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PROYECTO DE DECLARACION
LA HONORABLE CAMARA DE DIPUTADCS DE LA PROVINCIA DE BUENOS AIRES

DECLARA

De interés legislativo y sanitario, la publicacién de [a revista cientifica briténica
‘The Lancet’, de los estudios de evidencia y eficacia completos de la Vacuna Sputnik V,
que han sido validados por expertos de la comunidad internacional.

Asi mismo, veria con agrado que sea declarada de interés provincial por el Poder
Ejecutivo.
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FUNDAMENTOS

Sr. Presidente

En el medio de la desconfianza sembrada por la campana medidtica anti-vacuna,
la publicacidon mencionada vy su difusién adquiere una capital relevancia para convencer
a todos los bonaerenses de sumarse a la campafia de vacunacion, y lograr la inmunidad
colectiva en el corto plazo.

El analisis de los ensayos clinicos fue publicado en ia prestigiosa revista médica
britanica, validado por expertos internacionales. La misma destaca que ademas de la
"gran eficacia” ante el coronavirus, la vacuna fue bien folerada por los voluntarios.

La vacuna rusa Sputnik V tiene una eficacia de 21,6% frente al covid-18 en sus
manifestaciones sintomaticas, segan el analisis de los ensayos clinicos publicado e
martes por la revista médica The Lancet y validado por expertos independientes.

Los resultados preliminares consideran gue la vacuna, administrada en dos dosis,
"mostré una gran eficacia” y fue bien folerada por los voluntarios mayores de 18 afos
gue participaron en la Uitima etapa de los ensayes clinicos, indicéd Inna Dolzhikova,
investigadora del Centro Nacional Gamaleya de Rusia y coautora del estudio.

Otro subestudio realizado en mas de 2 mil adultos mayores de 60 afios demostré
gue la vacuna tiene en ellos una eficacia de 91,8%. En este subgrupo, el farmaco fue
bien tolerado y los datos de seguridad de 1.369 de estos adultos mayores revelaron que
los efectos adversos mas comunes fueron sintomas gripales.

E!l estudio en mayores de 18 afnos se realizé en 25 hospitales y policlinicos de
Moscl con 21.977 voluntarios que, entre el 7 de septiembre vy el 24 de noviembre,
recibieron la Sputnik V o el placebo de manera zleatoria. De acuerdo a los datos
publicados por The Lancet, 19.866 personas recibieron dos dosis de la vacuna o &l
placebo y fueron tenidos en cuenta en los resultados primarios de los analisis.

El dia en el que los voluntarios debian recibir la segunda dosis, 16 (el 0,1%) de
los 14.964 participantes de los que habian recibido la Spuinik V desarrollaron
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coronavirus, mientras que 62 (1,3%} de las 4902 personas que recibieron el placebo
contrajeron la enfermedad en ese periode de fiempo.

El articulo sefiala que no se detectaron efectos adversos significativos en el
estudio. Solo 45 (0,3%)} de un total de 16.427 voluntarios que recibieron la vacuna
tuvieron efectos adversos serios, aungue ninguno relacionado con la vacunacion.
Asimismo, se reportaron cuatro muertes durante el estudio (solo tres de esas personas
habian recibido el farmaco} y, segun el comité de monitoreo, ninguna esta vinculada a la
Sputnik V.

Diversos expertos internacionales se han expresado al respecto:

Hildegund C.J. Ertl, profesora del Centro de vacunas e Inmunoterapia The Wistar
Institute, Estados Unidos, expresd, “la vacuna es 100% efectiva para prevenir
enfermedades graves o muertes, que al final es el parametro mas crucial; todos podemos
lidiar con los estornudos siempre y cuande permanezcamos fuera del hospital o del
cementerio. Incluso después de una sola dosis del régimen de refuerzo, la proteccién
conferida contra la enfermedad fue del 87.6%. Por tanto, Sputnik V es mas eficaz que
las vacunas de AstraZeneca o Johnson & Johnson. La vacuna Sputnik V, la cual, a
diferencia de las vacunas de ARN iguaimente eficaces de Pfizer y Modema, se puede
almacenar en el refrigerador, serd de gran valor para combatir la pandemia mundial de
COVID-19 “.

Por su parte, Cecil Czerkinsky, PhD, direcior de Investigacidon del Instituto
Nacional de Salud e Investigacidn Médica (Inserm), Francia, dijo: “Los resultados
intermedios del ensayo clinico de fase 3 de la vacuna confra el COVID de vector
adenoviral Sputnik V son bastante impresionantes. Esta vacuna parece ser muy eficaz e
inmunogénica en todos los Qrupos de edad. Es ciaramente una buena noticia, ya que
esta vacuna de formulacion dual es comparativamente facil de fabricar y desplegar en
un contexto de escasezr anticipada de vacunas a nivel mundial y de problemas logisticos
en el despliegue de las vacunas recientemente autorizadas para uso de emergencia, las
cuales son sensibles a la temperatura”.

