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Supplemental Material 
 
1. Study Sites and Primary Investigators 

1. Centre intégré universitaire de santé et de services sociaux (CIUSSS) de l’Estrie-Centre 

hospitalier universitaire de Sherbrooke (CHUS), Sherbrooke, Quebec, Canada; Jean-

Francois Roux 

2. Hamilton Health Sciences, Hamilton, Ontario, Canada; Jeffrey Healey 

3. Montreal Heart Institute-Institut de Cardiologie de Montreal, Montreal, Quebec, Canada; 

Blandine Mondesert 

4. St. Michael’s Hospital, Toronto, Ontario, Canada; Victoria Korley 

5. Centre Hospitalier de l’Universite de Montreal (CHUM); CHUM Recherche Cardiologie, 

Montreal, Quebec, Canada; Benoit Coutu 

6. Partners in Advanced Cardiac Evaluation (PACE) Cardiology Clinic, Newmarket, 

Ontario, Canada; Atul Verma  

7. Libin Cardiovascular Institute of Alberta-University of Calgary, Calgary, Alberta, 

Canada; Stephen Wilton 

8. Dawson Road Medical Centre, Guelph, Ontario, Canada; Douglas Friars 

9. Dalhousie University-QEII Health Sciences Centre, Nova Scotia Health Authority-

Halifax Infirmary, Halifax, Nova Scotia, Canada; Amir Abdel-Wahab  

10. Royal Alexandra Hospital, Robbins Pavilion, Edmonton, Alberta, Canada; Evan 

Lockwood 

11. Vancouver Coastal Health Research Institute, Gordon and Leslie Diamond Health Centre, 

Vancouver, British Columbia, Canada; Matthew Bennett  

12. Victoria Cardiac Arrhythmia Trials, Inc., Victoria, British Columbia, Canada; Laurence 

Sterns  
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13. Cambridge Cardiac Care Centre, Cambridge, Ontario, Canada; Shekhar Pandey   

14. University of Manitoba, St. Boniface General Hospital, Winnipeg, Manitoba, Canada; 

Clarence Khoo 

15. Institut Universitaire de Cardiologie et de Pneumologie de Quebec, Quebec, Canada; 

Karine Roy  

16. McGill University Health Center-Research Institute, Montreal, Quebec, Canada; 

Jacqueline Joza  

17. CSSS du Sud de Lanaudiere-Hopital Pierre Le Gardeur, Terrebonne, Quebec, Canada; 

Gilbert Gosselin  

18. Medical Arts Health Research Group-North Vancouver, Vancouver, British Columbia, 

Canada; John Vyselaar 

19. South Denver Cardiology Associates, P.C., Littleton, CO, USA; Roger Damle 

20. Piedmont Heart Institute, Atlanta, GA, USA; Bruce Stambler  

21. Arizona Arrhythmia Research Center, Phoenix, AZ, USA; Vijendra Swarup 

22. Great Lakes Medical Research, LLC-Ohio, Willoughby, OH, USA; Robert Goldstein  

23. Cardiology Consultants of Philadelphia, Yardley, PA, USA; Christopher Schulze 

24. Mercy One Iowa Heart Center, West Des Moines, IA, USA; Denise Sorrentino 

25. MedStar Health Research Institute-Chesapeake Cardiovascular Associates, Baltimore, 

MD, USA; Glenn Meininger 

26. Mercy Medical Group, Sacramento, CA, USA; Gearoid O’Neill 

27. ProMedica Toledo Hospital, Toledo, OH, USA; Timothy Phelan 

28. St. Lawrence Health System: Canton-Potsdam Hospital, Potsdam, NY, USA; Alexandru 

Stoian  
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29. NewYork-Presbyterian Hospital/Weill Cornell Medical Center, New York, NY, USA; 

