; >15 mg/day (n=18): 8.0 weeks; long-term 
(≥28 days): 7.6 weeks.
Conclusions  Rapid discontinuation of oral RP therapies 
while transitioning to rilonacept monotherapy was 
feasible without triggering pericarditis recurrence.
Trial registration number  NCT03737110.

INTRODUCTION
Recurrent pericarditis (RP) is a debilitating disease 
with autoinflammation being one of the possible 
underlying pathogenic mechanisms. RP is charac-
terised by repeated episodes of pericardial inflam-
mation causing chest pain, ECG changes and 

WHAT IS ALREADY KNOWN ON THIS TOPIC
	⇒ Management of recurrent pericarditis (RP) 
involves polypharmacy, including long-term 
glucocorticoid treatment, which is associated 
with adverse effects. Rapid tapering of 
glucocorticoids has been associated with 
increased risk of pericarditis recurrence, and so 
clinicians often slowly taper oral pericarditis 
therapies. The phase III trial Rilonacept 
inHibition of interleukin-1 Alpha and beta for 
recurrent Pericarditis: a pivotal Symptomatology 
and Outcomes study (RHAPSODY) demonstrated 
the efficacy and safety of rilonacept, an IL-1α 
and IL-1β cytokine trap, for RP.

WHAT THIS STUDY ADDS
	⇒ RHAPSODY provided a controlled environment 
to test the hypothesis that efficacious IL-1 
blockade may render standard therapies 
redundant, challenging the traditional slow-
tapering approach. Of 86 patients participating 
in the RHAPSODY run-in period, >60% were 
taking combination therapies. This post 
hoc analysis of data from the phase III trial 
RHAPSODY assessed how study investigators 
transitioned patients with RP who were 
receiving common multidrug regimens 
to rilonacept monotherapy. Investigators 
successfully transitioned all patients receiving 
non-steroidal anti-inflammatory drugs, 
colchicine, and glucocorticoids at baseline to 
rilonacept monotherapy without recurrence 
using either a sequential (median, 7.7 weeks) 
or concurrent (median, 8.0 weeks) approach. In 
addition, rilonacept therapy allowed for rapid 
discontinuation of oral RP therapies without 
triggering pericarditis recurrence regardless of 
dose or duration of glucocorticoid treatment.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

	⇒ These findings provide insight for clinicians 
transitioning patients with RP to rilonacept 
monotherapy, affirming a strategy of rapid 
cessation of oral therapies. These findings 
suggest efficacious IL-1 blockade may render 
standard oral therapies redundant, supporting 
accelerated withdrawal.
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pericardial effusion.1–3 Current management of RP includes 
treatment with non-steroidal anti-inflammatory drugs (NSAIDs), 
colchicine, systemic glucocorticoids; third-line medications 
include azathioprine and intravenous human immunoglobu-
lins, alone and in various combinations.1 After the first episode, 
additional episodes occur in 15%–30% of patients, and manage-
ment of RP often requires treatment lasting months to years.1 4 5 
NSAIDs and colchicine are associated with gastrointestinal and 
renal side effects that limit use in some patients. Many patients 
require long-term use of glucocorticoids, which can cause serious 
adverse effects, including diabetes, hypertension, osteoporosis 
and adrenal insufficiency.6–12 A history of glucocorticoid treat-
ment is an independent risk factor for pericarditis recurrence,13 
and premature tapering of glucocorticoids may contribute to 
recurrence.1 For these reasons, guidelines recommend tapering 
glucocorticoids gradually, over several months.1 Considering 
the increased risk and seriousness of adverse events associated 
with long-term glucocorticoid treatment,14 15 a need exists for 
therapies that effectively prevent pericarditis recurrence while 
minimising glucocorticoid exposure.