El infectdlogo argentino Omar Sued, presidente de la Sociedad de Infectdlogos

de Argentina, puntualizd, “el articulo, publicado en The Lancet, confirma los resultados
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exitosos y proporciona informacion adicional sobre la eficacia y seguridad de esta vacuna
en diferentes subgrupos. Desde el punto de vista de la salud publica, la eficacia de la
vacuna fue muy alta. El perfil de seguridad fue muy bueno. La difusién de esta
informacion es vital para informar sobre la ampliacién y el despliegue de esta vacuna en
todo el mundo “.

Alexander Gintsburg, director del instituto de Investigacidon Gamaleya de
Epidemiologia y Microbiologia, manifestd: “La publicacidn de datos revisados por pares
internacionales sobre los resultados de los ensayos clinicos del Sputnik V es un gran
éxito en la batalla global contra Ia pandemia COVID-19. La seguridad vy la alta eficacia
se demuestran por los datos cientificos sélidos presentados y felicito a todo el equipo del
Centro Nacional de Investigaciones Gamaleya por este logro monumental. Ya se han
creado varias vacunas basadas en adenovirus humanos y esta hemramienta es una de
las mas prometedoras para el desarrollo de nuevas vacunas en el futurc®.

Kirill Dmitriev, director ejecutivo del Fondo de Inversion Directa de Rusia,
comenté: “Este es un gran dia en la lucha contra la pandemia de COVID-19. Los datos
publicados por The Lancet demuestran que no solo Sputnik V es la primera vacuna
registrada del mundo, sino también una de los mejores. Protege completamente contra
COVID-19 severo segun los daios que se han compilado y revisado de forma
independiente por colegas y luego publicado en The Lancet. Sputnik V es una de las tres
Unicas vacunas en el mundo con una eficacia de mas del 80% de eficacia, pero supera
a ellos en términos de seguridad, facilidad de transporte debido a los requisitos de
almacenamiento de +2 a +8 grados y un precio mas asequible. Sputnik V es una vacuna
para toda la humanidad®.

Segin los resultados del estudio revisado por pares, la vacuna proporciona
una proteccion completa del 100% contra casos graves de la nueva infeccion por
coronavirus. Entre [os casos graves confirmados de COVID-19, 20 se registraron en el
grupo placebo, mientras que ninguno se registrd en el grupc de vacunas. Debido al
tiempo necesario para que se desarrolle [a respuesta inmune, en [a primera semana

después de la vacunacion no hubo diferencia significativa en la proteccion contra casos
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graves de COVID-19 entre los grupos de vacuna y placebo, mientras que en el periodo
de 7 a 14 dias la eficacia de la vacuna se elevé al 50%, en ¢l periodo de 14 a 21 dias al
74,1%, y al 100% a partir del dia 21, brindando una proteccién total contra los casos
graves del coronavirus.

Sputnik V es una de las {res tinicas vacunas en el mundo gue ha demostrado
eficacia de mas 90%. Se destaca entre estas vacunas gracias a una serie de ventgjas
clave, a saber; un mecanismoe de vector adenoviral humano bien estudiado y altamente
eficiente probado seguro durante décadas; el bajo costo de fa vacuna en comparacion
con otros enfoques; y menos requisitos logisticos con una temperatura de
almacenamiento de entre dos y ocho grados centigrados, lo que permite una
distribucién mas sencilla en todo el munde.

El Centro Nacional de Investigacién de Epidemiologia y Microbiologia de
Gamaleya del Ministeric de Salud de la Federacion de Rusia es uno de los centros de
investigacion mas antiguos de Rusia, gue celebrd su centenario en 1991. El foco principal
de la investigacion del ceniro son los problemas fundamentales en epidemiologia,
microbiclogia médica y molecular e inmungologia infecciosa.

Por todo lo expuesto, solicito a los Sres. Legisiadores acompanen con su voto la
presente iniciativa.
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ANEXO 1

Comparativa de vacunas

Los datos de las S WVACUNAS
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Safety and efficacy of an rAd26 and rAd5 vector-based
heterologous prime-boost COVID-19 vaccine: an interim
analysis of a randomised controlled phase 3 trial in Russia