James Ip  

30. Virginia Commonwealth University Health System, Richmond, VA, USA; Kenneth 

Ellenbogen 

31. Centra Cardiovascular Group, Lynchburg, VA, USA; Richard Kuk 

32. Baylor College of Medicine, Houston, TX, USA; Wilson Lam  

33. Mayo Clinic – Rochester, MN, USA; Peter Noseworthy 

34. Mayo Clinic – Jacksonville, FL, USA; K. L. Venkatachalam 

35. Monument Health Clinical Research, Monument Health Rapid City Hospital, Inc, Rapid 

City, SD, USA; Saverio Barbera 

36. Hatton Institute for Research & Education, Trihealth, Inc. – Cardiology, Cincinnati, OH, 

USA; Gaurang Gandhi  

37. Jacksonville Center for Clinical Research, Jacksonville, FL, USA; Michael Koren 

38. Trinity Medical WNY, PC, Cheektowaga, NY, USA; Robert Gianfagna 

39. Alpine Research Organization, Inc, Clinton, UT, USA; Sandeep Talwar 

40. New Mexico Heart Institute, Albuquerque, NM, USA; Sean Mazer 

41. The Presbyterian Hospital DBA Novant Health Heart and Vascular Institute, 

Huntersville, NC, USA; Thomas Kambur 

42. Heart House Research Foundation, LLC; Springfield, OH, USA; Pradeep Gujja 

43. IHC Health Services Inc., DBA Intermountain Medical Center, Murray, UT, USA; 

Jeffrey Anderson 

44. The Ohio State University (OSU) Wexner Medical Center, Columbus, OH, USA; Ralph 

Augostini 
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45. Charlotte Heart and Vascular Institute, Port Charlotte, FL, USA; Terence Connelly  

46. Clinical Investigation Specialists, Inc.-Gurnee, Gurnee, IL, USA; Isaac Dor 

47. Georgia Arrhythmia Consultants & Research Institute, Macon, GA, USA; Felix Sogade 

48. Shady Grove Medical Center, Rockville, MD, USA; Sean Beinart   

49. Piedmont Heart Institute-Fayetteville, Fayetteville, GA, USA; Bruce Stambler 

50. Scott & White Memorial Hospital: Baylor Scott & White Research Institute, Dallas, TX, 

USA; Greg Olsovsky  

51. IACT Health; Columbus, GA, USA; Alonzo Jones Sr.  

52. The Valley Hospital, Ridgewood, NJ, USA; Suneet Mittal 

53. Central Florida Medical Research, LLC, New Smyrna Beach, FL, USA; Eric Lo 

54. St. Luke’s Idaho Cardiology Associates, Boise, ID, USA; Marcos Daccarett  

55. Parkview Physicians Group – Cardiology, Fort Wayne, IN, USA; David Schleinkofer 

56. Franciscan Physician Network-Indiana Heart Physicians, Shelbyville, IN, USA; Robert 

Kinn 

57. Baptist Health Ambulatory Services d/b/a Baptist Health Research Institute, Jacksonville, 

FL, USA; Christopher Ruisi 

58. Peak Cardiology, Apex, NC, USA; Srivani Ambati 

59. Los Alamitos Cardiovascular, Los Alamitos, CA, USA; Ramandeep Brar 

60. Apex Trials Group, Fort Worth, TX, USA; J. Vijay Jayachandran   

61. Manshadi Heart Institute, Inc., Stockton, CA, USA; Ramin Manshadi 

62. Arkansas Cardiology, Little Rock, AR, USA; Gerald Greer   

63. Atlantic Health System-Morristown Medical Center, Morristown, NJ, USA; Stephen 

Winters   
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64. Baylor Scott and White Research Institute-Round Rock, Round Rock, TX, USA; Javier 

Banchs 

65. Sanger Heart and Vascular Institute, Charlotte, NC, USA; Rohit Mehta   

66. Sparrow Clinical Research Institute, Lansing, MI, USA; John Ip  

67. ClinScale Management, LLC, Visalia, CA, USA; Aditya Verma 

68. North Texas Research Associates, Allen, TX, USA; Saleem Akbar  

69. Cardiovascular Clinic of North Texas, Denton, TX, USA; Salman Malik 

70. Rama Research LLC, Marion, OH, USA; Bhola Rama 

71. Medvin Clinical Research, Covina, CA, USA; Ramesh Arora 

72. Cary Research Group, LLC, Cary, NC, USA; Dhirenkumar Shah 

73. Bay Area Heart, Webster, TX, USA; Rakesh Shah 

74. FWD Clinical Research, Boca Raton, FL, USA; Michael Cammarata  

75. Revival Research Institute, LLC, Denton, TX, USA; Andrew Owens 

76. North Coast Cardiology, Encinitas, CA, USA; Katherine Ludington 

77. Medical University of South Carolina (MUSC), Charleston, SC, USA; Marcus Wharton  

78. REPSIRE Research, Palm Springs, CA, USA; Michael Bagheri 

79. Titan Medical Research-Oceanside, Oceanside, CA, USA; Kenneth Warren Carr 

80. Health Midlands, Columbia, SC, USA; Sultan Siddique  

81. Cardiovascular Associates of the Delaware Valley-Elmer, Elmer, NJ, USA; George Mark 

82. Amicis Research Center-Northridge, Northridge, CA, USA; Sunil Rangappa 

83. United Health Research, LLC, Miami, FL, USA; Aldo Martinez Fleites 

84. Revival Research Institute, LLC-Southgate, Southgate, MI, USA; Qaiser Shafiq 

85. Antwerp University Hospital (UZA), Edegem, Belgium; Hein Heidbuchel 
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86. CHU UCL Namur – Site Godinne, Yvoir, Belgium; Olivier Xhaet 

