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« Paroxysmal supraventricular tachycardia (PSVT) is a regular and rapid cardiac + Etripamil is an investigational, fast-acting, non-dihydropyridine, calcium channel blocker for A Patients Seeking Madical Intarvention uPlacebo = Etripamil
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» Clinical trial data that assessed additional medical interventions following * The overall conversion rate of PSVT to sinus rhythm (SR) in patients treated with n=49 =107 n=85 =99 =134 =206
etripamil/placebo administration were pooled from: (Table 1) etripamil across all Phase 3 clinical studies was consistent. , i .
. . . ) ) ) ) B Patients With Emergency Department Visits o
— Three randomized double-blind studies: * In NODE-301 Part 1, there was a clear trend in the reduction of the proportion of patients 0% - ® Placebo  m Etripamil
. NODE-301 Part 1 seeking rescue medical intervention (eg, ED): 15% of etripamil patients and 27% of placebo 35% £0078 P=0.209 Fo0s
patients (P=0.12; Figure 1). 30% - .
* RAPID . » In RAPID, a numerically lower proportion of patients in the etripamil group sought additional 2% 1 21% 2%
= RAPID Extension medical intervention (etripamil 15.2% versus placebo 24.7%, P=0.103) and ED care (etripamil o 0 s o
— Four open-label studies with etripamil treatment: 14% versus 21%, P=0.209) versus the placebo group (Figure 1). o
« NODE-302 « A statistically significant relative reduction of 39% (P=0.035) in the proportion of patients going 5% 1 =18
to an ED due to an episode of PSVT in the etripamil group versus placebo was observed using 0% - - alvei
= RAPID Open Label the pre-defined pooled dataset from NODE-301 Part 1 and RAPID pre-specified analysis. :?SE 301 sf,“?oﬂ n:gR?PID Stu‘::gg ,,:ogjleda al,);szose
* RAPID Extension Open Label  In the randomized trials, 370 patients (placebo, n=149; etripamil, n=221) were included in the o . .
= NODE-303 analysis and 18.6% (69/370) sought additional medical intervention after receiving randomized Table 2. Overall Additional Medical Interventions Siaceh i :
S : . . treatment. This represents a 45% relative reduction favoring etripamil treatment (P=0.005; acebo ripami
* Medical interventions were defined as any a(;tlo.ns, treatments, or drugs other Table 2). P ° g etrip ( n/N (%) n/N (%)
than self-administration of study drug, including: 1) Any medical intervention Medical int i ft domized treat t for PSVT
outside the clinical trial setting, such as the oral administration of a “pill-in- * Across the open-label studies, 14% of patients who received etripamil in NODE-303 and edical intervention atter rahdomized freatment for
pocket” at home and 2) Emergency department (ED) visits with or without the the RAPID open-label extension studies sought additional medical intervention; these rates were Number of patients seeking additional medical intervention 38/149 (25.5) | 31/221 (14.0)
administration of oral or intravenous medication, other treatment (eg, vagal 13% in NODE-302 and 9.9% in the RAPID open-label studies (Figure 2). P value® 0.005
maneuvers assisted by a health praCtltloner or electrical CardloverSIOn). * SpeC|flcaIIy in NODE-SOB’ the prOpOFtiOﬂ of patients who reported Seeking medical intervention 2P value is obtained from a chi-square test. Medical Intervention is defined as a PSVT episode that was terminated due to a medical intervention other than
 |In NODE-303, the use of medical intervention for a PSVT episode was recorded was 8.3% for use of oral pIIIS (77% of episodeS), 14.4% for ED visits (119% of episodeS), and study drug. ECG CMS data from patients with a medical intervention were examined by the independent adjudication committee based on flagged information
via the Episode Survey PRO administered during the StUdy. 4.8% fOf hospital ViSitS and admissions (37% Of episodes). Egz\gizzeec:etzy;hcizsg;sigg (‘jl'See:;mrseﬂ‘igglni\:]:izzt(iz%‘ due to emergency department treatment) in these patients was noted by the expert adjudicators and was

T - . . - . CMS, cardiac monitoring system; ECG, electrocardiography; PSVT, paroxysmal supraventricular tachycardia.