The cytokine interleukin (IL) 1 is a key mediator in the inflam-
matory processes involved in RP.8 16 Rilonacept, an IL-1α and IL-1β 
cytokine trap, demonstrated efficacy and safety in patients with 
RP in the phase III Rilonacept inHibition of interleukin-1 Alpha 
and beta for recurrent Pericarditis: a pivotal Symptomatology 
and Outcomes Study (RHAPSODY).17 Rilonacept therapy rapidly 
resolved pericarditis episodes after initiation during the run-in 
period and significantly reduced the risk of pericarditis recur-
rence versus placebo during the placebo-controlled, randomised-
withdrawal period.17 These data supported the US Food and Drug 
Administration approval of rilonacept as the first therapy indi-
cated for RP.18 The non-specific anti-inflammatory mechanisms 
of standard oral therapies overlap the targeted immunomodula-
tory mechanism of rilonacept, and the randomised-withdrawal 
period was designed to compare rilonacept monotherapy with 
placebo. Investigators in RHAPSODY initiated rilonacept therapy 
by adding it to standard oral therapies and subsequently discon-
tinuing standard oral therapies over 8 weeks.17 19 Tapering of 
oral therapies, including glucocorticoids, was designed to take 
place more rapidly than current clinical practice and guideline 
recommendations because the mechanism of action of rilonacept, 
that is, selective blockade of the IL-1 pathway, was hypothesised 
to be sufficient as monotherapy to control RP.1 19 This post hoc 
analysis provides empirical data describing how investigators 
managed NSAID, colchicine, and glucocorticoid therapies while 

transitioning patients to rilonacept monotherapy during the 
run-in period of RHAPSODY.

METHODS
Study design
The study design and CONSORT diagram of RHAPSODY were 
reported previously.20 Briefly, this was a phase III, multicentre, 
double-blind, placebo-controlled, randomised-withdrawal trial 
conducted in Australia, Israel, Italy and the USA. Patients were 
screened for up to 4 weeks to determine trial eligibility and then 
entered a 12-week run-in period. Adult patients (≥18 years 
of age) received an initial loading dose of rilonacept 320 mg 
subcutaneously at baseline, followed by a 160 mg dose admin-
istered once weekly throughout the run-in. Adolescent patients 
(≥12 years to <18 years of age) received an initial loading dose 
of rilonacept 4.4 mg/kg subcutaneously at baseline, followed by a 
2.2 mg/kg dose administered once weekly throughout the run-in.

The run-in period was followed by a randomised-withdrawal 
period, during which eligible patients were randomised to 
receive continued rilonacept or placebo. Once the prespecified 
number of adjudicated pericarditis recurrences had accrued, the 
randomised-withdrawal phase was closed, and eligible patients 
had the option to continue open-label rilonacept during a long-
term extension.

The goal of the run-in period was to prepare patients for 
randomisation to rilonacept or placebo at week 12. To accom-
plish this and to ensure clinical stability on rilonacept mono-
therapy at randomisation, attainment of rilonacept monotherapy 
was required by week 10. The run-in period included a 1-week 
stabilisation period of rilonacept administration with standard 
oral therapies (NSAIDs, colchicine, glucocorticoids), a 9-week 
phase of transition off oral therapies with continued rilonacept 
treatment, and 2 weeks of rilonacept monotherapy (figure 1). 
The study protocol did not stipulate specific timing or dosing 
guidance during the transition, but it did require that patients 
reach monotherapy rilonacept by week 10 and continue through 
week 12 to qualify for randomisation. The protocol recom-
mended that once clinical stability had been achieved, investiga-
tors should begin with glucocorticoid tapering (from week 1 up 
to week 9), while tapering of NSAID and colchicine should begin 
later (weeks 4–10), unless earlier dose reduction was needed. 
The guidelines for background medication taper and discontinu-
ation are shown in table 1.