87. Clinique Du Sud-Luxembourg, Arlon, Belgium; Georges Mairesse 

88. University Hospital (UZ) Leuven, Leuven, Belgium; Peter Haemers 

89. CHU de Brest-Hopital de la Cavale Blanche, Brest, France; Jacques Mansourati 

90. CHU Grenoble-Alpes-Hopital Michallon, Service de Cardiologie, Grenoble, France; 

Pascal Defaye 

91. Hopital Cardiologique-CHU Lille, Service de Cardiologie A et Rythmologie, Lille, 

France; Laurence Guedon-Moreau 

92. Hôpital Louis Pradel-HCL, Bron, France; Philippe Chevalier 

93. Kardiologische Gemeinschaftspraxis Papenburg, Papenburg, Germany; Andreas Wilke 

94. Zentrum fuer Praevention und Rehabilitation, Gemeinschaftspraxis Dr. Overhoff, Dr. 

Kraemer, Siegen, Germany; Fabian Kraemer 

95. Kardiologische Praxis, Wermsdorf, Germany; Ayham Al-Zoebi  

96. Del-pesti Centrumkorhaz, Budapest, Hungary; Andras Vertes 

97. Dr Lakatos Ferenc Belgyogyaszati-Kardiologiai Maganrendelo, Bekescsaba, Hungary; 

Ferenc Lakatos 

98. Amphia Ziekenhuis-Locatie Breda Molengracht, Breda, Netherlands; Marco Alings 

99. Bravis ziekenhuis-Locatie Roosendaal, Roosendaal, Netherlands; Reinhart Dorman  

100. Deventer Ziekenhuis, Deventer, Netherlands; Y.S. Tuininga  

101. Tergooiziekenhuizen Blaricum, Netherlands; W. Jansen 

102. Meander Medisch Centrum-Locatie Amersfoort, Amersfoort, Netherlands; Sebastiaan 

Velthuis 

103. Ropcke-Zweers Ziekenhuis, Hardenberg, Netherlands; B. van Bemmel 
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104. Reinier de Graaf Gasthuis, Delft, Netherlands; Gerhard Jan Willem Bech 

105. Ziekenhuis Rijnstate-Locatie Arnhem, Arnhem, Netherlands; Ron Pisters 

106. Franciscus Gasthuis & Vlietland-Locatie Vlietland, Schiedam, Netherlands; Suzanne 

Valk 

107. Alrijne Ziekenhuis, Leiderdorp, Netherlands; Tjeerd Romer 

108. Maastricht University Medical Center, Maastricht, Netherlands; Justin Luermans 

109. IJsselland ziekenhuis, Internal Medicine, Capelle aan den IJssel, Netherlands; Driek 

Beelen 

110. Jeroen Bosch Ziekenhuis (JBZ) (Hieronymus Bosch Hospital)-locatie Den Bosch, 

Utrecht, Netherlands; Martijn van Eck 

111. Diakonessenhuis-Locatie Utrecht, Utrecht, Netherlands; Jaco Houtgraaf 

112. Slingeland Ziekenhuis, Doetinchem, Netherlands; Dirk Schellings 

113. Ziekenhuis Gelderse Vallei, Ede, Netherlands; T. Oosterhof 

114. NZOZ Pro Cordis Sopockie Centrum Badan Kardiologicznych, Sopot, Poland; Pawel 

Miekus 

115. Osrodek Badan Klinicznych Clinsante S. C., Torun, Poland; Waldemar Bebenek 

116. Instytut Centrum Zdrowia Matki Polki, Lodz, Poland; Agata Bielecka-Dabrowa 

117. SP ZOZ Szpital Specjalistyczny w Pulawach, Pulawy, Poland; Jacek Gniot 

118. Medicome Sp. z o.o., Oswiecim, Poland; Witold Zmuda 

119. Centrum Medyczne Kermed-Renata Bijata-Bronisz I Ewa Kowalinska Spólka Jawna, 

Bydgoszcz, Poland; Michal Kasprzak 

120. Nasz Lekarz Osrodek Badan Klinicznych, Bydgoszcz, Poland; Wojciech Balak 
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121. Samodzielny Publiczny Zaklad Opieki Zdrowotnej Centralny Szpital Kliniczny, 