Denis ¥ Logunov™, Inna V Dolzhikova™, Dmitry V Sheheblyakov, AmirT Tukhvatulin, Olga V Zubkova, Aling § Dzharulloeva, Arna V Kovyrshing,
Nedezhda .. Lubenets, Daria M Grousova, Alina S Erokhova, Andrei G Botikov, Fatima M izhaeva, Ofga Popova, Tatiana A Ozharovskaya,

tlias B Esmagambetov, Irina A Favorskaya, Denis | Zrelkin, Daria V Yoroning, Dmitry N Sheherbinin, Afexander § Semikhin, Yana V Simakova,
Elizaveta A Tokarskaye, Daria A Egorova, Maksim M Shmarov, Netalia A Nikitenko, Viadimir A Gushchin, Elena A Smolyarchuk,

Sergey K Zyryanov, SergeiV Borisevich, Boris S Naroditsky, Alexander |, Gintsburg, and the Gam-COVID-Vac Vaccine Trial Group

Summary

Background A heterologous recomnbinant adenovirus {rAd)-based vaccine, Gam-COVID-Vac {Sputnik V), showed a
good safety profile and induced strong humoral and cellular immune responses in participants in phase 1/2 clinical
trials. Here, we report preliminary results on the efficacy and safety of Gam-COVID-Vac from the interim znalysis of
this phase 3 trial.

Methods We did 2 rendomised, double-blind, placebo-controlled, phase 3 trial at 25 hospitals and polvclinics in
Moscow, Russia. We included participants aged at least 18 years, with negative SARS-CoV-2 PCR and IgG and
IgM tests, no infectious diseases in the 14 days before enrolment, and no other vaccinations in the 30 days before
enrolment. Participants were randomly assigned (3:1) to receive vaccine or placebo, with stratification by age group.
Investigators, participants, and all study staff were masked to group assignment. The vaccine was administered
{0-5 mL/dose) intramuscularly in a prime-boost regimen: a 21-day interval between the first dose (rAd26} and the
second dose {rAdS), both vectors carrying the gene for the full-length SARS-CoV-2 glycoprotein S. The primary
outcome was the proportion of participants with PCR-confirmed COVID-19 from day 21 after receiving the first dose.
All analyses excluded participants with protocol violations: the primary outcome was assessed in participants who had
received two doses of vaccine or placebo, serious adverse events were assessed in ali participants who had received at
least one dose at the time of database lock, and rare adverse events were assessed in all participants who had received
two doses and for whom all available data were verified in the case report form at the time of database lock. The trial
is registered at ClinicalTrials.gov (NCT04530396).

Findings Between Sept 7 and Nov 24, 2020, 21977 adults were randomly assigned toithe vaccine group (n=16501) or
the placebo group (n=5476). 19 866 received two doses of vaccine or placebo and were included in the primary outcome
analysis. From 21 days after the first dose of vaccine {the day of dose 2}, 16 {0-1%) of 14964 partcipants in the vaccine
group and 62 (1-3%} of 4902 in the placebo group were confirmed to bave COVID-19; vaccine efficacy was 91-6%
{95% CI 85-6-95-2}. Most reported adverse events were grade 1 {7485 [94-0%6] of 7966 total events). 45 (0-3%) of
16 427 participants in the vaccine group and 23 {0-4%) of 5435 participants in the placebo group had serfous adverse
events; none were considered associated with vaccination, with confirmation from the independent data monitoring
committee. Four deaths were reported during the study (three [<0-1%4] of 16 427 participants in the vaccine group and
one [<0-1%] of 5435 participants in the placebo group), none of which were considered related to the vaccine.

Interpretation This interim aralysis of the phase 3 trial of Gam-COVID-Vac showed 91- 6% efficacy against COVID-19
and was well tolerated in a large cohort.

Funding Moscow City Health Department, Russian Direct Investment Fund, Sberbarnk, and RUSAL.
Copyright © 2021 Elsevier L1d. All rights reserved.

Introduction are in clinjcal assessment (incduding 13 at phase 3)

The COVID-19 pandemic has led to more than
98 million confirmed cases and more than 2 million deaths
{at the time of publication). There are a few provisionally
Heensed vaccines against COVID-19, and global efforts
are focusing on developing safe and efficacious vaccines
for COVID-19 prevention. According to the WHO draft
landscape of COVID-19 candidate vaccines.’ 64 candidates

and 173 are in predlinical analyses. The phase 3 vacdne
candidates include a variety of vacdne platforms: vector
vacdnes (Gamaleya Natoral Research Centre for
Epidemiology and Microbiology [NRCEM; this study],
University of Oxford/AstraZeneca? CanSino Blologica
Inc/Beijing Insdtute of Biotechnology, and Janssen
Pharmaceutcal Companies), mRNA-based vaccines
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dashboard see hrtps:/fcovidlg.
who.int

