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1. Study team and study sites

Sponsor: Instituto Butantan

Esper Georges Kallas, Tecnical Director
Fernanda Castro Boulos, Medical Director
José Moreira Alfredo de Souza Moreira, Medical Director
Érique José Farias Peixoto de Miranda, Clinical Development Medical Manager
Maria Aparecida Alves Leite Dos Santos Almeida, Clinical Operations Manager
Vanessa Infante, Safety Medical Monitor.
Karina Takesaki Miyaji, Medical Monitor.
João Ítalo Dias França, Statistician
Marcos Alves de Lima, Statistician 
Lucas Ragiotto, Statistician

Study sites: 
Azidus Brasil (coordinator site), Valinhos, São Paulo, Brazil
Principal Investigator: Ricardo Sobhie Diaz.

Instituto Aggeu Magalhães, Fundação Oswaldo Cruz – Pernambuco, Recife, Brazil.
Principal Investigator: Carlos Alexandre Antunes Brito.

Centro de Pesquisa Clínica S, Serrana, Brazil.
Principal Investigator: Marcos Carvalho Borges.

Universidade Municipal de São Caetano do Sul (USCS), São Caetano, Brazil.
Principal Investigator: Fábio Eudes Leal.

Instituto Brasil de Pesquisa Clínica (IBPClin), Rio de Janeiro, Brazil
Principal Investigator: Luis Augusto Tavares Russo.

Study Laboratories

Central Laboratories

Immunogenicity: Nexelis, Laval, Quebec
Main Scientist: Luc Gagnon

Molecular Biology: Instituto Butantan, São Paulo, Brazil.
Scientific Development Center, Quality Control Laboratory
Technical manager: Sandra Coccuzzo Sampaio Vessoni,
Director of Scientific Development

Biorepository: Instituto Butantan, São Paulo, Brazil
Technical manager: Sandra Coccuzzo Sampaio Vessoni, 
Director of Scientific Development

Local Laboratories (Safety samples):

CDC Valinhos LTDA - Central Analisys, Valinhos, Brazil
Technical Responsible: Ana Paula Inoue

Real Lab – Laboratório Central do Real Hospital Português de Pernambuco, Recife, Brazil
Technical Responsible: Luciana Rezende Bandeira de Mello

Hospital das Clínicas da Faculdade de Medicina de Ribeirão Preto
Divisão de Laboratórios de Patologia Clínica
Technical Responsible: Rodrigo do Tocantins Calado De Saloma Rodrigues

DB Diagnósticos do Brasil, São Paulo, Brazil
Technical Responsible: Carlos Alberto Mayora Aita

Laboratório Richet Pesquisas de Pshysiopathologia Humana Ltda, Rio de Janeiro, Brazil
Technical Responsible:  Hélio Magarinos Torres Filho

Members of Data and Safety Monitoring Board (DSMB)
President: Expedito José de Albuquerque Luna, MD, PhD, Pediatrician.
Vice-president: Sonia Regina Testa da Silva Ramos, MD, PhD, Pediatrician.
Ana Marli Christovam Sartori, MD, PhD, Infectious Diseases Specialist.
Marco Aurélio Palazzi Sáfadi, MD, PhD, Pediatrician.
Lucas Petri Damiani, Statistician, PhD.
















2. Elegibility criteria

Inclusion Criteria:

a. Adults (male and female) aged at least 18 years at the time of consent, of which 50% and 20% of at least 60 years of age in Phase II and Phase III studies, respectively, regardless of SARS-CoV-2 infection status, with evidence of four doses of any monovalent vaccine against COVID-19, of which the last dose was administered between 120 and 540 days; 
b. For participants with pre-existing medical conditions: be in a stable condition that does not require hospitalization or significant changes in therapy during the three months prior to enrollment.
c. Agree to periodical contacts via phone, electronic means and/or home visits; 
d. Show intention of participating in the study by signing the Informed Consent Form.
Exclusion Criteria:

a. Administration of a live attenuated or inactivated vaccine not provided for in the study regimen up to 30 days prior to the study vaccine dose;
b. [bookmark: _Hlk90284451]Have received any other vaccination schedule against COVID-19 than the one contemplated in item a. of the inclusion criteria;
c. History of angioedema or anaphylactic reaction to previous immunizations;
d. History of being allergic to chicken or eggs;
e. Have a history of severe allergic reaction or anaphylaxis to the vaccines or components of the study vaccines;
f. Suspected or confirmed fever in the 24 hours prior to vaccination or axillary temperature above 37.8°C* on the day of vaccination as well as confirmation of SARS-CoV-2 infection (inclusion may be postponed until the participant turns 24 hours without fever or until the participant resolves the SARS-CoV-2 infection documented by two negative RT-PCR tests);
g. Evidences of uncontrolled active neurological, cardiac, pulmonary, hepatic or renal disease, according to anamnesis or physical examination. Significant changes in treatment or hospitalizations due to worsening of the condition in the last three months are indicators of uncontrolled disease; 
h. Have a history of bleeding disorders (e.g., clotting factor deficiency, coagulopathy, platelet dysfunction), or prior history of significant bleeding or bruising after IM injection or venipuncture;
i. Neoplastic diseases (except basal cell carcinoma and cervical carcinoma in situ) diagnosed or under investigation; 
j. Suspected or confirmed diseases with compromised immune system, including: congenital or acquired immunodeficiencies and uncontrolled autoimmune diseases according to anamnesis or physical examination, including asplenia. Significant changes in treatment or hospitalizations due to worsening of the condition in the last three months are indicators of uncontrolled disease; 
k. Make use of immunosuppressive therapies six months prior to inclusion in the study or schedule use of immunosuppressants within two years of inclusion in the study. The dose of corticosteroids considered immunosuppressive is the equivalent to prednisone at a dose of 20 mg/day for adults, for over 14 days. The continuous use of topical or nasal corticosteroids, as well as other immunomodulators or topical immunosuppressants will not be considered immunosuppressive. The following therapies are considered immunosuppressive: antineoplastic chemotherapy, radiotherapy, immunosuppressants to induce tolerance to transplants, treatments with immunosuppressants and immunobiologicals in patients with autoimmune rheumatic diseases, among others.
l. Have received blood products (transfusions or immunoglobulins) in the last three months prior to study enrollment, or schedule administration of blood products or immunoglobulins within six months of study enrollment;
m. Have a history of any considered abusive use of alcohol or drugs in the last 12 months prior to study enrollment that has caused medical, professional or family problems, as indicated by the medical history;
n. Behavioral, cognitive, or psychiatric illness that, in the opinion of the principal investigator or medical representative, affects the participant’s ability to understand and collaborate with the requirements of the study protocol;
o. The participant is a member of the team conducting the study or is in a dependent relationship with one of the members of the team conducting the study. Dependent relationships include close relatives (i.e., children, partner/spouse, siblings, parents), as well as employees or students who are directly dependent on the Investigator or site personnel conducting the study;
p. Any other condition that, in the opinion of the principal investigator or medical representative, may jeopardize the safety or rights of a potential participant or prevent them from complying with this protocol.
q. Abnormalities in screening laboratory tests considered to be exclusionary in the opinion of the principal investigator or medical representative. If any alteration in the tests is considered temporary, the tests may be repeated in up to three opportunities during the screening period (Phase II only);
r. Positive serological tests for the human immunodeficiency virus (anti-HIV1/2 ELISA confirmed by Western blot or indirect immunofluorescence); Hepatitis B (HbsAg or Anti-HBc) or Hepatitis C (total anti-HCV ELISA);
s. Any other findings that the investigator feels would increase the risk of having an adverse outcome from participation in the study.
For females: 
t. Pregnancy (confirmed by a positive β-hCG test), breastfeeding and/or expressing intention to engage in sexual practices with reproductive potential without using a contraceptive method (abstinence, sterilization, intrauterine or implantable contraceptive device; oral contraceptives; diaphragm or condom in combination with contraceptive gel, cream or foam) within 30 days before and 28 days after vaccination.
*Note: The temperature measured with a temporal artery thermometer is considered equivalent to the axillary temperature.



























