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Clinical Considerations  No COVID-19 cases were reported during the run-in period nor the randomized withdrawal period (n=86), which In patients on rilonacept in this study, although numbers are small:
. I o | | o FIGURE 2. RHAPSODY DESIGN closed May 29, 2020. — SARS-CoV-2 Vaccination:
« ltis unknown if patients with recurrent pericarditis (RP) might be at increased risk of triggered recurrence o , _ _ _
after SARS-CoV-2 vaccination or during or after COVID-19 infection. «  The SARS-CoV-2 vaccine did not become available until November 2020, and, as such, no subjects were — Treatment with rllopacgpt did not appear to interfere with the protective effect of
- Questions exist regarding the use of IL-1 antagonists in the setting of COVID-19 infection. Loading Dose N Primary Efficacy Endpoint vaccinated during those trial periods. :AbR.S-:ZoVr—]Z vaccmatloh. " o ¢  COVIDAS "
e . . . . Ny . . m : ime-to-rirst-rdjudicate . . . . . . . . — Subjects who were vaccinated experienced rewer cases o -19 comparea to
° - - 320 g SC 11 ericarailtis-ecurrence ° "
Ther.ells I|r.r|1|ted mfcirmatlon regarding the efficacy and safety of SARS-CoV-2 vaccination while patients are y v Pericarditis-R v 47/74 subjects were vaccinated during the LTE while receiving rilonacept treatment: mRNA vaccine series subjects who were unvaccinated or incompletely vaccinated.
recelving ronacept Double-Blind, Placebo-Controlled Long-Term (n=34)’ VAXZEVRIA (n=1 )’ J&J (n=1 )’ and “unknown”( n=11 ) — COVID-19 Cases:
- The recently-completed 2-year long-term extension of the Phase 3 trial RHAPSODY took place from May Screening Run-In Period? Randormized-Withdrawal (RW) Periad Extension (LTE) '
. . " Period (12-week) (RW) (up to 24 months) Ad ts related to SARS-CoV-2 infecti in this stud
2020 to June 2022, during the peak of COVID-19 prevalence, and may provide additional on-treatment (Event Driven: n=22) - SlbvEiss sl el e == IO vt EEITTet i unlks SUbiehy
efficacy and safety information. - A COVID-19 AE was reported in 22% (16/74) of subjects participating in the LTE period population.
. : : : - - : " : T —— e Py ponane Y — , _ _ _ , _ , _ — Rilonacept treatment was safely continued in patients with COVID-19.
The known efficacy of rilonacept in treating and preventing pericarditis recurrence could inform COVID-19 R - L R o e SC o The infection rate was 33% in unvaccinated (n=27) / partially-vaccinated (n=3) subjects (n=10/30) Figure 4. FHOTERED , Y P
disease and vaccine management in patients with recurrent pericarditis. — Pericarditis Recurrences:
. : o/ : ) . : : _
~ ~ VD16 cases reories o  The infection rate was 14% in fully-vaccinated (=214 days beyond second serial dose) subjects (n= 6/44) — No pericarditis recurrences occurred during rilonacept treatment — regardless of
Stapiliza_ti_on and_ tap_ering of background Clinical respond_ers randomized 1:1 to monotherapy Figure 4 COV|D_1 9 events or VaCCination.
Role of IL'1 pericarditis med_lcatlons to monotherapy rilonacept or placebo
rilonacept = Of fully-vaccinated subjects, 1 case occurred ~11 months post-primary-vaccination cycle; a second — One pericarditis recurrence occurred in the peri-COVID-19 period (18 days after
FIGURE 1. ILLUSTRATIONS OF THE ROLE OF IL-1 IN RP AND IL-1 INHIBITION WITH RILONACEPT case occurred 14 months post-primary-vaccination cycle. Table 1. infection), but the patient had discontinued rilonacept > 4.5 months prior.
EEE%I%E%%E%Zerf;%;%g%ﬁ%:were o COVID-19 event severity was mild (n= 13), moderate (n=2), or severe (n=1).
L/ Sl |LIL11B,< ; o  All cases resolved, except one prolonged severe AE complicated by comorbidities; the subject
Damage § TR discontinued rilonacept treatment and completed the study one month later.
© binds either
e < a FIGURE 3. PATIENT DISPOSITION CONSORT DIAGRAM
5 LIMITATIONS
5 i o - Of the 16 LTE subjects with a COVID-19 diagnosis:
e — ) o 12 subjects were receiving rilonacept at the time * The present report is an observational post-hoc assessment of adverse events reported
e B e ottt e oot . _ . , _ , , during the Long-term Extension of RHAPSODY.
, Excluded due to exclusion aiteria (n=11) = 10 continued rilonacept; 1 interrupted rilonacept for ~4 weeks; 1 permanently discontinued rilonacept. _ o _ _ _
Rilon t ——— « Sample size was limited (44 subjects were fully vaccinated, and 30 subjects were not fully
llonacep T I = None experienced a pericarditis recurrence during/after the COVID-19 adverse event. vaccinated: 3 were partially vaccinated and 27 were unvaccinated).
 Rilonacept is an interleukin-1a (IL-1a) and interleukin-13 (IL-1B) cytokine trap approved in the US for the N < " T o 2 subjects had previously interrupted rilonacept for off-treatment observation.
treatment of recurrent pericarditis and reduction in risk of recurrence in adults and children 12 years and Prnot meetCRP /RS e T —— _ - _ . . . _
older. It is also approved for treatment of cryopyrin-associated periodic syndromes (CAPS) in adults oo T i peed *  One pericarditis recurrence occurred in the peri-COVID-19 period (18 days after infection), but the C LI N I C AL IM P LIC ATIO N S }
and children 12 years and older as well as the maintenance of remission of Deficiency of Interleukin-1 patient had discontinued rilonacept > 4.5 months prior.
Receptor Antagonist (DIRA) in adults and pediatric patients weighing 10 kg or more. RO ST S A — Primary analysis . " . .
. . . - " olon e xtarion — " No pericarditis recurrence occurred in the other subject (>6 months). + Patients with RP should receive SARS-CoV-2 vaccination to reduce the risk of COVID-19.
* Rilonacept binds IL-1a or IL-1B and prevents engagement with the cell-surface receptor for IL-1, thus " nen no COVID-19 cases/vaccinations . - . L _ . . . .
inhibiting IL-1 activity.2 as of May 29, 2020. o 2 COVID-19 cases occurred after the end-of-rilonacept-treatment visit but during the 4-week safety follow- « Vaccination was well tolerated, and rilonacept does not appear to interfere with vaccine efficacy.
Alocte o oncap 30524 Aot t s, =31 60 up period (prior to end-of-study visit).  In order to reduce the risk of pericarditis recurrence, patients receiving rilonacept who
Lostto followu, 0 Lost o folowin, m =0 = Neither subject experienced a pericarditis recurrence during/after the COVID-19 adverse event. develop _COVI[_M 9 should not interrupt rll.onacept. trea.t.ment.
M ET H O DS —— T i ot » Continued rilonacept treatment reduces risk of pericarditis recurrence.
e A e FIGURE 4. COVID-19 STATUS OF SUBJECTS ENROLLED IN RHAPSODY LTE (n =74) '8ased on the assessment of data by the cinical authors
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« There were too few recurrence events in the rilonacept group to allow for the median time to the
first adjudicated recurrence to be calculated.