Uniwersytetu Medycznego w Lodzi, Klinika Elektrokardiologii, Cetralny Szpital 

Kliniczny, Pomorska 251, Łodz, Poland; Pawel Ptaszynski  

122. Prywatny Specjalistyczny Gabinet Internistyczny, Libiaz, Poland; Jacek Nowak 

123. American Heart of Poland S.A., IV Oddzial Kardiologii Inwazyjnej, Elektrostymulacji i 

Angiologii, ul. Sanatoryjna 1, Ustron, Poland; Janusz Prokopczuk 

124. Kliniczny Szpital Wojewódzki nr 2, Rzeszów, Ul. Lwowska 60, Klinika Kardiologii, 

Rzeszów, Poland; Andrzej Przybylski 

125. Specjalistyczna Praktyka Lekarska, Ul. Drozdow, Katowice, Poland; Iwona Wozniak-

Skowerska  

126. Hospital Universitario La Paz, Madrid, Spain; Llorens Merino 

127. Complejo Hospitalario Universitario de Granada-Hospital Universitario Virgen de las 

Nieves, Granada, Spain; Luis Tercedor 

128. Hospital Alvaro Cunqueiro, Babio – Beade, Vigo (Pontevedra), Spain; Andres Iniguez 

Romo 

129. Hospital Clinico Universitario de Valencia, Valencia, Spain; Ricardo Ruiz Granell 

130. Hospital Clinico Universitario de Santiago, Laboratoria de Investigación en Nefrología, 

n 3, planta 0, A Choupana, s/n, Santiago de Compostela, Spain; Jose Ramon Gonzalez 

Juanatey 

131. Hospital Clinico Universitario Virgen de la Arrixaca, Servicio de Cardiología, Ctra. 

Madrid-Cartagena s/n, El Palmar, Murcia, Spain; Domingo Pascual Figal  

132. Hospital General Universitario Gregorio Maranon, Servicio de Cardiología, 5ª planta, C/ 

Doctor Esquerdo 46 IPMQ, Madrid, Spain; Manuel Martinez Selles  
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133. Hospital Universitari de Bellvitge, C/ de la Feixa Llarga s/n, L’Hospitalet de Llobregat, 

Barcelona, Spain; Ignacio Anguera Camos  

134. Generalitat Valenciana Conselleria De Sanitat, c/Pintor Baeza 12 CCEE Cardiologia 

planta 5, Alicante, Spain; Alicia Ibanez Criado  

135. Complejo Hospitalario de Navarra, Pamplona, Navarra, Spain; Javier Matrinez Basterra 

136. Hospital Universitario Vall d’Hebron, Unitat de Suport a la Investigació Clínica (USIC), 

Vall d’Hebron Institut de Recerca (VHIR), Area Maternoinfantil, Barcelona, Spain; 

Nuria Rivas Gandara  

137. Hospital Universitari Sant Joan de Reus, Reus, Tarragona, Spain; Josep M. Alegret 

Colome 

138. Hospital Universitario Central de Asturias, Oviedo, Asturias, Spain; Diego Perez Diez 

139. Martínez Hervás Cardiólogos, Granada, Spain; Miguel Ángel Martínez Hervás  

140. Hospital Universitario Virgen de la Victoria, C/Camppus de Teatinos s/n, Unidad de 

Arritmias, Malaga, Spain; Maria Medina 

141. Hospital Universitario Reina Sofia, Edificio Consultas Externas 1ra planta, Secretaría 

Hepatología-Trasplante Hepático, Córdoba, Spain; Jose María Segura Saint-Gerons 
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2. Eligibility Criteria 
 
Inclusion Criteria 
 
Patients who meet all the following criteria will be eligible to participate in the study: 
1. Male or female patients at least 18 years of age. 

2. Electrographically documented history of paroxysmal supraventricular tachycardia (PSVT) 
(e.g., ECG obtained during an episode of PSVT, Holter monitoring, loop recorder, etc.). If 
the patient had a prior ablation for PSVT, the patient must have documented ECG evidence 
of PSVT post-ablation. 

3. History of sustained episodes of PSVT (i.e., typically lasting approximately 20 minutes or 
longer). 

4. Females of childbearing potential who are sexually active with a male partner who is not 
surgically sterile (i.e., vasectomy) must agree to use a highly effective form of contraception 
from the time of signed informed consent until 30 days after the last administration of the 
study drug. Females of childbearing potential should have a negative serum pregnancy test 
result at the Screening Visit and at the Final Study Visit, a negative urine pregnancy test at 
the Test Dose Randomization Visit, and must use a highly effective form of contraception 
between the visits. 

The following categories define females who are NOT considered to be of childbearing 
potential: 

• Premenopausal females with 1 of the following: 

 Documented hysterectomy; 
 Documented bilateral salpingectomy or tubal ligation; or 

 Documented bilateral oophorectomy; or 

• Postmenopausal females, defined as having amenorrhea for at least 12 months without an 
alternative medical cause. 