3. Study Design
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Figure 1. Design of Butanvac Phase II study.
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[bookmark: _Toc201613037]Table S1. Summary of Immunogenicity by treatment group of 50% neutralizing titters (NT50) of the SARS-CoV pseudovirus neutralization assay (PNA) Wuhan strain, up to Day 182 after vaccination and stratified by age. Per Protocol Population (PP).
	Overall population
	NDV-HXP-S 10μg
	BNT162b2 30μg
	GMT ratio or
 Difference seroconversion

	
	n
	Estimated (95% CI)
	n
	Estimated (95% CI)
	Estimated (95% CI)

	GMT on Day 1 
	156 
	1738.8 (1457.8 ; 2073.9) 
	154
	1249.5 (1056.7 ; 1477.4)
	1.4 (1.1 ; 1.8)

	GMT on Day 29
	156
	2371.0 (2040.8 ; 2754.7)
	153
	4606.2 (4089.5 ; 5188.2)
	0.5 (0.4 ; 0.6)

	GMT on Day 92
	157
	1877.2 (1574.2 ; 2238.6)
	154
	2784.8 (2402.2 ; 3228.4)
	0.7 (0.5 ; 0.8)

	GMT on Day 182
	157
	1639.5 (1399.5 ; 1920.5)
	152
	1703.6 (1494.7 ; 1941.7)
	1.0 (0.8 ; 1.2)

	Seroconversion on Day 29
	9/155
	5.8 (2.7 ; 10.7)
	65/153
	42.5 (34.5 ; 50.7)
	-36.7 (-45.3 ; -28.0)

	Seroconversion on Day 92
	5/156
	3.2 (1.0 ; 7.3)
	33/154
	21.4 (15.2 ; 28.8)
	-18.2 (-25.7 ; -11.5)

	Seroconversion on Day 182
	6/156
	3.8 (1.4 ; 8.2)
	15/152
	9.9 (5.6 ; 15.8)
	-6.0 (-12.3 ; -0.4)

	GMFR on Day 29
	155
	1.4 (1.2 ; 1.5)
	153
	3.7 (3.2 ; 4.3)
	0.4 (0.3 ; 0.4)

	GMFR on Day 92
	156
	1.1 (1.0 ; 1.2)
	154
	2.2 (1.9 ; 2.6)
	0.5 (0.4 ; 0.6)

	GMFR on Day 182
	156
	0.9 (0.8 ; 1.1)
	152
	1.4 (1.2 ; 1.6)
	0.7 (0.6 ; 0.8)

	Age 18-59 years-old
	
	
	
	
	

	GMT on Day 1
	77
	1488.2 (1170.2 ; 1892.7)
	82
	1208.8 (970.1 ; 1506.2)
	1.2 (0.9 ; 1.7)

	GMT on Day 29
	77
	2193.0 (1802.5 ; 2668.0)
	81
	4549.2 (3883.1 ; 5329.6)
	0.5 (0.4 ; 0.6)

	GMT on Day 92
	77
	1799.6 (1408.4 ; 2299.4)
	82
	2755.0 (2271.3 ; 3341.5)
	0.7 (0.5 ; 0.9)

	GMT on Day 182
	77
	1474.3 (1205.1 ; 1803.6)
	81
	1751.4 (1462.5 ; 2097.3)
	0.8 (0.6 ; 1.1)

	Seroconversion on Day 29
	6/77
	7.8 (2.9 ; 16.2)
	36/81
	44.4 (33.4 ; 55.9)
	-36.7 (-48.7 ; -23.9)

	Seroconversion on Day 92
	4/77
	5.2 (1.4 ; 12.8)
	16/82
	19.5 (11.6 ; 29.7)
	-14.3 (-25.0 ; -4.3)

	Seroconversion on Day 182
	3/77
	3.9 (0.8 ; 11.0)
	6/81
	7.4 (2.8 ; 15.4)
	-3.5 (-11.9 ; 4.4)

	GMFR on Day 29
	77
	1.5 (1.2 ; 1.8)
	81
	3.8 (3.1 ; 4.5)
	0.4 (0.3 ; 0.5)

	GMFR on Day 92
	77
	1.2 (1.0 ; 1.4)
	82
	2.3 (1.9 ; 2.7)
	0.5 (0.4 ; 0.7)

	GMFR on Day 182
	77
	1.0 (0.8 ; 1.2)
	81
	1.5 (1.2 ; 1.7)
	0.7 (0.5 ; 0.9)

	Age ≥ 60 years-old
	
	
	
	
	

	GMT on Day 1
	79
	2023.5 (1563.3 ; 2619.4)
	72
	1297.4 (998.5 ; 1685.8)
	1.6 (1.1 ; 2.2)

	GMT on Day 29
	79
	2558.5 (2034.3 ; 3217.8)
	72
	4671.1 (3887.9 ; 5612.0)
	0.5 (0.4 ; 0.7)

	GMT on Day 92
	80
	1955.2 (1511.6 ; 2528.9)
	72
	2819.3 (2235.0 ; 3556.3)
	0.7 (0.5 ; 1.0)

	GMT on Day 182
	80
	1815.9 (1421.8 ; 2319.3)
	71
	1650.8 (1358.9 ; 2005.3)
	1.1 (0.8 ; 1.5)

	Seroconversion on Day 29
	3/78
	3.8 (0.8 ; 10.8)
	29/72
	40.3 (28.9 ; 52.5)
	-36.4 (-48.6 ; -24.5)

	Seroconversion on Day 92
	1/79
	1.3 (0.0 ; 6.9)
	17/72
	23.6 (14.4 ; 35.1)
	-22.3 (-33.5 ; -13.2)

	Seroconversion on Day 182
	3/79
	3.8 (0.8 ; 10.7)
	9/71
	12.7 (6.0 ; 22.7)
	-8.9 (-19.1 ; -0.2)

	GMFR on Day 29
	78
	1.3 (1.1 ; 1.4)
	72
	3.6 (2.8 ; 4.6)
	0.4 (0.3 ; 0.5)

	GMFR on Day 92
	79
	1.0 (0.9 ; 1.1)
	72
	2.2 (1.7 ; 2.8)
	0.5 (0.3 ; 0.6)

	GMFR on Day 182
	79
	0.9 (0.8 ; 1.1)
	71
	1.3 (1.0 ; 1.7)
	0.7 (0.5 ; 0.9)

	 GMT: Geometric mean titers;  GMFR: Geometric mean fold-rise;  CI: Confidence interval


Table S2. Summary of Immunogenicity by treatment group of 50% neutralizing titters (NT50) of the SARS-CoV pseudovirus neutralization assay (PNA) omicron BA.1 strain, up to Day 182 after vaccination and stratified by age. Per Protocol Population (PP).
	Overall population
	NDV-HXP-S 10μg
	BNT162b2 30μg
	GMT ratio or
 Difference seroconversion

	
	n
	Estimated (95% CI)
	n
	Estimated (95% CI)
	Estimated (95% CI)

	GMT on Day 1 
	156 
	927.1 (765.2 ; 1123.4) 
	154
	753.3 (619.9 ; 915.4)
	1.2 (0.9 ; 1.6)

	GMT on Day 29
	156
	1236.9 (1056.2 ; 1448.5)
	153
	2059.2 (1816.4 ; 2334.6)
	0.6 (0.5 ; 0.7)

	GMT on Day 92
	157
	935.3 (778.9 ; 1123.1)
	154
	1240.9 (1072.2 ; 1436.2)
	0.8 (0.6 ; 1.0)

	GMT on Day 182
	157
	1082.9 (908.3 ; 1291.2)
	152
	1157.0 (992.9 ; 1348.2)
	0.9 (0.7 ; 1.2)

	Seroconversion on Day 29
	9/155
	5.8 (2.7 ; 10.7)
	43/153
	28.1 (21.1 ; 35.9)
	-22.3 (-30.5 ; -14.4)

	Seroconversion on Day 92
	9/156
	5.8 (2.7 ; 10.7)
	22/154
	14.3 (9.2 ; 20.8)
	-8.5 (-15.6 ; -1.9)

	Seroconversion on Day 182
	15/156
	9.6 (5.5 ; 15.4)
	22/152
	14.5 (9.3 ; 21.1)
	-4.9 (-12.4 ; 2.5)