For the Moscow Government
online platform see https://
W s, 1l

Researchinconted

: .jevidenéé'béfcre't L
We searched PubMed for research artu:les publl |shed up1 to
- jan 25,2021, with no language restrictions; usmg the'terms-
L SARS-CoViD" br"COVlD—lQ" accine”; “clinical trial -,:and
Mefficady” “Wefourid thrée peer-rewewed publi icati ons ava:lablc
“onthe efﬁcacy of SARS~COV-2 vaceines: Azmzzz (."\stra\Zem:ca,r
University of Oxford) a ChAdel—based vaccing with reported :
efﬁmcy of 70 4% andtwo 'rrrRNA -based vaccm' : NT162b2

_mRNA—1273 (Modema[NlAlD) wrth reported efﬁcacy :.4;1‘;/«.
We have prevrcus[y publrshed safety and rmmunogen:crty
“results of Gam-COVlD-Vac in phase 1,’2 clmrca tnals

-Added value ofthrs sl:Udy :
we report on the interim. chmcal eFﬁcacy rtsult‘;ofthe rAd26 and
rAdS vector-based COVID-19 vaccine Gam-COVIDVacina
randomised, déuble-klird placebo-contro[led riviticentre
phaseBtrzal in Mosr:ow Russ:a mcludmg 21 862 pamcrpan's

(Moderna/National Institute of Allergy and Infectous
Diseases’ and  BioNTech/Fosun  Pharma/Pfizer).
inactivated vaccines (SinoVac. Wuhan Institute of
Biological Products/Sinopharm, Beijing Institute of
Biclogical Products/Sinopharm, and Bharat Biotech), and
adjuvanted recomnbinant protein nanoparticles {Novavax).
The safety of adenoviral vector vaccines has been exten-
sively studied, and adenoviral vector-based therapeutic
drugs are used in dinical practice.”™ Adenoviral vector-
delivered antigens are known to induce both cellular and
humoral immunity after a single immunisation, allowing
their use as an emergency prophylaxs tool in a pan-
demic., Furthermore, the use of two immunisations gives
a durable and long-lasting immune response® These
characteristics make recombinant replication-deficient
adenovirus (rAd)-based vaccines suitable candidates for
the WHO target product profiles for long-term protection
of people at high risk of COVID-19 in outbreak settings
because they stimulate rapid onset of protective rnmurity.
Although adenoviral vectors might induce immune
responses against vector components and atternuate
antgen-induced responses. prime-boost heterologous
vaceination with two different vectors allows minimisaden
of this effect.™ Thus, the most effective approach for
generating a powerful and long-lasting immune respense
that does not depend on the presence of a pre-exsting
immune response to the vector is the heterologous prime-
boost vacdnation approach. We used this approach when
developing a vaccine for the prevention of COVID-19.
Gam-COVID-Vac is a combined wvector vacdine,
based on rAd type 26 (rAd26) and rAd type 5 (rAdS}—
both of which carry the gene for SARS-CoV-2 full-length
glycoprotein § (zAd26-S and rAd3-S). rAd26-S and
rAd5-$ are administered intramuscularly separately with
a 21-day interval. The phase 1/2 clinical trials of the

alys unogematy raultsof thetnal mcludrng
receptor-bmdlng domam-specnﬁc lthrtres virus neutra[nsmg
antrbodytrtres, and iFN-Y response. The heterologous prime- 7
boost regimen of acc Tnation provxdes robust humoratand -
cellu!ar:mmune responses, with 91-6% (3 5% [« 8% 6-95: 2)

2 cy-agarnst COVID-19: Thevaccme is stored and distributed

{ at=18°C; but stomge at 28 a favourable temperature profile -

o orglobal d;stnbutron has also been approved bythe erustry of :
'Hea!th of the Russ:an Federat:on 5
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T system-mde approach to stoppmg the COVID-lg pandemrc =
! requires the introduction of different vaccines based on

e - differerr ineichanising of actian to cover diverse'gleBal health
_demands wath ‘cost-effective and reglon-taalored methods.
" urvdccing, along with other SARS-CoV-2 vacéines, helps to

. diversify the world SARS-Cov:2 vaccine pipeline.

vaccine were completed in August, 20202 The results
showed that the vaccine was well tolerated and highly
immunogenic in healthy participants. As a result, the
vaccine candidate was provisionally approved in Russia
according to naticnal legislation. Such registration allows
the vaceine to be used in high-risk groups, with enhanced
pharmacovigilance, while a post-marketing efficacy study
is conducted. Herz, we present preliminary efficacy and
safety results of a phase 3 multicentre study using
Gam-COVID-Vac in adults, with subanalysis of adults
older than 60 years.