Double-Blinded, Placebo-Controlled, 
Randomised-Withdrawal Period 

(Event Driven: n=22)

Long-Term Extension
(up to 24 months) Screening

Period 

Randomisation
1:1

End of
Study

Blinded Rilonacept 160 mg SC weekly
Blinded Placebo SC weekly

Open-Label Rilonacept 
160 mg SC weekly

2 weeks of rilonacept monotherapy

Blinded Rilonacept
Adults: 160 mg SC weekly
Adolescents: 2.2 mg/kg SC

1-week stabilisation period of rilonacept 
administration with standard background 

therapies for pericarditis

9-week phase of transition off 
background pericarditis therapy 

(NSAIDs, colchicine, glucocorticoids) 
with continued rilonacept treatment

Run-In Period
(12 weeks)

Loading Dose
Adults: 320 mg SC

Adolescents: 4.4 mg/kg SC

Primary Efficacy Endpoint: 
Time to First Adjudicated 
Pericarditis Recurrence

Figure 1  Study design of Rilonacept inHibition of interleukin-1 Alpha and beta for recurrent Pericarditis: a pivotal Symptomatology and Outcomes 
study (RHAPSODY) run-in period. NSAID, non-steroidal anti-inflammatory drug; SC, subcutaneous.
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Patients
The study enrolled adult and adolescent (≥12 years of age) 
patients with a diagnosis of recurrent idiopathic or postcardiac 
injury pericarditis, defined as two or more recurrences after the 
first pericarditis episode. Eligible patients could be taking any 
combination of NSAIDs, colchicine or glucocorticoids. Eligible 
patients were required to have 1 day or more with pericarditis 
pain severity 4 or greater on an 11-point Numerical Rating Scale 
and C reactive protein level of at least 1.0 mg/dL within 7 days 
before first administration of rilonacept. Pericarditis recurrence 
required these scores for pericarditis signs/symptoms, whereas 
clinical response required a pericarditis pain severity score of 2 
or less with a C reactive protein level ≤0.5 mg/dL.

Analyses
This post hoc analysis evaluated path and time to rilonacept 
monotherapy in a group of patients who were receiving combi-
nation therapy with NSAIDs, colchicine, and/or glucocorticoids 
at baseline and who achieved rilonacept monotherapy during 
the run-in period. Of the 86 subjects that enrolled in the trial, 
64% (n=55) entered on multidrug regimens. An ad hoc anal-
ysis was performed to assess the length of time necessary to 
achieve monotherapy. Patients were divided into three groups 
based on type of combination therapy: NSAID and colchicine 
double therapy; colchicine and glucocorticoid double therapy; 
and NSAID, colchicine and glucocorticoid triple therapy. Time 
to rilonacept monotherapy was also evaluated in patients with 
long-term (≥28 days) glucocorticoid treatment, with or without 
other pericarditis treatments, and in subgroups based on gluco-
corticoid dose (≤15 mg/day (median study dose) or >median 
study dose), annualised incidence (<2 episodes, 2–4 episodes, 
or >4 episodes) and disease duration (<1 year, 1–2 years, or >2 
years). In patients receiving treatment with both colchicine and 
glucocorticoids, time to rilonacept monotherapy was assessed in 
subgroups stratified by taper approach. Those who completed 
tapering of glucocorticoid prior to beginning colchicine dose 
reduction/discontinuation were considered to have a ‘sequential’ 
taper. Those who began colchicine dose reduction/discontin-
uation during glucocorticoid taper were considered to have a 

‘concurrent’ taper. Although sample size is small in this study, 
the mean was close to median for most continuous variables. 
In general, continuous variables are presented with descriptive 
mean and SD. In case mean deviates dramatically from median, 
median (Q1,Q3) is presented. For time to monotherapy, descrip-
tive statistic is summarised and median (Q1,Q3) is presented.

RESULTS
Eighty-six patients enrolled in the trial and participated in 
the run-in. Mean (SD) total number of prestudy recurrences, 
including index and qualifying episodes, was 4.7 (1.7). Mean 
(SD) duration of disease was 2.4 (3.1) years and mean (SD) dura-
tion of prior glucocorticoid treatment was 19.9 (36.3) weeks.