	GMFR on Day 29
	155
	1.3 (1.2 ; 1.5)
	153
	2.7 (2.4 ; 3.2)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	156
	1.0 (0.9 ; 1.1)
	154
	1.6 (1.4 ; 1.9)
	0.6 (0.5 ; 0.7)

	GMFR on Day 182
	156
	1.2 (1.0 ; 1.4)
	152
	1.6 (1.3 ; 1.8)
	0.8 (0.6 ; 0.9)

	Age 18-59 years-old
	
	
	
	
	

	GMT on Day 1
	77
	826.1 (624.3 ; 1093.0)
	82
	766.8 (602.2 ; 976.4)
	1.1 (0.7 ; 1.6)

	GMT on Day 29
	77
	1120.8 (893.7 ; 1405.6)
	81
	2047.6 (1727.0 ; 2427.6)
	0.5 (0.4 ; 0.7)

	GMT on Day 92
	77
	816.8 (618.1 ; 1079.4)
	82
	1246.4 (1024.9 ; 1515.8)
	0.7 (0.5 ; 0.9)

	GMT on Day 182
	77
	894.0 (690.3 ; 1157.7)
	81
	1202.8 (983.2 ; 1471.4)
	0.7 (0.5 ; 1.0)

	Seroconversion on Day 29
	6/77
	7.8 (2.9 ; 16.2)
	22/81
	27.2 (17.9 ; 38.2)
	-19.4 (-31.1 ; -7.8)

	Seroconversion on Day 92
	5/77
	6.5 (2.1 ; 14.5)
	11/82
	13.4 (6.9 ; 22.7)
	-6.9 (-16.9 ; 2.7)

	Seroconversion on Day 182
	6/77
	7.8 (2.9 ; 16.2)
	12/81
	14.8 (7.9 ; 24.4)
	-7.0 (-17.5 ; 3.2)

	GMFR on Day 29
	77
	1.4 (1.2 ; 1.6)
	81
	2.7 (2.3 ; 3.2)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	77
	1.0 (0.8 ; 1.2)
	82
	1.6 (1.4 ; 1.9)
	0.6 (0.5 ; 0.8)

	GMFR on Day 182
	77
	1.1 (0.9 ; 1.3)
	81
	1.6 (1.3 ; 1.9)
	0.7 (0.5 ; 0.9)

	Age ≥ 60 years-old
	
	
	
	
	

	GMT on Day 1
	79
	1037.5 (794.5 ; 1354.8)
	72
	738.2 (536.2 ; 1016.3)
	1.4 (0.9 ; 2.1)

	GMT on Day 29
	79
	1361.7 (1089.3 ; 1702.2)
	72
	2072.4 (1713.9 ; 2506.0)
	0.7 (0.5 ; 0.9)

	GMT on Day 92
	80
	1065.6 (837.3 ; 1356.2)
	72
	1234.7 (986.5 ; 1545.2)
	0.9 (0.6 ; 1.2)

	GMT on Day 182
	80
	1302.4 (1027.0 ; 1651.7)
	71
	1106.8 (872.3 ; 1404.4)
	1.2 (0.8 ; 1.6)

	Seroconversion on Day 29
	3/78
	3.8 (0.8 ; 10.8)
	21/72
	29.2 (19.0 ; 41.1)
	-25.3 (-37.2 ; -14.4)

	Seroconversion on Day 92
	4/79
	5.1 (1.4 ; 12.5)
	11/72
	15.3 (7.9 ; 25.7)
	-10.2 (-21.0 ; -0.7)

	Seroconversion on Day 182
	9/79
	11.4 (5.3 ; 20.5)
	10/71
	14.1 (7.0 ; 24.4)
	-2.7 (-14.1 ; 8.3)

	GMFR on Day 29
	78
	1.3 (1.2 ; 1.4)
	72
	2.8 (2.2 ; 3.5)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	79
	1.0 (0.9 ; 1.2)
	72
	1.7 (1.3 ; 2.1)
	0.6 (0.5 ; 0.8)

	GMFR on Day 182
	79
	1.3 (1.0 ; 1.6)
	71
	1.5 (1.2 ; 2.0)
	0.8 (0.6 ; 1.1)

	 GMT: Geometric mean titers;  GMFR: Geometric mean fold-rise;  CI: Confidence interval


[bookmark: _Toc201613039]Table S3. Summary of Immunogenicity by treatment group of 50% neutralizing titters (NT50) of the SARS-CoV pseudovirus neutralization assay (PNA) omicron BA.4/5 strain, up to Day 182 after vaccination and stratified by age. Per Protocol Population (PP).
	Overall population
	NDV-HXP-S 10μg
	BNT162b2 30μg
	GMT ratio or
 Difference seroconversion

	
	n
	Estimated (95% CI)
	n
	Estimated (95% CI)
	Estimated (95% CI)

	GMT on Day 1 
	156 
	671.3 (544.6 ; 827.5) 
	154
	534.1 (431.7 ; 660.7)
	1.3 (0.9 ; 1.7)

	GMT on Day 29
	156
	913.1 (767.2 ; 1086.7)
	153
	1570.5 (1349.1 ; 1828.2)
	0.6 (0.5 ; 0.7)

	GMT on Day 92
	157
	589.3 (486.2 ; 714.3)
	154
	796.8 (680.9 ; 932.5)
	0.7 (0.6 ; 0.9)

	GMT on Day 182
	157
	688.8 (571.9 ; 829.7)
	152
	695.6 (594.3 ; 814.0)
	1.0 (0.8 ; 1.3)

	Seroconversion on Day 29
	10/155
	6.5 (3.1 ; 11.5)
	47/153
	30.7 (23.5 ; 38.7)
	-24.3 (-32.7 ; -16.1)

	Seroconversion on Day 92
	5/156
	3.2 (1.0 ; 7.3)
	25/154
	16.2 (10.8 ; 23.0)
	-13.0 (-20.1 ; -6.8)

	Seroconversion on Day 182
	14/156
	9.0 (5.0 ; 14.6)
	27/152
	17.8 (12.0 ; 24.8)
	-8.8 (-16.6 ; -1.2)

	GMFR on Day 29
	155
	1.4 (1.2 ; 1.5)
	153
	2.9 (2.5 ; 3.4)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	156
	0.9 (0.8 ; 1.0)
	154
	1.5 (1.3 ; 1.7)
	0.6 (0.5 ; 0.7)

	GMFR on Day 182
	156
	1.0 (0.9 ; 1.2)
	152
	1.3 (1.1 ; 1.6)
	0.8 (0.6 ; 1.0)

	Age 18-59 years-old
	
	
	
	
	

	GMT on Day 1
	77
	500.4 (376.0 ; 666.0)
	82
	464.7 (357.2 ; 604.6)
	1.1 (0.7 ; 1.6)

	GMT on Day 29
	77
	778.4 (611.6 ; 990.7)
	81
	1528.9 (1233.0 ; 1895.9)
	0.5 (0.4 ; 0.7)

	GMT on Day 92
	77
	485.2 (368.4 ; 639.1)
	82
	777.0 (635.9 ; 949.4)
	0.6 (0.4 ; 0.9)

	GMT on Day 182
	77
	534.0 (408.3 ; 698.3)
	81
	717.9 (587.9 ; 876.5)
	0.7 (0.5 ; 1.0)

	Seroconversion on Day 29
	8/77
	10.4 (4.6 ; 19.4)
	27/81
	33.3 (23.2 ; 44.7)
	-22.9 (-35.3 ; -10.4)

	Seroconversion on Day 92
	2/77
	2.6 (0.3 ; 9.1)
	14/82
	17.1 (9.7 ; 27.0)
	-14.5 (-24.5 ; -5.8)

	Seroconversion on Day 182
	4/77
	5.2 (1.4 ; 12.8)
	16/81
	19.8 (11.7 ; 30.1)
	-14.6 (-25.3 ; -4.5)

	GMFR on Day 29
	77
	1.6 (1.3 ; 1.8)
	81
	3.3 (2.8 ; 4.0)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	77
	1.0 (0.8 ; 1.1)
	82
	1.7 (1.4 ; 2.0)
	0.6 (0.5 ; 0.7)

	GMFR on Day 182
	77
	1.1 (0.9 ; 1.3)
	81
	1.5 (1.2 ; 1.9)
	0.7 (0.5 ; 0.9)