Methods

Study design and participants

This is a randomised, double-blind, placebo-controlled,
multicentre, phase 3 tial to assess efficacy, imrnumo-
genicity, and safety of the Gam-COVID-Vac combined
vector vacdne against SARS-CoV-2-induced COVID-19 in
adults, done at 25 hospitals and polyclinics in Moscow,
Russia (appendix pp 14-15). Only sites accredited by the
Ministry of Health of the Russian Federation for the
conduct of clinical research were approved for participation.
The trial protocol was reviewed and approved by appropriate
competent authorities, including the Departmnent of State
Regulation for Circulation of Medicines of the Ministry of
Health of the Russian Federation (approval number 450
from Aug 25, 2020), Moscow City Independent Ethics
Cemmittee, and independent local ethics committees of
clinical sites.

The study used recruitment strategies that included use
of the online platform of the Moscow Government and
its call centres, community outreach, and recruitmernt
efforts by approved clinical sites to achieve a high level of
participation in the study. The study involved everyone
who signed informed consent and passed screening.

wwnw.thelancet.com Published onlite February 2, 2021 hrtps://doiory/10.1026/50140-56736(21)00234-8
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Eligibility criteria were age 18 years or older
negative HIV, hepatids B and C, and syphilis test results;
negative anti-SARS-CoV-2 IgM and [gG antibody and
SARS-CoV-2 PCR tests; no history of COVID-19: no
contact with anyone with COVID-19 in the preceding
14 days; consent to use effective contraceptive methods;
negative urine pregnancy test (for women of child-
bearing potential); negative drug and alcohol tests at
screening visit; no history of vacdne-induced reactions;
and no acute infectious or respiratory disease in the
14 days before enrolment.

Exclusion criteria were any vaccination in the 30 days
before enrolment; steroids or immunoglobuling in the
30 days before enrolment; immunosuppression in the
3 months before enrolment; pregnancy or breastfeeding;
acute coronary syndrome or stroke in the year before
enrolment; tuberculosis or chromic systemic infections;
allergy or hypersensitivity to the drug or components;
neoplasms; blocd donation in the 2 months before
enrolment; splenectomy; neutropenia, agranulocyosis,
significant blood loss, severe amaemia, or immuno-
deficiency in the 6 months before enrolment; active form of
a disease caused by HIV, syphilis, or hepatitis B or G
anorexia or protein deficiency; large tattoos at the injection
site; history of alcohol or drug addiction; participation
in any other dinical wial; study cente swmff or other
employees directly invelved in the trial or their families;
or any other conditior deemed a preblem by the study
physician. All parficipants provided signed informed
consent to be induded in the database for study
participation.

Randomisation and masking

Enrolled participants were divided into five age swata
{18-30 years, 3140 years, 41-50 years, 51-60 years, and
>60 years) and were assigned to two study groups using
stratified (block size 4) interactive web response system
{IWRS) randomisation in a ratio of 3:1 to the vacdne
group or the placebo group. Study participants were
assigned unique randomisation nurmbers that remained
unchanged throughout the study. The statistican
generated 2 sequence, according to which the drug was
labelled. The drug and placebo were outwardly indistin-
guishable (packaging, label, and content). Investigators,
particdpants, and all study staff were masked to group
assignment.

Procedures

All participants who consented to participate attended a
sereening visit for physical examination, checks of vital
signs (eg, blood pressure, heart rate, and temperature).
and blood tests for infections (HIV, hepatiis B and C,
and syphilis} and collecton of baseline immunogenicity
characteristics. Urine tests for drugs and alcohol were
done in all volunteers and pregnancy tests were done in
women. PCR SARS-CoV-2 swab tests were also done at
screening by the central laboratory in Moscow to exclude

participants with COVID-19. At screening, information
on the presence of concomitant diseases and SARS-CoV-2
infection risk group was entered into the case report
forms of the participants. High risk denotes those whose
work involves interaction with patients with a confirmed
diagnosis of COVID-19; medium risk is those who have
professional contact with a large number of people,
such as general practidoners, social workers, and shop
assistants; and general risk denotes those with no
additional risks associated with their professional act-
vities, Intended duration of participation of individuals
in the trial was 180 days after the first dose of the vaccine
or placebo. One screening visit and five on-site visits to a
clinical site over the course of the trial were planned.

The vaccine comprises two vector components, rAd26-S
and rAdS-S. A full dose of the vaccine was 1011 viral
particles per dose for each recombinant adenovirus;
0:5 ml/dose for intramuscular injection, The placebo
consists of the vaccine buffer composition. but without
the recombinant adenoviruses, made up to egual the
vaccine volume. Vacdne and placebo were developed,
manufactured, and stored by Garnaleya NRCEM (Moscow,
Russia) according to Good Manufacturing Practices. The
vaccine and placebo were used in liquid form (frozen).
The compositions of the vaccine and placebo are described
in the appendix (p 1). The vaccine (first dose rAd26, second
dose rAdS) or placebo were administered intramuscularly
into the deltoid muscle with a 21-day interval between
doses.