5. Male patients, except those who are surgically sterile, must use a highly effective form of 
contraception during the three days after any study drug administration; and 

6. Signed written informed consent.  

 

Exclusion Criteria 
Patients who meet any of the following criteria will be excluded from participation in the study: 
 

1. Systolic blood pressure (SBP) <90 mm Hg after a 5-minute rest in sitting position at the 
Screening Visit or before the test dose. In patients treated with a chronic prophylactic 
drug for PSVT (e.g., beta-blockers, verapamil, diltiazem), the drug may be stopped for at 
least the equivalent of five half-lives, patients may be rescreened once, and chronic use of 
the drug cannot be restarted after randomization. 
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2. History of severe symptoms of hypotension, especially syncope, during episodes of 
PSVT. 

3. History of atrial arrhythmia that does not involve the atrioventricular node as part of the 
tachycardia circuit (e.g., atrial fibrillation, atrial flutter, intra-atrial tachycardia). 

4. History of allergic reaction to verapamil. 
5. Current therapy with digoxin or any Class I or III antiarrhythmic drug, except if these 

drugs are stopped at least the equivalent of 5 half-lives before the Test Dose 
Randomization Visit. 

6. Current chronic therapy with oral amiodarone or oral amiodarone is taken within 30 days 
before the Test Dose Randomization Visit. 

7. Evidence of ventricular pre-excitation (e.g., delta waves, short PR interval <100 msec, 
Wolff-Parkinson-White syndrome) on the ECG performed at the Screening Visit or 
before test dose administration. 

8. Evidence of a second- or third-degree AV block on the ECG performed at the Screening 
Visit or before test dose administration. 

9. History or evidence of severe ventricular arrhythmia (e.g., torsades de pointes, ventricular 
fibrillation, or ventricular tachycardia). 

10. Current congestive heart failure defined by the New York Heart Association Class II to 
IV. 

11. History of Acute Coronary Syndrome or stroke within 6 months of screening. 
12. Evidence of hepatic dysfunction defined as alanine aminotransferase or aspartate 

aminotransferase >3 × the upper limit of normal (ULN) or total bilirubin > 2 × ULN at 
the Screening Visit, unless due to Gilbert syndrome. 

13. Evidence of End-Stage Renal Disease as determined by an estimated glomerular filtration 
rate assessed at the Screening Visit of <15 mL/min/1.73m2 or requiring hemodialysis. 

14. Females who are pregnant or lactating. 
15. Evidence or history of any significant physical or psychiatric condition, which, in the 

opinion of the Investigator, could jeopardize the safety of patients or affect their 
participation in the study. Additionally, the Investigator has the ability to exclude a 
patient if for any reason the Investigator judges the patient is not a good candidate for the 
study or will not be able to follow study procedures. 

16. Participation in any investigational drug or device study or the use of any investigational 
drug or device within 30 days of the Screening Visit; or  

17. Previously enrolled in a clinical trial for etripamil and received study drug during a 
perceived episode of PSVT 
 

Before randomization in the RAPID study, all patients will receive a test dose of an etripamil 
dosing regimen to evaluate tolerability and to train patients on the study procedures. Both doses 
of the etripamil dosing regimen must be administered for the test dose to be considered 
evaluable. A failure of the test dose is considered if patients meet any of the following criteria 
occurring after administration of either the first or second dose of etripamil NS 70 mg test dose: 

a. Any symptoms consistent with clinically severe hypotension such as pre-
syncope, medically significant light-headedness, syncope, nausea, or 
vomiting. 
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b. For patients with a pre-test dose SBP above 100 mm Hg: 
– Decrease in SBP ≥40 mm Hg after test dose or 
– Post-test dose SBP <80 mm Hg 

c. For patients with a pre-test dose SBP between 90 mm Hg and 100 mm Hg 
(inclusive): 

– Post-test dose SBP <75 mm Hg 
d. Third-degree AV block, Mobitz II second-degree AV block, or Wenckebach 

with bradycardia ≤40 bpm. 
e. New, significant sinus bradycardia heart rate ≤40 bpm or sinus pauses (≥3 

seconds), if considered by the investigator to put the patient’s safety at risk if 
either were to occur while not under medical supervision. 

f. Any new significant ventricular arrhythmia considered significant by the 
investigator; or 

g. Atrial fibrillation, atrial flutter or atrial tachycardia (event lasting longer than 
30 seconds). 

h. Refusal of the second dose of the etripamil test dose regimen. 

Patients who fail the test dose will proceed in the study as follows: 

• If the investigator identifies a possible reversible cause of the initial test dose failure 
(e.g., concomitant medication such as beta-blocker), a rechallenge with a new test dose of 
the etripamil dosing regimen within a 14-day window from the initial test dose will be 
possible after elimination of the reversible cause (e.g., withdrawal of concomitant therapy 
with the appropriate washout period). Patients may be randomized if they pass the second 
test dose and the cause of the test dose failure is eliminated for the duration of the study; or 

• If the investigator cannot identify a reversible cause of the initial test dose failure, or if the 
potential cause cannot be modified (e.g., necessary antihypertensive drug to control blood 
pressure), patients will not be randomized and will complete a Final Study Visit. Patients 
who fail the test dose will be part of the Test Dose Only Population. 
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3. TSQM-9© and PSVT Symptoms Questionnaires 

 
9-item Treatment Satisfaction Questionnaire for Medication (TSQM-9) 
The TSQM-9 is administered in the native language of the patients. 
Patients are instructed to place a single checkmark next to the response that most closely 
corresponds to their experiences.  
 