	Age ≥ 60 years-old
	
	
	
	
	

	GMT on Day 1
	79
	893.9 (663.9 ; 1203.5)
	72
	625.8 (442.9 ; 884.1)
	1.4 (0.9 ; 2.2)

	GMT on Day 29
	79
	1066.8 (829.8 ; 1371.4)
	72
	1618.6 (1300.2 ; 2014.9)
	0.7 (0.5 ; 0.9)

	GMT on Day 92
	80
	710.6 (543.5 ; 929.1)
	72
	820.1 (637.4 ; 1055.1)
	0.9 (0.6 ; 1.2)

	GMT on Day 182
	80
	880.1 (684.1 ; 1132.3)
	71
	670.9 (520.9 ; 864.1)
	1.3 (0.9 ; 1.9)

	Seroconversion on Day 29
	2/78
	2.6 (0.3 ; 9.0)
	20/72
	27.8 (17.9 ; 39.6)
	-25.2 (-36.9 ; -14.9)

	Seroconversion on Day 92
	3/79
	3.8 (0.8 ; 10.7)
	11/72
	15.3 (7.9 ; 25.7)
	-11.5 (-22.1 ; -2.4)

	Seroconversion on Day 182
	10/79
	12.7 (6.2 ; 22.0)
	11/71
	15.5 (8.0 ; 26.0)
	-2.8 (-14.7 ; 8.5)

	GMFR on Day 29
	78
	1.2 (1.1 ; 1.3)
	72
	2.6 (2.0 ; 3.3)
	0.5 (0.4 ; 0.6)

	GMFR on Day 92
	79
	0.8 (0.7 ; 1.0)
	72
	1.3 (1.0 ; 1.7)
	0.6 (0.4 ; 0.8)

	GMFR on Day 182
	79
	1.0 (0.8 ; 1.3)
	71
	1.1 (0.8 ; 1.4)
	0.9 (0.6 ; 1.3)

	 GMT: Geometric mean titers;  GMFR: Geometric mean fold-rise;  CI: Confidence interval


[bookmark: _Toc201613040]Table S4. Summary of Immunogenicity by treatment group of anti-Spike binding antibodies SARS-CoV Wuhan strain (ELISA), up to Day 182 after vaccination stratified by age. Per Protocol Population (PP).
	Overall population
	NDV-HXP-S 10μg
	BNT162b2 30μg
	GMC ratio or
 Difference seroconversion

	
	n
	Estimated (95% CI)
	n
	Estimated (95% CI)
	Estimated (95% CI)

	GMC on Day 1 
	156 
	1772.1 (1509.6 ; 2080.3) 
	153
	1404.9 (1205.2 ; 1637.6)
	1.3 (1.0 ; 1.6)

	GMC on Day 29
	156
	2672.2 (2347.0 ; 3042.6)
	153
	5718.6 (5114.0 ; 6394.8)
	0.5 (0.4 ; 0.6)

	GMC on Day 92
	157
	2115.8 (1836.7 ; 2437.5)
	154
	3121.1 (2776.8 ; 3508.2)
	0.7 (0.6 ; 0.8)

	GMC on Day 182
	157
	1945.2 (1680.0 ; 2252.2)
	152
	2313.8 (2061.7 ; 2596.8)
	0.8 (0.7 ; 1.0)

	Seroconversion on Day 29
	6/155
	3.9 (1.4 ; 8.2)
	23/152
	15.1 (9.8 ; 21.8)
	-11.3 (-18.3 ; -5.0)

	Seroconversion on Day 92
	4/156
	2.6 (0.7 ; 6.4)
	16/153
	10.5 (6.1 ; 16.4)
	-7.9 (-14.1 ; -2.6)

	Seroconversion on Day 182
	3/156
	1.9 (0.4 ; 5.5)
	15/151
	9.9 (5.7 ; 15.9)
	-8.0 (-14.1 ; -3.0)

	GMFR on Day 29
	155
	1.5 (1.4 ; 1.7)
	152
	4.1 (3.5 ; 4.8)
	0.4 (0.3 ; 0.4)

	GMFR on Day 92
	156
	1.2 (1.1 ; 1.3)
	153
	2.2 (1.9 ; 2.5)
	0.5 (0.5 ; 0.6)

	GMFR on Day 182
	156
	1.1 (1.0 ; 1.2)
	151
	1.7 (1.5 ; 1.9)
	0.7 (0.6 ; 0.8)

	Age 18-59 years-old
	
	
	
	
	

	GMC on Day 1
	77
	1442.9 (1152.0 ; 1807.3)
	81
	1291.7 (1072.8 ; 1555.2)
	1.1 (0.8 ; 1.5)

	GMC on Day 29
	77
	2391.1 (2014.8 ; 2837.8)
	81
	5707.1 (4982.2 ; 6537.6)
	0.4 (0.3 ; 0.5)

	GMC on Day 92
	77
	1786.4 (1481.3 ; 2154.3)
	82
	2958.2 (2529.8 ; 3459.2)
	0.6 (0.5 ; 0.8)

	GMC on Day 182
	77
	1634.3 (1341.2 ; 1991.5)
	81
	2163.7 (1846.2 ; 2535.8)
	0.8 (0.6 ; 1.0)

	Seroconversion on Day 29
	5/77
	6.5 (2.1 ; 14.5)
	13/80
	16.3 (8.9 ; 26.2)
	-9.8 (-20.3 ; 0.3)

	Seroconversion on Day 92
	2/77
	2.6 (0.3 ; 9.1)
	9/81
	11.1 (5.2 ; 20.0)
	-8.5 (-17.6 ; -0.7)

	Seroconversion on Day 182
	2/77
	2.6 (0.3 ; 9.1)
	7/80
	8.8 (3.6 ; 17.2)
	-6.2 (-14.8 ; 1.4)

	GMFR on Day 29
	77
	1.7 (1.4 ; 2.0)
	80
	4.4 (3.7 ; 5.2)
	0.4 (0.3 ; 0.5)

	GMFR on Day 92
	77
	1.2 (1.1 ; 1.4)
	81
	2.3 (1.9 ; 2.6)
	0.5 (0.4 ; 0.7)

	GMFR on Day 182
	77
	1.1 (1.0 ; 1.3)
	80
	1.7 (1.4 ; 1.9)
	0.7 (0.6 ; 0.8)

	Age ≥ 60 years-old
	
	
	
	
	

	GMC on Day 1
	79
	2165.1 (1730.4 ; 2709.0)
	72
	1544.1 (1198.8 ; 1988.9)
	1.4 (1.0 ; 2.0)

	GMC on Day 29
	79
	2978.0 (2450.0 ; 3619.9)
	72
	5731.6 (4761.5 ; 6899.5)
	0.5 (0.4 ; 0.7)

	GMC on Day 92
	80
	2490.2 (2020.7 ; 3068.7)
	72
	3317.7 (2775.5 ; 3965.7)
	0.8 (0.6 ; 1.0)

	GMC on Day 182
	80
	2300.1 (1858.2 ; 2847.2)
	71
	2497.8 (2106.5 ; 2961.9)
	0.9 (0.7 ; 1.2)

	Seroconversion on Day 29
	1/78
	1.3 (0.0 ; 6.9)
	10/72
	13.9 (6.9 ; 24.1)
	-12.6 (-22.6 ; -5.0)

	Seroconversion on Day 92
	2/79
	2.5 (0.3 ; 8.8)
	7/72
	9.7 (4.0 ; 19.0)
	-7.2 (-16.6 ; 0.5)

	Seroconversion on Day 182
	1/79
	1.3 (0.0 ; 6.9)
	8/71
	11.3 (5.0 ; 21.0)
	-10.0 (-19.6 ; -2.9)

	GMFR on Day 29
	78
	1.4 (1.3 ; 1.5)
	72
	3.7 (2.8 ; 4.9)
	0.4 (0.3 ; 0.5)

	GMFR on Day 92
	79
	1.2 (1.0 ; 1.3)
	72
	2.1 (1.7 ; 2.7)
	0.5 (0.4 ; 0.7)

	GMFR on Day 182
	79
	1.1 (0.9 ; 1.3)
	71
	1.7 (1.3 ; 2.1)
	0.6 (0.5 ; 0.9)