Subsequent observation visits were planned for day 28
(2 days), day 42 {x2 days), and day 180 {14 days).
During the observation visits, vital signs were assessed
in all trial participants and changes in the participants’
condition and wellbeing compared with the previous
visit were recorded. A PCR test was done in combination
with the clinical examination on the day of the second
dose (day 21) for the diagnoesis of symptomatic and
asymptomatic COVID-19 cases. In the presence of
clinical signs of respiratory infection and a positive
PCR test, the participant would not be vaccinated with
the second dose and was referred to medical staff for
reatment of COVID-19. Participants without signs of
respiratory infection were vaccinated before PCR results
were recelved. In the case of a positive PCR test result,
participants were classified as asymptomatic and were
not counted as COVID-19 cases in the efficacy analysis,
according to protocel. During the tral, apart from the
screening visit and day of the second dose, no additional

~PCR tests were done, except when COVID-19 symnptomns

were reported by participants.

The sponsor arranged some additional observation
visits remotely a5 telemedicine consultations. Unsched-
uled telemedicine consultations were encouraged for
complaints or questions from participants about study
procedures. All participants were given study team
contacts at signing of informed consent and were
instructed to contact the team on an as-needed basis, but
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For the DM 365 MainEDC systern
see https://datamanagement365.
com/fservices/

primarily to report any signs or symptoms that could
be indicative of an adverse event. All participants were
also offered electronic diaries to be installed on their
smartphone devices to monitor their health status.
Information from those participants who chose not to
use e-diaries was collected by site staff via teleconsultation
technology. Data collected from these telemedicine
consultations were entered by the site investigators
directly into the participant’s medical record,

A city-wide electronic health record (EHR) platform-——
the Unified Medical Information and Analytical Systerm
{UMIAS) is in place in Moscow. The UMIAS EHR is a

| 35963 indlvidyals screened 1

—-bi 13986 not eligible or notyet randomised

h 4

‘ 21977 randemised I

|

y

¥

recoved first dose

16501 assigned to vaccine group and

5476 assigned to placebe group and
received first dose

—
vagene

9 skipped visits

74 excluded because of protocal violation
17 vagcing administration error
18 did not mevt eligibility criteria
2 received influenza and hopatitis B

28 ervor in the date of second dose

41 excluded because of protoce! violation
8 vaccine administration error
13 did not meet alighbility criteria
1 received influenza vaccine
15 error in the date of second dose
4 skipped visits

¥

h 4

analysis

16427 included in serious adverse events

5435 included in serigus adverse svents
analysis

—h‘ 1463 had not yet recaived second dose ‘

—h{ 533 had notyet received second dose

hd

hd

analysis

14964 received second dese and were
included in primary outcome

4902 received second dose and were
included in primary outcome analysis

report form™

5706 no data verification in their case

1864 no dxta verification in their case report
form~

h

9252 included in gener safaty analysis I

B33 inclyded in general safety analysis

¥

v

Irenunogenicity analyses

analysis

24z included in recoptor-hinding
domain-specific igG analysis
72 included in neutralising antibodies

44 Included in IFN-y analysis

Immuncgenicity analyses
114 included in receptor-binding
domain-specific 1gG analysis
28 ingluded in neutralising antibodies
analysis
14 included 1n iFN<y analysis

Frgure 1: Tral profile

At the time the database was locked, the data on adverse events in the case report form had not yet been verified
inthese participants; the data verification procedure can be done with a slight delay, thus, participants whose data
were not verifiad were not included in this analysis.

controiled electronic medical record used by all
Moscow health-care institutions for care provision to
Moscow residents. EHRs of the trial participants were
updated to indicate their participation in the trial and
were used as a source for electronic data capture
and’ source data verification by contract research
organisation monitors. In addition to protocol-defined
visits and teleconsultations, principal investigators
and study teams were able to track patient status
threugh this city-wide EHR platform, including
possible hospital admission and use of ambulatory
services. Electronic diaries from participants whe
agreed 1o use e-diaries were also integrated within the
UMIAS EHR. For those participants who chose not to
use e-diaries, data on participant status were collected
by site staff via teleconsultations and entered into the
EHR by site investigators. All adverse events were
followed up by a clinical investigator until resolution
and were reviewed by the data safety and monitoring
beard and verified by the wial monitor. When COVID-19
was suspected, participants were assessed according to
COVID-19 diagnostic protocols, including PCR testing
at a central laboratory in Moscow. Severity of disease
was established upon confirmaton of the COVID-19
diagnosis by site investigators. A description of the
assessment criteria for severity of COVID-19 is in the
appendix (p 2).