Of 86 enrolled patients, 79 were receiving background 
therapy at baseline. Of these 79 patients, 74 achieved rilonacept 
monotherapy. The 5 patients not achieving rilonacept mono-
therapy did not have pericarditis recurrence; discontinuation 
was due to adverse events (n=3), positive result on tuberculosis 
testing (n=1), and sponsor decision (n=1).17 Of the 79 patients 
receiving background pericarditis therapy at baseline, 55 (69%) 
had been receiving double or triple combination treatment for 
RP at baseline and achieved rilonacept monotherapy during the 
run-in period. Of these patients, 44% (24/55) were treated with 
NSAIDs plus colchicine, 24% (13/55) with colchicine plus gluco-
corticoids, and 33% (18/55) with NSAIDs, colchicine and gluco-
corticoids. Baseline demographic and clinical characteristics of 
these patients are shown in table 2.

Despite the protocol-specified requirement that patients reach 
monotherapy rilonacept by week 10 to qualify for randomisa-
tion (after 2 weeks of monotherapy), median time to rilonacept 
monotherapy ranged from 7.1 weeks to 8.1 weeks for patients 
in the three groups (NSAID plus colchicine and glucocorticoid; 
colchicine plus glucocorticoid; NSAID plus colchicine; figure 2). 
Physicians in this study chose to transition their patients to 
rilonacept monotherapy approximately 2 weeks faster on 
average than the protocol-stipulated maximum-allowed time-
frame to qualify for randomisation. Patients with RP previously 
treated with long-term (≥28 days) glucocorticoids (n=16) were 
transitioned by investigators to rilonacept monotherapy in a 

Table 1  Proposed medication tapering schedule

Pericarditis 
medication

Starting dose 
(mg) Week 1 (mg) Week 2 (mg) Week 3 (mg) Week 4 (mg) Week 5 (mg) Week 6 (mg) Week 7 (mg) Week 8 (mg) Week 10

Prednisone 60 30 20 15 10 7.5 5 2.5 1 Stop

50 25 20 15 10 7.5 5 2.5 1 Stop

40 20 15 15 10 7.5 5 2.5 1 Stop

35 17.5 15 10 7.5 5 2.5 1 Stop

30 15 10 10 7.5 5 2.5 1 Stop

25 12.5 10 10 7.5 5 2.5 1 Stop

20 10 7.5 7.5 7.5 5 2.5 1 Stop

15 7.5 7.5 5 5 2.5 2.5 1 Stop

12.5 7.5 7.5 5 5 2.5 2.5 1 Stop

10 5 5 5 2.5 2.5 1 Stop

7.5 5 5 2.5 2.5 2.5 1 Stop

5 2.5 2.5 2.5 1 Stop

2.5 2 2 1 Stop

Analgesics Start taper or 
stop

Taper or stop Taper or stop Taper or stop Taper or stop Taper or stop Taper or stop Taper or stop Stop

NSAIDs Start taper Taper or stop Taper or stop Taper or stop Taper or stop Stop

Colchicine Start taper Taper or stop Taper or stop Taper or stop Taper or stop Stop

NSAIDs, non-steroidal anti-inflammatory drugs.
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Table 2  Demographic and clinical characteristics of the patients receiving double or triple combination treatment for recurrent pericarditis at 
baseline

Characteristic
NSAID + colchicine
(n=24)

Colchicine + corticosteroid
(n=13)

Colchicine + corticosteroid + 
NSAID (n=18)

Age, years, mean (SD) 44.6 (13.41) 43.5 (16.4) 42.3 (14.7)

Age, years, no. (%)

 � 12–17 1.0 (4.2) 0 1.0 (5.6)

 � 18–64 22.0 (91.7) 12.0 (92.3) 17.0 (94.4)

 � 65–78 1.0 (4.2) 1.0 (7.7) 0

Female sex, no. (%) 19.0 (79.2) 7.0 (53.8) 11.0 (61.1)

Race*, no. (%)

 � White 23.0 (95.8) 12.0 (92.3) 16.0 (88.9)

 � Black/African American 1.0 (4.2) 0 2.0 (11.1)

 � Other 0 1.0 (7.7) 0

Aetiology, no. (%)

 � Idiopathic 20.0 (83.3) 9.0 (69.2) 15.0 (83.3)

 � Postpericardiotomy syndrome 3.0 (12.5) 4.0 (30.8) 3.0 (16.7)