	 GMC: Geometric mean concentration;  GMFR: Geometric mean fold-rise;  CI: Confidence interval



[bookmark: _Toc203120221][bookmark: _Toc203120225]Table S5. Frequency and grade of vaccine-related solicited adverse events within 7 days post-vaccination by vaccination group. Safety population.
	Adverse Reaction
	NDV-HXP-S 10μg
	BNT162b2 30μg
	Total

	
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)

	
	n
	1
	2
	3
	4
	n
	1
	2
	3
	4
	n
	1
	2
	3
	4

	SOLICITED
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Local*
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	General disorders and administration site conditions
	152
	131 (86,2)
	21 (13,8)
	0 (0,0)
	0 (0,0)
	257
	199 (77,4)
	56 (21,8)
	2 (0,8)
	0 (0,0)
	409
	330 (80,7)
	77 (18,8)
	2 (0,5)
	0 (0,0)

	Pain
	105
	89 (84,8)
	16 (15,2)
	0 (0,0)
	0 (0,0)
	134
	102 (76,1)
	32 (23,9)
	0 (0,0)
	0 (0,0)
	239
	191 (79,9)
	48 (20,1)
	0 (0,0)
	0 (0,0)

	Oedema
	22
	19 (86,4)
	3 (13,6)
	0 (0,0)
	0 (0,0)
	49
	35 (71,4)
	12 (24,5)
	2 (4,1)
	0 (0,0)
	71
	54 (76,1)
	15 (21,1)
	2 (2,8)
	0 (0,0)

	Erythema
	9
	8 (88,9)
	1 (11,1)
	0 (0,0)
	0 (0,0)
	25
	20 (80,0)
	5 (20,0)
	0 (0,0)
	0 (0,0)
	34
	28 (82,4)
	6 (17,6)
	0 (0,0)
	0 (0,0)

	Induration
	9
	9 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	34
	28 (82,4)
	6 (17,6)
	0 (0,0)
	0 (0,0)
	43
	37 (86,0)
	6 (14,0)
	0 (0,0)
	0 (0,0)

	Pruritus
	7
	6 (85,7)
	1 (14,3)
	0 (0,0)
	0 (0,0)
	15
	14 (93,3)
	1 (6,7)
	0 (0,0)
	0 (0,0)
	22
	20 (90,9)
	2 (9,1)
	0 (0,0)
	0 (0,0)

	Systemic
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	Gastrointestinal disorders
	13
	11 (84,6)
	2 (15,4)
	0 (0,0)
	0 (0,0)
	20
	15 (75,0)
	5 (25,0)
	0 (0,0)
	0 (0,0)
	33
	26 (78,8)
	7 (21,2)
	0 (0,0)
	0 (0,0)

	Nauseas
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Vomiting
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)
	3
	2 (66,7)
	1 (33,3)
	0 (0,0)
	0 (0,0)
	5
	3 (60,0)
	2 (40,0)
	0 (0,0)
	0 (0,0)

	Diarrhea
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	General disorders and administration site conditions
	44
	38 (86,4)
	6 (13,6)
	0 (0,0)
	0 (0,0)
	75
	49 (65,3)
	25 (33,3)
	1 (1,3)
	0 (0,0)
	119
	87 (73,1)
	31 (26,1)
	1 (0,8)
	0 (0,0)

	Pyrexia
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	10
	6 (60,0)
	4 (40,0)
	0 (0,0)
	0 (0,0)
	10
	6 (60,0)
	4 (40,0)
	0 (0,0)
	0 (0,0)

	Fatigue
	32
	26 (81,3)
	6 (18,8)
	0 (0,0)
	0 (0,0)
	43
	30 (69,8)
	12 (27,9)
	1 (2,3)
	0 (0,0)
	75
	56 (74,7)
	18 (24,0)
	1 (1,3)
	0 (0,0)

	Chills
	12
	12 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	22
	13 (59,1)
	9 (40,9)
	0 (0,0)
	0 (0,0)
	34
	25 (73,5)
	9 (26,5)
	0 (0,0)
	0 (0,0)

	Decreased appetite
	8
	7 (87,5)
	1 (12,5)
	0 (0,0)
	0 (0,0)
	10
	9 (90,0)
	1 (10,0)
	0 (0,0)
	0 (0,0)
	18
	16 (88,9)
	2 (11,1)
	0 (0,0)
	0 (0,0)

	Immune system disorders
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Hypersensitivity
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Musculoskeletal and connective tissue disorders
	53
	38 (71,7)
	15 (28,3)
	0 (0,0)
	0 (0,0)
	85
	50 (58,8)
	35 (41,2)
	0 (0,0)
	0 (0,0)
	138
	88 (63,8)
	50 (36,2)
	0 (0,0)
	0 (0,0)

	Arthralgia
	16
	10 (62,5)
	6 (37,5)
	0 (0,0)
	0 (0,0)
	25
	13 (52,0)
	12 (48,0)
	0 (0,0)
	0 (0,0)
	41
	23 (56,1)
	18 (43,9)
	0 (0,0)
	0 (0,0)

	Myalgia
	37
	28 (75,7)
	9 (24,3)
	0 (0,0)
	0 (0,0)
	60
	37 (61,7)
	23 (38,3)
	0 (0,0)
	0 (0,0)
	97
	65 (67,0)
	32 (33,0)
	0 (0,0)
	0 (0,0)

	Nervous system disorders
	54
	41 (75,9)
	13 (24,1)
	0 (0,0)
	0 (0,0)
	73
	53 (72,6)
	18 (24,7)
	2 (2,7)
	0 (0,0)
	127
	94 (74,0)
	31 (24,4)
	2 (1,6)
	0 (0,0)

	Headache
	54
	41 (75,9)
	13 (24,1)
	0 (0,0)
	0 (0,0)
	73
	53 (72,6)
	18 (24,7)
	2 (2,7)
	0 (0,0)
	127
	94 (74,0)
	31 (24,4)
	2 (1,6)
	0 (0,0)

	Respiratory, thoracic and mediastinal disorders
	15
	13 (86,7)
	1 (6,7)
	1 (6,7)
	0 (0,0)
	18
	14 (77,8)
	4 (22,2)
	0 (0,0)
	0 (0,0)
	33
	27 (81,8)
	5 (15,2)
	1 (3,0)
	0 (0,0)

	Cough
	15
	13 (86,7)
	1 (6,7)
	1 (6,7)
	0 (0,0)
	18
	14 (77,8)
	4 (22,2)
	0 (0,0)
	0 (0,0)
	33
	27 (81,8)
	5 (15,2)
	1 (3,0)
	0 (0,0)

	Skin and subcutaneous tissue disorders
	4
	3 (75,0)
	1 (25,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	5 (83,3)
	1 (16,7)
	0 (0,0)
	0 (0,0)

	Pruritus
	3
	2 (66,7)
	1 (33,3)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	5
	4 (80,0)
	1 (20,0)
	0 (0,0)
	0 (0,0)

	Rash
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	TOTAL
	343
	282 (82,2)
	60 (17,5)
	1 (0,3)
	0 (0,0)
	540
	391 (72,4)
	144 (26,7)
	5 (0,9)
	0 (0,0)
	883
	673 (76,2)
	204 (23,1)
	6 (0,7)
	0 (0,0)

	*Administration site


Table S6. Participants with vaccine-related unsolicited adverse events within 28 days post-vaccination by vaccination group. Safety Population.
	Adverse Reaction
	18-59 years-old
	≥ 60 years-old
	Total
	p*

	
	NDV-HXP-S 10μg
(N = 97)
	BNT162b2 30μg
(N = 97)
	NDV-HXP-S 10μg
(N = 99)
	BNT162b2 30μg
(N = 96)
	NDV-HXP-S 10μg
(N = 196)
	BNT162b2 30μg
(N = 193)
	

	
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	

	Blood and lymphatic system disorders 
	5 (5.2)
(1.7 ; 11.6)
	4 (4.1)
(1.1 ; 10.2)
	11 (11.1)
(5.7 ; 19.0)
	8 (8.3)
(3.7 ; 15.8)
	16 (8.2)
(4.7 ; 12.9)
	12 (6.2)
(3.3 ; 10.6)
	0.557

