Neutrophil to lymphocyte ratio for tracking inflammation and recurrence in patients with recurrent pericarditis: post hoc assessment of a phase 3 trial, RHAPSODY
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BACKGROUND RESULTS

Recurrent Pericarditis (RP) No strong association between NLR and CRP during acute RP Treatment with rilonacept resulted in normalization* of NLR to <4 during the run-in
- Chronic, debilitating autoinflammatory disease often requiring months to years of treatment-3 episodes (Baseline) period CONCLUSIONS
Role of IL-1 - In the 86 patients enrolled in the study, - Of the patients with NLR >4 at baseline, 90.3% normalized* to <4 by week 6 (28 of 31+ patients)
- Interleukin 1 (IL-1) has been implicated " diator of ¢ pericarditist-8 —  Mean CRP at qualifying: 6.2 mg/dL; 100% (86/86) had elevated CRP (20.5 mg/dL) - Of patients with NLR >4 at baseline, 100% normalized* to <4 by week 12 (30 of 30+ patients)
nterleukin 1 (IL-1) has been implicated as a key mediator of recurrent pericarditis —  Mean CRP at baseline: 3.7 mg/dL; 80% (68/85) had elevated CRP (=0.5 mg/dL) *Normalized defined as NLR<4 _ _
. At baseline, NLR was not strongly associated with CRP *In order to be considered for each analysis, patients were required to have NLR data at baseline and In this post hoc anaIyS|s of RHAPSODY:
. At baseline. 36% (27/74) of patients had NLR>4 at the specific final timepoint, i.e., week 6 or week 12.
A vy - FIGURE 4. FREQUENCY OF PATIENT NLR LEVEL AT RI BASELINE, WEEK 6, AND WEEK 12 *Asignificant number of patients had elevated NLR at baseline (36% with NLR>4),
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. Phase 3 dlinical trial RHAPSODY (NCT03737110) demonstrated efficacy and safety of rilonacept in E 3 _ EMRIRITIEEE (@ PRECERD el Compaleel o inese vl loner INLR el leselie:
patients with RP?® o 6015 =8 2 201 including:
—  RHAPSODY data helped support FDA approval of the first therapy for RP10 = 40 Week 6 g : |
o 1%, . S 10 — Trend of increased risk of recurrence (91.7% with NLR >4 vs 71.4% with NLR<4)
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* Measurement of inflammation in patients with RP is essential for disease monitoring 0.05 | R —— — Trend of shorter time to recurrence (5.2 weeks with NLR >4 vs 7.9 weeks with
- C-reactive protein (CRP), a standard acute phase reactant for monitoring inflammation in rheumatic o 5 10 15 20 95 30 0T NLR<4)
diseases, is elevated during acute pericarditis episodes and normalizes with treatment and episode C-reactive protein (mg/dL) > |
resolution _ _ Q 55 -
_ _ . o _ *Of 86 patients enrolled, 76 had NLR at baseline and 74 had both NLR and CRP on the @ | - ; ' ; ; P4
- However, patients with RP often require months to years of therapy, indicating persistence of same day at baseline Week 12 3 Wh'le Acu_te Phase Reactants like CRP remain the most ra_pld and s_enS|t|ve measure of
underlying auto-inflammation which is not reflected in the normalized CRP while on treatment £ 10 inflammation and treatment response, NLR may be a readily accessible supplementary
—  Asimilar “flooring effect” is reported with CRP in patients with rheumatoid arthritis'1-12 . : : : : : : method to monitor disease activity in patients with recurrent pericarditis. Further
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- Neutrophil to lymphocyte ratio (NLR) has prognostic value in some inflammatory diseases'?-13 FIGURE 2. FREQUENCY OF PATIENT NLR LEVEL AT BASELINE IN THOSE Neutrophil to Lymphocyte Ratio at Rl Baseline
+ NLR, a measure of immune system equilibrium, is an indicator of poor prognosis in myocardial WHO USED ORAL CS AT BASELINE AND THOSE WHO DID NOT _ _ _ _ o
infarction, coronary artery disease, atherosclerosis and chronic obstructive pulmonary disease’ 8 Patients with NLR >4 at baseline had shorter time to recurrence after randomization
*  While no threshold for NLR elevation has been established in patients with RP, an NLR of 1 to 3 is to placebo as well as more recurrences
generally considered normal, and a recent study found that normal NLR in adult, non-geriatric, > 6] _ _ _ _
healthy patients is between 0.78 and 3.5315 Patients who S *  The trend of more recurrences and shorter time to recurrence in those with baseline NLR>4 suggests that
- Although CRP is used fairly widely, it isn’t readily available in all locations and circumstances; we used oral o 4 Il higher NLR could be indicative of a higher degree of inflammation at baseline Ll M |TAT|ONS
considering the broad availability of cell counts with routine blood draws. 2] shown)
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pericarditis recurrence in a controlled study population.
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