Dressler’s syndrome† 1.0 (4.2) 0 0

Duration of prior treatment with corticosteroids, weeks, mean (SD) 0 12.0 (17.7) 11.5 (25.4)

Total episodes, including index and qualifying, no., mean (SD) 4.8 (1.8) 4.2 (0.93) 4.5 (0.99)

Duration of disease, years, mean (SD) 3.6 (4.75) 1.0 (0.4) 1.4 (0.9)

Recurrent episodes per year, mean (SD) 3.8 (5.1) 5.5 (2.9) 5.6 (5.9)

Pain rating (qualifying episode), Numerical Rating Scale Score‡, mean (SD) 6.9 (1.9) 5.1 (1.3) 6.5 (1.7)

Standard C reactive protein (qualifying episode), mg/dL, mean (SD) 5.2 (6.4) 7.5 (7.3) 7.9 (7.4)

Pericarditis manifestations (qualifying episode), no. (%)

 � Pericardial effusion§ no. (%) 6.0 (25.0) 7.0 (53.8) 7.0 (38.9)

 � Pericardial rub, no. (%) 3.0 (12.5) 1.0 (7.7) 5.0 (27.8)

 � ST elevation or PR depression, no. (%) 3.0 (12.5) 3.0 (23.1) 4.0 (22.2)

Pericarditis treatment at baseline, n (%)

Non-opioid analgesics 4.0 (16.7) 0 0

Opioid analgesics 4.0 (16.7) 0 0

Aspirin 2.0 (8.3) 0 1.0 (5.6)

Other NSAIDs¶ 22.0 (91.7) 0 17.0 (94.4)

Colchicine 24.0 (100) 13.0 (100) 18.0 (100)

Oral corticosteroids 0 13.0 (100) 18.0 (100)

Other 0 1.0 (7.7) 1 (5.6)

*Race was reported by patient.
†The cause of the Dressler syndrome was catheter ablation for atrial fibrillation.
‡Scores on the Numerical Rating Scale for pain range from 0 to 10, with higher scores indicating greater pain severity.
§Pericardial effusion was defined as new or worsening pericardial effusion, independent of the imaging method.
¶Non-steroidal anti-inflammatory drugs.

0 2 4 6 8 10
Time (weeks) to Rilonacept Monotherapy 

7.9 weeks (median); range: 3.1 to 10.4

8.1 weeks (median); range: 6.1 to 10.4Colchicine + GC, n=13

NSAID + Colchicine, n=24

NSAID + Colchicine + GC, n=18

Long-term (≥28 day) Prior GC Use, n=16

7.1 weeks (median); range: 4.1 to 11.3

Therapy at Baseline

Pre-specified
maximum window

0 2 4 6 8 10
Time (weeks) to Rilonacept Monotherapy 

Pre-specified
maximum window

7.6 weeks (median); range: 5.1 to 10.4

Figure 2  Median time to rilonacept monotherapy, by therapy combination at baseline. GC, glucocorticoid; NSAID, non-steroidal anti-inflammatory 
drug.
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median of 7.6 weeks (figure 2). Patients treated with ≤15 mg/
day (median study dose; n=21) or >median study dose (n=18) 
glucocorticoids were transitioned to rilonacept monotherapy in 
a median of 7.3 weeks and 8.0 weeks, respectively.

Patients receiving both colchicine and glucocorticoids (n=31) 
were transitioned from background therapies in similar propor-
tions either sequentially (n=14, 45.2%) or concurrently (n=17, 
54.8%). Regardless of taper approach, investigators transi-
tioned all patients to rilonacept monotherapy within similar 
timeframes: sequential (n=14; median, (Q1,Q3), 7.7 (6.1, 8.3) 
weeks) and concurrent (n=17; median (Q1, Q3), 8.0 (7.1,10.0) 
weeks) (figure 3). Patients receiving colchicine and glucocorti-
coids at baseline demonstrated comparable transition time to 
rilonacept monotherapy (n=24; median (Q1,Q3), 7.9 (5.9, 9.9) 
weeks). Figure 4 provides examples of representative approaches 
that investigators took while transitioning patients off standard 

oral therapies. Of note, there were no pericarditis recurrences 
during transition to monotherapy.