The study was organised and monitored by the Moscow
branch of the Dutch conmtract research organisation
Crocus Medical. Data management is done through the
DM 365 MainEDC systern  {developed by Data
Management 363}, a powerful doud-based platform
integrated to comprise the functions of data collection,
advanced randomisation techniques, full control over drug
supply and dispensing, and patient e-diaries (electronic
datz capture, IWRS, drug supply, and electronic patient-
reported outcomes). The system complies with all
applicable international regulations, including Code of
Federal Regulations Title 21 Part 11, Good Clinical Practice,
Good Autornated Manufacturing Practice 5, Health
Insurance Portability and Accountability, and General Data
Protection Regulation. The system allows collection and
validation of clinjcal data in high-load clinical trals and
supports central monitoring and risk-based meonitoring
processes, automated coding with the Medical Dictionary
for ' Regulatory Activities (MedDRA), WHODrug, and
Logical Observation Identifiers Names and Codes, and
instant mapping of the exported dam to the standard
Clinical Data Interchange Standards Consortium Study
Data Tabulation Model.

Blood sampling was done on the day of vaccination
immediately before study drug administration. Blood
sampling for assessment of immunogenicity parameters
was only done in some study centres, selected on the
basis of the logistics chain for the delivery of biomaterial
to the central laboratory where primary blood processing
was done (sera collection, aliquoting, and freezing).
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Blood samples for antigen-specific [gG analysis are
planned to be taken from up to 9520 tial participants
before completion of the trial

Immunogenidty was analysed as described previcusly.”
In brief, antigen-specific hurnoral immune response was
analysed on the day of first vaccination and day 42. The
titre of glycoprotein-specific antibodies in serum was
ascertained by ELISA. To test ant-SARS-CoV-2 IgG,
we used an ELISA that was developed at Gamzleya
NRCEM and registered for clinical use in Russia
(P3H 2020/10393 2020-05-18). The ELISA measures
[gGs specific to the receptor-binding domain (RBD) of
SARS-CoV-2 glycoprotein 8. The ttre of neutralising
antibodies was measured on the day of first vaccina-
ton and day 42 by microneutralisation assay using
SARS-CoV-2  (hCoV-19/Russia/Moscow_PMVL-1/2020)
in a 96-well plate and a 50% tissue culture infective dose
(TCID,,) of 100. The seroconversion rate was calculated
as a four-fold increase in e at 42 days compared with
the day before first vaccination. Cell-mediated immune
response was measured on the day of first vaccinaton
and day 28 by quantification of IFN-y. secretion upon
antigen restimulation in peripheral blood mononuclear
cell culture.

Outcomes

The primary outcome was the proportion of participants
with COVID-19 confirmed by PCR from day 21 after
receiving the first dose. The secondary oulcomes were
severity of COVID-19; changes in antibody levels against
SARS-CoV-2 glycoprotein S; proportion of participants
with antibodies against SARS-CoV-2 N-protein; changes
in SARS-CoV-2 neutralising antibody titres (increase of
titres); changes In antigen-specific cellular immunity
level (increase of cell-mediated immune response to
antigen); and incidence and severity of adverse events.
Serious adverse events were diagnosed on the basis of the
event requiring hospital admission. Here, we report
preliminary results on the primary outcome measure,
incidence and severity of adverse events, immunogenidity,
and safety.

Statistical analysis

In thig imerim analysis, we present efficacy data at the
point of confirmation of 78 COVID-19 cases in par-
ticipants after receiving the second dose, as stipulated by
the pretocol.

In this study, the primary endpoint is the proportion
of participants without COVID-19 confirmed by
laboratory tests during the study. The frequency of
COVID-19 in the general population, and thus the
expected frequency in our placebo group, is 20 people
per 1000 or 2-0%. The study aims to show that the
proportion of participants with COVID-19 will be at
least a third lower in the intervention group than the
control group {odds ratio JOR] for the null hypothe-
sis of 0-67)—ie, the upper limit of the 95% CI for the

OR should net exceed 0-67 The expected value of
the effect is about 0-500 (OR for the alternative
hypothesis of §-500). With a planned study population
of 40000 participants and randomisation 3:1 vaccing to
placebe, the study power will be 859, with a unilateral
statistical significance level of 0-025.

The study protocol did not originally prespecify a target
number of events in this trial. However, because of the
increase in the incidence of COVID-19 in Russia, changes
were made to the clinical trial protocol on Nov 5, 2020,
including an interim anzlysis to preliminarily calculate
the vaccine efficacy and to establish ethical appropriate-
ness of further inclusion of the placebo group in the trial
in the context of a growing pandemic if the vaccine is
effective. Three interimn analyses were completed
when 20, 39, and 78 documented cases of COVID-19 had
occurred across both groups combined. Our original
conservative estimate of efficacy was 509%. If the efficacy
was at least 70%, then a statistically significant difference
between the groups would be detected when at least
20 events were reached across the two groups. If efficacy
was 65%, then the number of cases required would be 39.
60% efficacy would be’ statistically significant when
78 cases had been reported.