Table 1. Description of Clinical Studies That Evaluated Healthcare Resource Utilization

Figure 2. Patients Seeking Medical Intervention Across Phase 3 Clinical Studies
Study Design | Study Treatments Population Primary Objective 'gu ! 'ng ! ! nt uel
Proportion of Patients Seeking Additional Medical Interventions %
NODE-301 Part 1 Test dose under medical supervision (70 mg; 200 uL * Male or female Adjudicated termination of a confirmed 2% 407 Etripamil u Placebo
total [100 pL in each nostril]) . >18 years of age episode of PSVT and conversion to SR £5 3
Randomized 2:1 (etripamil: placebo) « Electrocardiographically documented history of PSVT and ];Ci;retltolfe :tsutd3yodsri; \gggilrr]\gSOO min of B g %1 26.5% - 26.7%
Single dose (placebo, 70 mq) a history of sustained (>20 min) episodes of PSVT SE B
T § 20
Multi-center, RAPID Test dose (2 x 70 mg; 10 min apart during SR) * Male or female Time to an adjudicated termination %g | 150% 15.2% 150% 14.3% 14.4%
double-blind, (NODE-301 Part 2) | Randomized 1:1 (etripamil: placebo) . 218 years of age of a confirmed episode of PSVT and §§ . oo
placebo- : . : . . . conversion to SR for at least 30 sec g5 07 6.7%
Optional repeat dose regimen: + Electrocardiographically documented history of PSVT with s ; oE |
controlled . : . : within 30 min of start of study drug a3 5
studies « Placebo, 70 mg a history of sustained eplsodgs (patients from NODE-301 dosing 2 . . . . . .
« First 70-mg dose; repeated dose after 10 min if Part 1 and newly enrolled patients) N%2§-1301 RAPID RAPID Ext. NODE-302 RAPID OL RAPID Ext. OL NODE-303
symptoms of PSVT persisted Phase 3 Randomized Phase 3 Open-Label Studies
Double-Blind Studies
RAP'D Extension See RAP'D Patients from RAP'D WhO dld not Complete RAP'D before See RAP'D *Oﬁi_crgzzr:eigggrwized trials, healthcare resource use was significantly lower in the etripamil arm versus the placebo arm (P=0.005). Ext, extension;
the cut-off date (July 20, 2022) ’ '
NODE-302 Etripamil, 70 mg Extension of NODE-301 Part 1 Adjudicated termination of a confirmed 1
(Safety) Patients randomized in NODE-301 Part 1 episode of PSVT (AV nodal-reentrant . CO“CIUSlonS
tachycardia or AV re-entrant tachycardia o o o _ _
determination if possible) and » These findings indicate that HCRU is similar across randomized and open-label studies.
conversion to SR for at least 30 sec Fewer patients treated with etripamil needed additional medical intervention to terminate a
Multi-center RAPID Open Repeat dose regimen (etripamil, 70 mg; repeated dose | Patients from NODE-301 Part 1 and newly enrolled patients See RAPID PSVT episode when compared to placebo.
open-label ’ Label after 10 min if symptoms of PSVT persisted) * In each individual randomized, double-blind, Phase 3 study, there is a consistent trend
studies RAPID Extension Repeat dose regimen (etripamil, 70 mg dose; repeated | Patients from RAPID who did not complete RAPID before See RAPID towards a redyqtlon n gddl_tlonal medlqal mterve'n'tlon n favpr Of etrlpam!l, fur.thermore,
Open Label dose after 10 min if symptoms of PSVT persisted) the cut-off date (July 20, 2022) there is a statistically significant reduction in additional medical interventions in a
P ymp P y <o pre-specified analysis of the pooled blinded, randomized Phase 3 data.
(Safety) after 10 min if symptoms of PSVT persisted) + 218 years of age additional medical intervention are consistent and similar to the low rates observed for
« PSVT diagnosis with at least one previous episode of PSVT blinded etripamil-treated patients.
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