A trend was observed towards shorter median time to mono-
therapy in patients with a prestudy annualised incidence of fewer 
than two episodes per year (median, 6.1 (Q1–Q3, 4.1–8.1) weeks; 
n=23) than in patients with 2–4 episodes per year (median, 8.3 
(Q1–Q3, 7.0–10.0) weeks; n=23) or in those with more than 
four episodes per year (median, 8.1 (Q1–Q3, 6.6–9.9); n=28). A 
trend was also observed towards shorter median time to mono-
therapy in patients with disease duration longer than 2 years 
(median, 6.1 (Q1–Q3, 4.3–9.3) weeks; n=25) than in patients 
with disease duration of 1–2 years (median, 8.0 (Q1–Q3, 
6.1–9.7) weeks; n=26) or less than 1 year (median, 8.0 (Q1–Q3, 
6.7–10.0) weeks; n=23).

0 2 4 6 8 10
Time (weeks) to Rilonacept Monotherapy 

Pre-specified
maximum window

Sequential, n=6

Concurrent, n=7

Sequential, n=8

Concurrent, n=10

7.4 weeks (median); range: 6.1 to 10.3

8.3 weeks (median); range: 7.9 to 10.4

7.7 weeks (median); range: 4.1 to 9.3

7.1 weeks (median); range: 5.1 to 11.3

Colchicine + GC

NSAID + Colchicine + GC

Therapy at Baseline

Figure 3  Median time to rilonacept monotherapy in patients receiving treatment with colchicine and glucocorticoids at baseline, by taper approach. 
GC, glucocorticoid; NSAID, non-steroidal anti-inflammatory drug.

NSAID + Colchicine + GC

Colchicine + GC
Sequential

(colchicine taper initiated only after 
glucocorticoid taper completed) 

Concurrent
(colchicine taper initiated during

glucocorticoid taper) 

Sequential
(colchicine taper initiated only after 

glucocorticoid taper completed) 

Concurrent
(colchicine taper initiated during

glucocorticoid taper) 

0 2 4 6 8 10

Example 1

Weeks in RI-Period
0 2 4 6 8 10

Example 2

Weeks in RI-Period
0 2 4 6 8 10

Example 1

Weeks in RI-Period
0 2 4 6 8 10

Example 2

Weeks in RI-Period

0 2 4 6 8 10
Weeks in RI-Period

Example 1

0 2 4 6 8 10
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DISCUSSION
Patients entering RHAPSODY were acutely symptomatic despite 
oral multidrug therapy. Because rilonacept, which is an IL-1α 
and IL-1β cytokine trap, directly targets the disease mechanism, 
it had been hypothesised in the trial design that the various 
standard oral therapies would no longer be needed and could 
be withdrawn relatively rapidly after rilonacept initiation. 
This proved to be the case, as these therapies were withdrawn, 
and rilonacept monotherapy was achieved in a median of 7.9 
weeks without pericarditis recurrence.17 Rapid resolution of 
acute episodes shortly after initiation of rilonacept during the 
run-in period indicates that the targeted IL-1 blockade was 
both necessary and sufficient to control disease. While it may 
be more difficult to make conclusions from a post hoc anal-
ysis, this analysis revealed the practice patterns clinicians who 
were initiating rilonacept treatment and transitioning patients 
off oral therapies took to manage RP medications with the goal 
of attaining rilonacept monotherapy. Investigators transitioned 
patients to monotherapy rilonacept over a similar period (just 
<2 months) in groups of patients receiving combination treat-
ment with commonly used oral therapies for RP (including 
patients receiving long-term glucocorticoid treatment), regard-
less of which management approach (sequential or concurrent) 
was used.