	Anaemia
	3 (3.1)
(0.6 ; 8.8)
	2 (2.1)
(0.3 ; 7.3)
	2 (2.0)
(0.2 ; 7.1)
	5 (5.2)
(1.7 ; 11.7)
	5 (2.6)
(0.8 ; 5.9)
	7 (3.6)
(1.5 ; 7.3)
	0.573

	Leukocytosis
	2 (2.1)
(0.3 ; 7.3)
	1 (1.0)
(0.0 ; 5.6)
	2 (2.0)
(0.2 ; 7.1)
	1 (1.0)
(0.0 ; 5.7)
	4 (2.0)
(0.6 ; 5.1)
	2 (1.0)
(0.1 ; 3.7)
	0.685

	Lymphadenopathy
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Leukopenia
	0 (0.0)
-
	0 (0.0)
-
	4 (4.0)
(1.1 ; 10.0)
	1 (1.0)
(0.0 ; 5.7)
	4 (2.0)
(0.6 ; 5.1)
	1 (0.5)
(0.0 ; 2.9)
	0.372

	Thrombocytopenia
	0 (0.0)
-
	0 (0.0)
-
	2 (2.0)
(0.2 ; 7.1)
	1 (1.0)
(0.0 ; 5.7)
	2 (1.0)
(0.1 ; 3.6)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Neutropenia
	0 (0.0)
-
	0 (0.0)
-
	2 (2.0)
(0.2 ; 7.1)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Lymphopenia
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Cardiac disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Tachycardia
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Gastrointestinal disorders
	8 (8.2)
(3.6 ; 15.6)
	7 (7.2)
(3.0 ; 14.3)
	6 (6.1)
(2.3 ; 12.7)
	6 (6.3)
(2.3 ; 13.1)
	14 (7.1)
(4.0 ; 11.7)
	13 (6.7)
(3.6 ; 11.2)
	>0.999

	Diarrhoea
	7 (7.2)
(3.0 ; 14.3)
	7 (7.2)
(3.0 ; 14.3)
	6 (6.1)
(2.3 ; 12.7)
	6 (6.3)
(2.3 ; 13.1)
	13 (6.6)
(3.6 ; 11.1)
	13 (6.7)
(3.6 ; 11.2)
	>0.999

	Abdominal pain
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Flatulence
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Salivary gland pain
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	General disorders and administration site conditions
	2 (2.1)
(0.3 ; 7.3)
	1 (1.0)
(0.0 ; 5.6)
	2 (2.0)
(0.2 ; 7.1)
	1 (1.0)
(0.0 ; 5.7)
	4 (2.0)
(0.6 ; 5.1)
	2 (1.0)
(0.1 ; 3.7)
	0.685

	Administration site warmth
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Fatigue
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Influenza like illness
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	2 (1.0)
(0.1 ; 3.6)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Administration site bruise
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Infections and infestations
	1 (1.0)
(0.0 ; 5.6)
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	2 (1.0)
(0.1 ; 3.6)
	4 (2.1)
(0.6 ; 5.2)
	0.446

	Rhinitis
	1 (1.0)
(0.0 ; 5.6)
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	2 (1.0)
(0.1 ; 3.6)
	4 (2.1)
(0.6 ; 5.2)
	0.446

	Investigations
	5 (5.2)
(1.7 ; 11.6)
	4 (4.1)
(1.1 ; 10.2)
	3 (3.0)
(0.6 ; 8.6)
	5 (5.2)
(1.7 ; 11.7)
	8 (4.1)
(1.8 ; 7.9)
	9 (4.7)
(2.2 ; 8.7)
	0.809

	Alanine aminotransferase increased
	2 (2.1)
(0.3 ; 7.3)
	3 (3.1)
(0.6 ; 8.8)
	0 (0.0)
(0.0 ; 3.7)
	3 (3.1)
(0.6 ; 8.9)
	2 (1.0)
(0.1 ; 3.6)
	6 (3.1)
(1.1 ; 6.6)
	0.172

	Aspartate aminotransferase increased
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	3 (3.0)
(0.6 ; 8.6)
	2 (2.1)
(0.3 ; 7.3)
	4 (2.0)
(0.6 ; 5.1)
	2 (1.0)
(0.1 ; 3.7)
	0.685

	Blood creatinine increased
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Blood bilirubin increased
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
(0.0 ; 3.7)
	4 (4.2)
(1.1 ; 10.3)
	1 (0.5)
(0.0 ; 2.8)
	4 (2.1)
(0.6 ; 5.2)
	0.213

	Hepatic enzyme increased
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Musculoskeletal and connective tissue disorders
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	1 (1.0)
(0.0 ; 5.5)
	3 (3.1)
(0.6 ; 8.9)
	1 (0.5)
(0.0 ; 2.8)
	5 (2.6)
(0.8 ; 5.9)
	0.120

	Muscle spasms
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Neck pain
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Back pain
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Pain in extremity
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Limb discomfort
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Nervous system disorders
	1 (1.0)
(0.0 ; 5.6)
	3 (3.1)
(0.6 ; 8.8)
	2 (2.0)
(0.2 ; 7.1)
	3 (3.1)
(0.6 ; 8.9)
	3 (1.5)
(0.3 ; 4.4)
	6 (3.1)
(1.1 ; 6.6)
	0.335

	Ageusia
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	2 (2.0)
(0.2 ; 7.1)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Dizziness
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Anosmia
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Somnolence
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Headache
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Renal and urinary disorders
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Acute kidney injury
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Respiratory, thoracic and mediastinal disorders
	1 (1.0)
(0.0 ; 5.6)
	3 (3.1)
(0.6 ; 8.8)
	5 (5.1)
(1.7 ; 11.4)
	2 (2.1)
(0.3 ; 7.3)
	6 (3.1)
(1.1 ; 6.5)
	5 (2.6)
(0.8 ; 5.9)
	>0.999

	Oropharyngeal pain
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Throat irritation
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Nasal congestion
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Asthmatic crisis
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Dyspnoea
	0 (0.0)
-
	0 (0.0)
-
	2 (2.0)
(0.2 ; 7.1)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Cough
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Dry throat
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Vascular disorders
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Hypertension
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	TOTAL
	21 (21.6)
(13.9 ; 31.2)
	24 (24.7)
(16.5 ; 34.5)
	25 (25.3)
(17.1 ; 35.0)
	27 (28.1)
(19.4 ; 38.2)
	46 (23.5)
(17.7 ; 30.0)
	51 (26.4)
(20.4 ; 33.2)
	0.558

	 CI: Confidence interval; *Exact Fisher's test



[bookmark: _Toc203120230][bookmark: _Toc203120237]Table S7. Frequency and grade of vaccine-related unsolicited adverse events within 28 days post-vaccination by vaccination group. Safety Population.
	Adverse Reaction (AR)
	NDV-HXP-S 10μg
	BNT162b2 30μg
	Total

	
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	AR
Total
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)
	Grade,
n (%)

	
	n
	1
	2
	3
	4
	n
	1
	2
	3
	4
	n
	1
	2
	3
	4

	Blood and lymphatic system disorders
	18
	15 (83,3)
	3 (16,7)
	0 (0,0)
	0 (0,0)
	12
	12 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	30
	27 (90,0)
	3 (10,0)
	0 (0,0)
	0 (0,0)

	Anaemia
	5
	5 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	7
	7 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	12
	12 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Leukocytosis
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Lymphadenopathy
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Leukopenia
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	5
	5 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Thrombocytopenia
	2
	0 (0,0)
	2 (100)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	3
	1 (33,3)
	2 (66,7)
	0 (0,0)
	0 (0,0)

	Neutropenia
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)

	Lymphopenia
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Cardiac disorders
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)

	Tachycardia
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)

	Gastrointestinal disorders
	14
	12 (85,7)
	2 (14,3)
	0 (0,0)
	0 (0,0)
	16
	13 (81,3)
	3 (18,8)
	0 (0,0)
	0 (0,0)
	30
	25 (83,3)
	5 (16,7)
	0 (0,0)
	0 (0,0)

	Diarrhoea
	13
	11 (84,6)
	2 (15,4)
	0 (0,0)
	0 (0,0)
	14
	11 (78,6)
	3 (21,4)
	0 (0,0)
	0 (0,0)
	27
	22 (81,5)
	5 (18,5)
	0 (0,0)
	0 (0,0)