1. How satisfied or dissatisfied are you with the ability of the medication to prevent or treat 
your condition? 

� 1  Extremely Dissatisfied 
� 2  Very Dissatisfied  
� 3  Dissatisfied 
� 4  Somewhat Satisfied 
� 5  Satisfied 
� 6 Very Satisfied 
� 7 Extremely Satisfied 
 

2. How satisfied or dissatisfied are you with the way the medication relieves your 
symptoms? 

� 1  Extremely Dissatisfied 
� 2  Very Dissatisfied  
� 3  Dissatisfied 
� 4  Somewhat Satisfied 
� 5  Satisfied 
� 6 Very Satisfied 
� 7 Extremely Satisfied 
 

3. How satisfied or dissatisfied are you with the amount of time it takes the medication to 
start working? 

� 1  Extremely Dissatisfied 
� 2  Very Dissatisfied  
� 3  Dissatisfied 
� 4  Somewhat Satisfied 
� 5  Satisfied 
� 6 Very Satisfied 
� 7 Extremely Satisfied 

 
4. How easy or difficult is it to use the medication in its current form? 

� 1 Extremely Difficult 
� 2 Very Difficult 
� 3 Difficult 
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� 4 Somewhat Difficult 
� 5 Easy 
� 6 Very Easy 
� 7 Extremely Easy 
 

5. How easy or difficult is it to plan when you will use the medication each time? 
� 1 Extremely Difficult 
� 2 Very Difficult 
� 3 Difficult 
� 4 Somewhat Difficult 
� 5 Easy 
� 6 Very Easy 
� 7 Extremely Easy 
 

6. How convenient or inconvenient is it to take the medication as instructed? 
� 1 Extremely Inconvenient 
� 2 Very Inconvenient 
� 3 Inconvenient 
� 4 Somewhat Convenient 
� 5 Convenient  
� 6 Very Convenient 
� 7 Extremely Convenient 

 
7. Overall, how confident are you that taking this medication is a good thing for you? 

� 1 Not at All Confident 
� 2 A Little Confident 
� 3 Somewhat Confident 
� 4 Very Confident 
� 5 Extremely Confident 

 
8. How certain are you that the good things about your medication outweigh the bad things? 

□   1 Not at All Certain 
□   2 A Little Certain 
□   3 Somewhat Certain 
□   4 Very Certain 
□   5 Extremely Certain 

 
9. Taking all things into account, how satisfied or dissatisfied are you with this medication? 

� 1 Extremely Dissatisfied 
� 2 Very Dissatisfied  
� 3 Dissatisfied 
� 4 Somewhat Satisfied 
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� 5  Satisfied 
� 6 Very Satisfied 
� 7 Extremely Satisfied 

 
 
 

 
 

  



 

16 
 

PSVT Symptoms Questionnaire 
As soon as possible, after completing dosing of the study drug during their PSVT episode, 
patients are asked to answer the following question below. 
 
How long was it from the start of your PSVT episode until you took the study drug? 
Please check the appropriate box: 

� Less than 5 minutes 
� Between 5 and 10 minutes   
� Between 10 and 30 minutes 
� Between 30 minutes and 1 hour 
� Longer than 1 hour 
 

As soon as possible, after their PSVT episode is over, patients are asked to complete the 
questionnaire below. 
 
 1 Did you 

have this 
symptom? 

2 How severe was this 
symptom? 
If you marked “No” that 
you did not have the 
symptom, leave the 
question blank 
Please complete as soon 
as possible after you have 
completed the dosing of 
the study drug during 
your PSVT episode. 

3 How much did the nasal spray worsen or improve this symptom? 
  If you marked “No” that you did not have the symptom, leave this 
question blank. Please complete as soon as possible after your episode is 
over. 