Given the chronicity of RP, clinicians face a conundrum when 
considering glucocorticoids for disease management: practice 
guidelines note that chronic use of glucocorticoids is associated 
with serious side effects, yet the data also show that discontin-
uation of treatment with glucocorticoids may increase the risk 
of pericarditis recurrence. Guidelines encourage minimising 
the risk of recurrence by gradually tapering off glucocorticoids: 
decreasing the dose by 1–2.5 mg per day every 2–6 weeks over 
several months when the dose is less than 15 mg/day.1 A retro-
spective claims database study demonstrated that each additional 
week of glucocorticoid treatment is associated with a 1.11-fold 
higher risk of related adverse events,15 a risk profile suggesting 
that, if possible, glucocorticoids should be rapidly tapered to 
reduce such events.

By contrast, use of rilonacept in RHAPSODY allowed for 
rapid glucocorticoid tapering without precipitating pericarditis 
recurrence. While clinicians often taper oral therapies taken 
to manage RP slowly, per available guidelines, those guide-
lines do not take into consideration a highly targeted, single-
agent treatment such as rilonacept. In RHAPSODY, ceasing 
oral therapies at a rate faster than is usual in clinical practice 
was possible because of the overlapping and targeted disease 
coverage provided by rilonacept. Specifically, in patients who 
had been receiving glucocorticoids in combination with other 
treatments before study entry—including patients on long-term 
glucocorticoid therapy—investigators withdrew background 
treatments after rilonacept initiation (an overlapping approach) 
on the way to rilonacept monotherapy, which was achieved in 
a median of 7.1–8.1 weeks; the investigators chose concurrent 
more often than sequential tapering. This clinical trial observa-
tion, taken together with previous findings from studies using 
anakinra,21–23 provides evidence that could support a clinical 
practice management strategy of more rapid cessation of oral 
therapies when IL-1 blockade is used to manage RP, potentially 
minimising adverse events associated with prolonged glucocor-
ticoid exposure. In addition, the safety profile of rilonacept17 
and once-weekly administration provide additional advantages 
to transitioning to rilonacept.

RHAPSODY is the first IL-1 antagonist clinical trial in peri-
carditis in which all patients were treated with monotherapy 
(the Anakinra Treatment of Recurrent Idiopathic Pericarditis 
(AIRTRIP) tudy did not require discontinuation of colchicine 
treatment during the randomised-withdrawal period).23 Inter-
estingly, the RHAPSODY investigators made the transition to 
rilonacept monotherapy in less than the maximum time stip-
ulated by the protocol. In this study, rilonacept initiation in 
patients who had been experiencing pericarditis recurrence 
despite oral therapies resulted in rapid resolution of pericarditis 
episodes (average of 5 days to treatment response) during the 
run-in period.17 This observation may have increased inves-
tigator confidence to discontinue oral therapies more rapidly 
than they might have in their usual clinical practice without the 
benefit of rilonacept coverage. Although the protocol provided 
general guidelines for drug management, the investigators were 
free to use their clinical judgement while discontinuing oral 
therapies. Therefore, results of this post hoc analysis may more 
closely mirror real-world clinical tapering practice than would 
have been expected from a typical clinical trial. Thus, these find-
ings can inform clinical practice and future studies of rilonacept 
in patients with RP. The ongoing long-term extension of RHAP-
SODY is designed to provide additional information regarding 
duration of rilonacept use and possible strategies for cessation of 
RP pharmacotherapy.

Limitations of this post hoc analysis of RHAPSODY trial data 
include the small patient population analysed, clinician prefer-
ence, lack of run-in period events (difficult to show differences), 
lack of long-term follow-up, and discontinued participation of 
some patients during the run-in period.

CONCLUSION
In this post hoc analysis of RHAPSODY data, investigators 
initiating rilonacept treatment in patients with RP rapidly 
transitioned the patients from oral multidrug therapy 
(including long-term glucocorticoid treatment) to rilonacept 
monotherapy. Patients experienced rapid treatment response 
to rilonacept therapy and discontinued treatment with 
NSAIDs, colchicine, and/or glucocorticoids in a median of 
7.1–8.1 weeks without recurrence of pericarditis, regardless 
of whether a sequential or concurrent tapering approach was 
employed. This analysis provides additional insight for clini-
cians considering even more rapid cessation of oral therapies 
when incorporating rilonacept into the treatment paradigm 
for patients with RP.
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