	Abdominal pain
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Flatulence
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Salivary gland pain
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	General disorders and administration site conditions
	4
	3 (75,0)
	0 (0,0)
	1 (25,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	5 (83,3)
	0 (0,0)
	1 (16,7)
	0 (0,0)

	Administration site warmth
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Fatigue
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Influenza like illness
	2
	1 (50,0)
	0 (0,0)
	1 (50,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	3
	2 (66,7)
	0 (0,0)
	1 (33,3)
	0 (0,0)

	Administration site bruise
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Infections and infestations
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Rhinitis
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Investigations
	8
	8 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	13
	13 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	21
	21 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Alanine aminotransferase increased
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	8
	8 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Aspartate aminotransferase increased
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Blood creatinine increased
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Blood bilirubin increased
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	5
	5 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Hepatic enzyme increased
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Musculoskeletal and connective tissue disorders
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	5
	4 (80,0)
	1 (20,0)
	0 (0,0)
	0 (0,0)
	7
	6 (85,7)
	1 (14,3)
	0 (0,0)
	0 (0,0)

	Muscle spasms
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Neck pain
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Back pain
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Pain in extremity
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Limb discomfort
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)

	Nervous system disorders
	4
	4 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	6
	6 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	10
	10 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Ageusia
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	3
	3 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Dizziness
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Anosmia
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Somnolence
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Headache
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Renal and urinary disorders
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Acute kidney injury
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Respiratory, thoracic and mediastinal disorders
	6
	3 (50,0)
	3 (50,0)
	0 (0,0)
	0 (0,0)
	5
	5 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	11
	8 (72,7)
	3 (27,3)
	0 (0,0)
	0 (0,0)

	Oropharyngeal pain
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Throat irritation
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)

	Nasal congestion
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	2
	2 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Asthmatic crisis
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	0 (0,0)
	1 (100)
	0 (0,0)
	0 (0,0)

	Dyspnoea
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2
	1 (50,0)
	1 (50,0)
	0 (0,0)
	0 (0,0)

	Cough
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Dry throat
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Vascular disorders
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	Hypertension
	0
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)
	1
	1 (100)
	0 (0,0)
	0 (0,0)
	0 (0,0)

	TOTAL
	59
	49 (83,1)
	9 (15,3)
	1 (1,7)
	0 (0,0)
	65
	61 (93,8)
	4 (6,2)
	0 (0,0)
	0 (0,0)
	124
	110 (88,7)
	13 (10,5)
	1 (0,8)
	0 (0,0)


Table S8. Participants with medically-attended adverse events throughout the study period, by vaccination group. Safety population.
	Medically-Attended Adverse Event
	18-59 years-old
	≥ 60 years-old
	Total
	p*

	
	NDV-HXP-S 10μg
(N = 97)
	BNT162b2 30μg
(N = 97)
	NDV-HXP-S 10μg
(N = 99)
	BNT162b2 30μg
(N = 96)
	NDV-HXP-S 10μg
(N = 196)
	BNT162b2 30μg
(N = 193)
	

	
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	

	Blood and lymphatic system disorders 
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Lymphadenopathy
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Anaemia
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Cardiac disorders
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Acute coronary syndrome
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Acute myocardial infarction
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Atrioventricular block complete
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Gastrointestinal disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Food poisoning
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	General disorders and administration site conditions
	3 (3.1)
(0.6 ; 8.8)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	4 (2.0)
(0.6 ; 5.1)
	0 (0.0)
(0.0 ; 1.9)
	0.123

	Chills
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Influenza like illness
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Administration site pain
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Fatigue
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Infections and infestations
	6 (6.2)
(2.3 ; 13.0)
	3 (3.1)
(0.6 ; 8.8)
	6 (6.1)
(2.3 ; 12.7)
	6 (6.3)
(2.3 ; 13.1)
	12 (6.1)
(3.2 ; 10.5)
	9 (4.7)
(2.2 ; 8.7)
	0.655

	Pneumonia
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.6)
	4 (4.0)
(1.1 ; 10.0)
	3 (3.1)
(0.6 ; 8.9)
	7 (3.6)
(1.4 ; 7.2)
	4 (2.1)
(0.6 ; 5.2)
	0.543

	Helicobacter gastritis
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	COVID-19
	2 (2.1)
(0.3 ; 7.3)
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.5)
	2 (2.1)
(0.3 ; 7.3)
	3 (1.5)
(0.3 ; 4.4)
	3 (1.6)
(0.3 ; 4.5)
	>0.999

	Influenza
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Helicobacter infection
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pulpitis dental
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Sinusitis
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Injury, poisoning and procedural complications
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Limb injury
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metabolism and nutrition disorders
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Diabetes mellitus
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Type 2 diabetes mellitus
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Musculoskeletal and connective tissue disorders
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Back pain
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Myalgia
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Leiomyoma
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metastasis
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Nervous system disorders
	3 (3.1)
(0.6 ; 8.8)
	0 (0.0)
(0.0 ; 3.7)
	4 (4.0)
(1.1 ; 10.0)
	0 (0.0)
(0.0 ; 3.8)
	7 (3.6)
(1.4 ; 7.2)
	0 (0.0)
(0.0 ; 1.9)
	0.015

	Ageusia
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	2 (2.0)
(0.2 ; 7.1)
	0 (0.0)
(0.0 ; 3.8)
	3 (1.5)
(0.3 ; 4.4)
	0 (0.0)
(0.0 ; 1.9)
	0.248

	Headache
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	2 (1.0)
(0.1 ; 3.6)
	0 (0.0)
(0.0 ; 1.9)
	0.499

	Transient ischaemic attack
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Anosmia
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	3 (1.5)
(0.3 ; 4.4)
	0 (0.0)
(0.0 ; 1.9)
	0.248

	Pregnancy, puerperium and perinatal conditions
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion spontaneous
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Renal and urinary disorders
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Renal colic
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Respiratory, thoracic and mediastinal disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pulmonary oedema
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Vascular disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	2 (2.1)
(0.3 ; 7.3)
	1 (0.5)
(0.0 ; 2.8)
	2 (1.0)
(0.1 ; 3.7)
	0.621

	Hypertension
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Hypertensive emergency
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	TOTAL
	13 (13.4)
(7.3 ; 21.8)
	6 (6.2)
(2.3 ; 13.0)
	11 (11.1)
(5.7 ; 19.0)
	11 (11.5)
(5.9 ; 19.6)
	24 (12.2)
(8.0 ; 17.7)
	17 (8.8)
(5.2 ; 13.7)
	0.323

	 CI: Confidence interval; *Exact Fisher's test
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	Adverse Events of Special Interest
	18-59 years-old
	≥ 60 years-old
	Total
	p*

	
	NDV-HXP-S 10μg
(N = 97)
	BNT162b2 30μg
(N = 97)
	NDV-HXP-S 10μg
(N = 99)
	BNT162b2 30μg
(N = 96)
	NDV-HXP-S 10μg
(N = 196)
	BNT162b2 30μg
(N = 193)
	

	
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	

	Blood and lymphatic system disorders 
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Anaemia
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Cardiac disorders
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	3 (3.1)
(0.6 ; 8.9)
	0 (0.0)
(0.0 ; 1.9)
	3 (1.6)
(0.3 ; 4.5)
	0.121

	Acute coronary syndrome
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Acute myocardial infarction
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Atrioventricular block complete
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Infections and infestations
	12 (12.4)
(6.6 ; 20.6)
	9 (9.3)
(4.3 ; 16.9)
	9 (9.1)
(4.2 ; 16.6)
	7 (7.3)
(3.0 ; 14.4)
	21 (10.7)
(6.8 ; 15.9)
	16 (8.3)
(4.8 ; 13.1)
	0.490

	COVID-19
	10 (10.3)
(5.1 ; 18.1)
	8 (8.2)
(3.6 ; 15.6)
	5 (5.1)
(1.7 ; 11.4)
	3 (3.1)
(0.6 ; 8.9)
	15 (7.7)
(4.3 ; 12.3)
	11 (5.7)
(2.9 ; 10.0)
	0.544