 
Yes No Mild 

1 
 
2 

 
3 

 
4 

Severe 
5 

Very 
much 
worse 

Much 
worse 

Minimally 
worse 

No 
change 

Minimally 
improved 

Much 
improved 

Very 
much 
improved 

Rapid Pulse 
(my heart 
rate is very 
fast) 
 
Palpitations 
(I can feel 
my heart 
pounding in 
my chest 

              

 
             

Feeling 
Dizzy or 
Lightheaded 

              

Shortness of 
Breath (it is 
hard for me 
to catch my 
breath) 

 
 

        
 

   

Anxiety 
 
Chest 
Tightness, 
Pain, or 
Pressure 

              

              

Fainting or 
Passing Out 
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4. Clinical Laboratory Analytes 
 
Urine and Serum Pregnancy Test (for females of childbearing potential only) 

Standard Safety Chemistry Panel 

Alanine aminotransferase Albumin 
Gamma-glutamyl transferase Bicarbonate 
Aspartate aminotransferase Calcium 
Urea nitrogen Glucose 
Chloride Potassium 
Creatinine Total bilirubin 
Magnesium Direct bilirubin 
Inorganic phosphorus Estimated glomerular filtration rate 
Sodium  

 

Hematology 

Hematocrit Hemoglobin 
Platelets Erythrocyte count 
Leukocyte cell count and differential Neutrophils 
Lymphocytes Monocytes 
Eosinophils Basophils 

               

Additional Hematology 

Mean cell volume  
Mean cell hemoglobin concentration 
Mean cell hemoglobin 

 

  

Urinalysis 

Bilirubin Urobilinogen 
Glucose Blood 
Leukocyte esterase Ketones 
Nitrite pH 
Protein Specific gravity 
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5. Supplemental Table 1.  
 
Schedule of Procedures 
 

Assessment Screening 
Visit1 

Test 
Dose 
Randomi
-zation 
Visit2 

Monthly 
Follow-
up Visit3 

Random-
ized 
Treat-
ment 
Period4 

Random-
ized 
Treat-
ment 
Follow-
up Visit 

Open-
Label 
Treat-
ment 
Period
4 

Final 
Study 
Visit5 

End of 
Study 
Telephone 
Follow-up 
Visit 

Informed consent X        
Eligibility X6 X7 X8      
Contact the Telephone 
Coach9  X  X  X  

 

Demographics/medical 
history X       

 

Concomitant 
medications X X X  X  X 

 

Physical examination X10      X  
Vital signs (blood 
pressure and heart rate) X X11   X  X 

 

Hematology, chemistry, 
and urinalysis12 X      X13 

 

Pregnancy test14 X X   X  X  
12-lead ECG15 X X     X16  
Test dose 
administration17  X      

 

Patient training on 
PSVT episode 
assessments18  X X  X   

 

Randomization (via 
IRT)  X      

 

AEs  X X X X X X X 
Dispense study kit19  X   X    
Ensure CMS data is 
downloaded and sent to 
cardiac monitoring core 
lab  X X20  X  X 

 

Review the CMS 
report21  X   X  X 

 

Identify PSVT episode    X  X   
Apply and start CMS  X  X22  X22   
Perform VM  X  X  X   
Administer study drug 
and record time of 
dosing    X23  X23  

 

Complete patient 
questionnaires    X  X  

 

Evaluate medical 
intervention during the 
Treatment Period     X  X 

 

Collect study kit (used 
and unused)     X  X 
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Identify the reason(s) for 
study completion or 
withdrawal       X 

 

Close case with IRT       X  
Note: Prospective study patients will be asked to sign the informed consent form before the 
commencement of any study-related assessments or procedures. Once the informed consent is signed, 
patients will be considered enrolled in the study. 
1. Screening Visit can be conducted with Test Dose Randomization Visit to avoid an extra on-site visit 

in extenuating circumstances. 
2. The Test Dose Randomization Visit must occur within 28 days after the Screening Visit for newly 

enrolled patients. It should occur at the time of reconsent for patients previously randomized in 
NODE-301 Part 1. The CMS identifier number will be recorded in the EDC system for the test dose. 
A rechallenge with a new test dose of etripamil NS 70 mg dosing regimen within a 14-day window 
from the initial test dose will be possible after eliminating the reversible cause (e.g., withdrawal of 
concomitant therapy with the appropriate washout period). Screening and Test Dose Randomization 
Visits can be incorporated into one visit for purposes of avoiding an extra on-site visit in 
extenuating circumstances. 

3. Monthly Follow-up Visits to occur approximately monthly via a site visit or telephone (site visit 
preferred for patients who have an episode of PSVT terminated by VM). 

4. Randomized Treatment Period occurs from randomization until the patient has an episode of PSVT 
treated with study drug. Open-Label Treatment Period occurs from after Randomized Treatment 
Follow-up Visit until the patient has an at-home episode treated with Open-Label drug. 

5. Final Study Visit to occur within seven days after the Open-label Treatment Period or within seven 
days of the test dose administration for patients who fail the test dose. 

6. Confirmation of eligibility at Screening includes confirmation of PSVT diagnosis. Acceptable 
source documents to confirm the PSVT diagnosis are provided in the MoOP. 