- The median (95% CI) time to the first adjudicated recurrence in the placebo group was 8.6 (4.0- n==6 : ShMee;ggL?/?/amnagnrsV\;arisgyzrgﬂsyzag: IFr’]Lk:fmaawtc:tQuetltclsr;z gi)trrr])e e
11.7) weeks. COVID-19 DISEASE SEVERITY REPORTING Unvaccinated / Partial Vaccination, 41% Full Vaccination, 59% - John F. Paolini is employed by Kiniksa Pharmaceuticals Corp. and is an inventor on patents and pending patent applications
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- 2 of 30 patients (7%) in the rilonacept group had a pericarditis recurrence, as compared with 23 of 31 | N |
patients (74%) in the placebo group. « COVID-19 cases were reported by investigators as adverse events (AEs) and were not *  This study was sponsored by Kiniksa Pharmaceuticals (UK), Ltd.
, _ _ , _ , adjudicated. Method of disease diagnosis (e.g., rapid antigen versus polymerase chain reaction TABLE 1. SUBJECTS WHO HAD RECEIVED FULL-COURSE SARS-COV-2 VACCINATION AND
- The two recurrence events in the rilonacept group were associated with temporary interruptions of [PCR] test) was not reported. DEVELOPED COVID-19 REFERENCES

the trial-drug regimen of one to three weekly doses.

e AEs were reported as m||d, moderate, or severe according to FDA AE_reporting guide"nes; the 1. ARCALYST (rilonacept) [package insert]. London: Kiniksa Pharmaceuticals (UK), Ltd.; 2021.
* Rilonacept was well-tolerated WHO classification of COVID-19 infection were available in the prespecified study eCRF 4 2. Klein AL, Imazio M, Brucato A, et al. RHAPSODY: Rationale for and design of a pivotal Phase 3 trial to assess efficacy and safety
. of rilonacept, an interleukin-1a and interleukin-1f3 trap, in patients with recurrent pericarditis. Am Heart J. 2020;228:81-90.
* The most common adverse events with rilonacept were injection-site reactions and upper « Per FDA gwdance: 3. Klein AL, Imazio M, Cremer P, et al. Phase 3 trial of interleukin-1 trap rilonacept in recurrent pericarditis. N Engl J Med.

respiratory tract infections. « Mild: easily tolerated, does not interfere with normal daily activities, does not require Subject #1 2:5 Mild 2021:384(t)3141. - o
. . . intervention Subject #2 3.5 Mild 4. World Health Organization. Clinical Management of COVID-19: Interim Guidance. World Health Organization; 2020:13-15.
* No cases of COVID-19 were reported before conclusion of the RW period (May 2020), at which Subiect #3 c Voderate
time COVID-19 was prevalent.  Moderate: causes some interference with daily activities; minimal, local or noninvasive S b’, Ha c il
, intervention indicated HbJee |
* Long Term Extension _ o o Subject #5 11 Mild
* Severe: as a consequence of the event, daily activities are limited or completely halted; Subioct #6 S 12 il
* A long-term extension (LTE) enabled up to 24 months further open-label rilonacept treatment from May hospitalization or prolongation of hospitalization indicated :
2020 until June 2022. 74 of 75 eligible patients opted to participate in the LTE. A aserse Event

3 COVID-19 AE was reported during the safety follow-up period, one month after the subject had stopped rilonacept treatment
+ SARS-CoV-2 vaccinations (reported as concomitant medication) and COVID-19 cases (reported as

adverse events) occurring during the LTE were examined in this post-hoc analysis.
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