	Pneumonia
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.6)
	4 (4.0)
(1.1 ; 10.0)
	3 (3.1)
(0.6 ; 8.9)
	7 (3.6)
(1.4 ; 7.2)
	4 (2.1)
(0.6 ; 5.2)
	0.543

	Influenza
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metabolism and nutrition disorders
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Diabetes mellitus
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Type 2 diabetes mellitus
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Leiomyoma
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metastasis
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Nervous system disorders
	2 (2.1)
(0.3 ; 7.3)
	3 (3.1)
(0.6 ; 8.8)
	8 (8.1)
(3.6 ; 15.3)
	4 (4.2)
(1.1 ; 10.3)
	10 (5.1)
(2.5 ; 9.2)
	7 (3.6)
(1.5 ; 7.3)
	0.621

	Anosmia
	2 (2.1)
(0.3 ; 7.3)
	2 (2.1)
(0.3 ; 7.3)
	4 (4.0)
(1.1 ; 10.0)
	1 (1.0)
(0.0 ; 5.7)
	6 (3.1)
(1.1 ; 6.5)
	3 (1.6)
(0.3 ; 4.5)
	0.503

	Ageusia
	1 (1.0)
(0.0 ; 5.6)
	3 (3.1)
(0.6 ; 8.8)
	7 (7.1)
(2.9 ; 14.0)
	3 (3.1)
(0.6 ; 8.9)
	8 (4.1)
(1.8 ; 7.9)
	6 (3.1)
(1.1 ; 6.6)
	0.787

	Transient ischaemic attack
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pregnancy, puerperium and perinatal conditions
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion spontaneous
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Respiratory, thoracic and mediastinal disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pulmonary oedema
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Vascular disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Hypertensive emergency
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	TOTAL
	14 (14.4)
(8.1 ; 23.0)
	13 (13.4)
(7.3 ; 21.8)
	16 (16.2)
(9.5 ; 24.9)
	12 (12.5)
(6.6 ; 20.8)
	30 (15.3)
(10.6 ; 21.1)
	25 (13.0)
(8.6 ; 18.5)
	0.562

	 CI: Confidence interval; *Exact Fisher's test 



[bookmark: _Toc203120248]Table S10. Participants with serious adverse event throughout the study period, by vaccination group. Safety population.
	Serious Adverse Event
	18-59 years-old
	≥ 60 years-old
	Total
	p*

	
	NDV-HXP-S 10μg
(N = 97)
	BNT162b2 30μg
(N = 97)
	NDV-HXP-S 10μg
(N = 99)
	BNT162b2 30μg
(N = 96)
	NDV-HXP-S 10μg
(N = 196)
	BNT162b2 30μg
(N = 193)
	

	
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	

	Blood and lymphatic system disorders 
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Anaemia
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Cardiac disorders
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	3 (3.1)
(0.6 ; 8.9)
	0 (0.0)
(0.0 ; 1.9)
	3 (1.6)
(0.3 ; 4.5)
	0.121

	Acute coronary syndrome
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Acute myocardial infarction
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Atrioventricular block complete
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Infections and infestations
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.6)
	4 (4.0)
(1.1 ; 10.0)
	4 (4.2)
(1.1 ; 10.3)
	7 (3.6)
(1.4 ; 7.2)
	5 (2.6)
(0.8 ; 5.9)
	0.771

	Pneumonia
	3 (3.1)
(0.6 ; 8.8)
	1 (1.0)
(0.0 ; 5.6)
	4 (4.0)
(1.1 ; 10.0)
	3 (3.1)
(0.6 ; 8.9)
	7 (3.6)
(1.4 ; 7.2)
	4 (2.1)
(0.6 ; 5.2)
	0.543

	Influenza
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metabolism and nutrition disorders
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.246

	Diabetes mellitus
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Type 2 diabetes mellitus
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Neoplasms benign, malignant and unspecified (incl cysts and polyps)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Leiomyoma
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
-
	0 (0.0)
-
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	0.496

	Metastasis
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Nervous system disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Transient ischaemic attack
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pregnancy, puerperium and perinatal conditions
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Abortion spontaneous
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
-
	0 (0.0)
-
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Respiratory, thoracic and mediastinal disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Pulmonary oedema
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Vascular disorders
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Hypertensive emergency
	0 (0.0)
-
	0 (0.0)
-
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	TOTAL
	4 (4.1)
(1.1 ; 10.2)
	3 (3.1)
(0.6 ; 8.8)
	6 (6.1)
(2.3 ; 12.7)
	7 (7.3)
(3.0 ; 14.4)
	10 (5.1)
(2.5 ; 9.2)
	10 (5.2)
(2.5 ; 9.3)
	>0.999

	 CI: Confidence interval; *Exact Fisher's test



[bookmark: _Toc203120274]Table S11. Overview of breakthrough cases of covid-19 within 182 days post-vaccination by treatment group and stratified per age groups. Safety Population.
	 
	18-59 years-old
	≥ 60 years-old
	Total
	p*

	
	NDV-HXP-S 10μg
	BNT162b2 30μg
	NDV-HXP-S 10μg
	BNT162b2 30μg
	NDV-HXP-S 10μg
	BNT162b2 30μg
	

	
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	n (%)
(CI95%)
	

	Patients in Population
	
	
	
	
	
	
	

	Cases of Covid-19
	10 (10.3)
(5.1 ; 18.1)
	10 (10.3)
(5.1 ; 18.1)
	5 (5.1)
(1.7 ; 11.4)
	3 (3.1)
(0.6 ; 8.9)
	15 (7.7)
(4.3 ; 12.3)
	13 (6.7)
(3.6 ; 11.2)
	0.845

	Confirmed
	10 (10.3)
(5.1 ; 18.1)
	9 (9.3)
(4.3 ; 16.9)
	5 (5.1)
(1.7 ; 11.4)
	3 (3.1)
(0.6 ; 8.9)
	15 (7.7)
(4.3 ; 12.3)
	12 (6.2)
(3.3 ; 10.6)
	0.691

	Possible
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0.0 (0.0)
(0.0 ; 1.9)
	0.0 (0.0)
(0.0 ; 1.9)
	>0.999

	Discarded
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0.0 (0.0)
(0.0 ; 1.9)
	0.0 (0.0)
(0.0 ; 1.9)
	>0.999

	Unknown
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	Resolved
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0.0 (0.0)
(0.0 ; 1.9)
	0.0 (0.0)
(0.0 ; 1.9)
	>0.999

	WHO Progression Scale**
	
	
	
	
	
	
	

	Symptomatic, independent - score 2
	10 (10.3)
(5.1 ; 18.1)
	10 (10.3)
(5.1 ; 18.1)
	4 (4.0)
(1.1 ; 10.0)
	3 (3.1)
(0.6 ; 8.9)
	14 (7.1)
(4.0 ; 11.7)
	13 (6.7)
(3.6 ; 11.2)
	>0.999

	Symptomatic, needs help - score 3
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	Possible case of exacerbated respiratory disease associated with vaccination
	0 (0.0)
(0.0 ; 3.7)
	2 (2.1)
(0.3 ; 7.3)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0 (0.0)
(0.0 ; 1.9)
	2 (1.0)
(0.1 ; 3.7)
	0.499

	Strains of Variants of concern
	
	
	
	
	
	
	

	FE.1.2
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	GK.1
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	GK.1.4
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.7)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	JD.1.1.1
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	1 (1.0)
(0.0 ; 5.7)
	1 (0.5)
(0.0 ; 2.8)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	JN.1.18.3
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	JN.1.4
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	JN.1.7
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	JN.1.9
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.5)
	0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	XBB.1
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	XBB.1.5.70
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	XDP
	1 (1.0)
(0.0 ; 5.6)
	0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	1 (0.5)
(0.0 ; 2.8)
	0 (0.0)
(0.0 ; 1.9)
	>0.999

	XDR
	0 (0.0)
(0.0 ; 3.7)
	1 (1.0)
(0.0 ; 5.6)
	0.0 (0.0)
(0.0 ; 3.7)
	0.0 (0.0)
(0.0 ; 3.8)
	0 (0.0)
(0.0 ; 1.9)
	1 (0.5)
(0.0 ; 2.9)
	>0.999

	 *Exact Fisher's test; **Only the frequency n>0 are presented; CI: Confidence interval
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