7. Additional eligibility criteria apply to pass the test dose at the Test Dose Randomization Visit only. 
8. Eligibility assessments at the Monthly Follow-up Visits based on a review of the patient’s 

concomitant medications or changes in health status. 
9. If possible. The telephone coach will guide the patient through the study procedures. For the Test 

Dose Randomization Visit only, the telephone coach should be contacted once the 10 minutes of 
baseline recording with the CMS is complete. If the patient cannot reach the telephone coach, they 
may proceed with the printed and electronic guides. 

10. Including height and weight. 
11. Vital signs will be obtained within 10 minutes pre-test dose and every 5 minutes (±1 minute) for 45 

minutes post first test dose. 
12. Blood/urine samples can be analyzed locally for preliminary enrollment if Screening/Test Dose 

Randomization Visits are combined; samples are also sent to the Central lab. Central lab results will 
allow enrollment in the study. 

13. Blood and urine tests will be performed on all patients who pass the test dose and are randomized. 
14. For females of childbearing potential. A serum pregnancy test is required at the Screening Visit and 

the Final Study Visit. A urine test is needed for the Test Dose Randomization Visit and the 
Randomized Treatment Follow-Up Visit. 

15. The paper speed for these recordings should be 25 mm/sec. A continuous on-screen ECG 
monitoring (at least 2-leads) is required from the beginning until the end of the test dose for the Test 
Dose Randomization Visit. 

16. A 12-lead ECG will be performed on all patients who pass the test dose and are randomized. 
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17. Before randomization, all patients will be trained on VMs and will receive a test dose of etripamil 
regimen (an initial dose of etripamil NS 70 mg followed by a second dose of etripamil NS 70 mg 
not earlier than 10 minutes and not later than 15 minutes after the first dose) to evaluate tolerability. 
The test dose procedures are described in the MoOP. Patients who pass the test dose will be 
randomized. If the patient fails the first test dose and the Investigator can identify a potentially 
reversible cause for the failure, a second test dose may be administered within a 14-day window 
from the initial test dose. If the investigator cannot identify a reversible cause or the potential cause 
cannot be modified (e.g., necessary antihypertensive drug to control blood pressure), patients will 
not be randomized and complete a final study visit. Patients who fail the test dose will be part of the 
test dose-only population. During each patient’s test dose randomization visit, the test dose CMS 
ECG data will be reviewed by the cardiac monitoring core laboratory, and a report will be sent to 
the site. The operational aspects of the use of the CMS during the test dose are described in the 
MoOP. 

18. Randomized patients will be trained on how to identify and report symptoms, use of the Telephone 
Coach, set up and use of the CMS, performance of VMs, self-administration of study drug (as 
described in the MoOP), recording time of study drug administration, use of a patient diary, and 
reporting AEs to the sites during the study for evaluation. A caregiver may assist in these 
procedures. 

19. The study kit will include the study drug (2 devices of placebo or etripamil NS), a CMS, a study 
identification card, patient’s study instructions, and other study-related material. Patients will also 
be provided with patient questionnaires to be completed after experiencing a PSVT episode. At the 
Randomized Treatment Follow-up Visit, open-label etripamil will be provided with the CMS device 
(sites to ensure the device has been reset) and new patient questionnaires. 

20. Download of CMS data during Follow-Up Visit if patient applied device without dosing study drug 
(e.g., VM-terminated PSVT). 

21. The interpretation of the CMS ECG will be provided by the cardiac monitoring core laboratory to 
the site in a report based on the mobile system’s proprietary arrhythmia detection algorithms and 
automatic ECG collection. During each patient’s test dose randomization visit, the cardiac 
monitoring core laboratory will generate a summary test dose report within approximately 1 to 2 
hours of receiving the ECG data. The site will use this report to determine if the patient passes or 
fails the test dose and if the eligibility criteria to be randomized in the study have been met. During 
the Randomized Treatment Period and the Open-Label Treatment Period, the cardiac monitoring 
core laboratory will generate a summary report within 48 hours of receiving ECG data. The 
operational aspects are described in the MoOP. These reports will be sent to the site and the medical 
monitor. 

22. The CMS recording during an episode of SVT should continue for at least 5 hours, regardless of 
treatment outcome. 

23. During the Randomized Treatment Period and the Open-Label Treatment Period, study drug should 
only be administered if the VM does not resolve the patient’s symptoms. The patient will push the 
CMS event marker button to record the dosing time immediately before self-administering the study 
drug intranasally as instructed. If symptoms of the SVT episode have not resolved within 30 
minutes after the start of study drug administration, patients may seek appropriate medical care. 

AE, adverse event; CMS, cardiac monitoring system; ECG, electrocardiogram; EDC, electronic data 
capture; IRT, interactive response technology; MoOP, manual of operations and procedures; NS, nasal 
spray; PSVT, paroxysmal supraventricular tachycardia; SVT, supraventricular tachycardia; VM, vagal 
maneuver. 