:'?tac'eborne‘;soz) .

Congomitant discases (d:abctes hypertension, ischaemic
heart disease, obesity)t

' Risk of mfectaon in vo!unteersf‘
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The OR and 95% CI were calculated according to
previously described methods.” The primary endpomt
was calculated using the following formular vaccine
efficacy (%)=(1-0R) %100, where the OR is as follows:

_/b
C¢/d

_axd
bxc

where a is the number of vaccinated participants with
COVID-19, b is the number of vaccinated participants
without COVID-19, ¢ is the number of unvaccinated
participants with COVID-19, and d is the number of
unvaccinated participants without COVID-19.

ORs and 95% Cls were obtained by the Baptista-Pike
method, p values were obtained by 42 test or Fisher’s exact
test (if the expected frequency in any cell is <5). Cumulative
incidence is presentad using the Kaplan-Meier method.

In the safety analysis, adverse events were coded using
MedDRA, version 23.0. Adverse events were presented
by group, systern organ and class, and preferred term.
Normality of the data distribution was assessed with the
d’Agostino-Pearson test in the analysis of quantitative
data (immunogenicity analyses). [n the analysis of
immunogenicity (analysis of parametric datz) in the
case when two groups of data were compared, the
Mann-Whitney U test was used (eg, the vaccine group vs
placebo group or men vs women) for unpaired samples
and the Wilcoxon signed rank test for paired samples
{eg, cellular response data on days before and after
vaccination). When comparing several groups of data

Total 'Vac'r'.irie"group B P[a(ebo group Vacc:r.e'e'FﬁEaicy R pi(alué : : 4
R [ Cases ; Lo : (95% ay: T
F'rstCOV!D-IS aecurrense from 21daysaﬂcrdose1(dayofdose 2)' R RS :
Querall 78 16/14964(0-1%)  62/4902 [1.3%) 91-6% (85-6-95-2) <0-G001
Age group {years)
18-30 5 171596 {0-1%) 41521 (0-8%) 91-9% (51-2~99-3) 0-0146
3140 7 4/3848 (0:1%)  13/1259(10%)  90-0% (711-96°5) <0-0001
41-50 19 4/4399(0-1%)  15/1443(1.0%)  913%(72.7-96-G)  <0-0001
5160 27 53510 (0-1%) 22/1146 (1-9%) 927% (281.1-57-0) <0-0001
>60 10 241611 (0-1%) 8/533 (1-5%) 91-8% (671-98-3) 0-0004.
Sex
Fermale 32 9/5821 (62%)  23/1887 (12%)  875%(73-4-94-2)  <0-0001
Male 45 7/9143(01%)  39/3015 (13%)  94-2% (§7-2-97.4) <0-0001
Modarate or severe 20 0f14964 20f4902(0-4%)  100% (94-4~100-0) <0-0001
cases
First COVID-18 occurrence after dose 1t i P i
Anytimeafterdose1l 175 79/16 427 (0 5o} 96/5435 (1-8%) 731% (63-7-80-1) <0-0001 -
From 14 days after 100 30/14399 (0-2%) 79/4950(16%) 27-6%(811-91.8)  <0-0001
dose 1
' _F?rsthVlD-lg occurrence after dose 2 (28 days afterdose 1)° O S PP EL
All 60 13/14094 {0-1%)  47/4601(1- 0%} 91-1% (83-3-95-1) <0-0001
Data are nfN (%), unless otierwise statdd, 'indud(ﬁthosc who raceiveet both dos@s. ‘Hneludes pamcxpum who e
recewed atieastone dcse . :
Table 2- Interim results onvacdine efﬁcacy .

{eg, age strata), the Kruskal-Wallis test was used. To
compare the frequency indicators between groups, the
¥2 test and, if necessary, Fisher's exact test were used (if
the expected frequency in any of the cells was <5).

The prirmary outcome analysis included all participants
whe had received at least two doses at the time of
database lock and followed protocol without violations.
The znalysis of serious adverse events included all
participants whe had received at least one dose at the
time of database lock and followed protocol without
viclations. The safety analysis (including rare adverse
events}) incuded all participants who had received
two doses and for whom all available data were verified in
the case report form at the time of database lock. The
statistical analysis was done using Stata, version 14, and
GraphPad Prism, version 9.0, This trial is registered with
ClinicalTrials.gov (INCT04530396).

Role of the funding source
The funder had no role in study deswn data collection,
data analysis, data interpretation, or writing of the report.

Results

Between Sept 7 and Nov 24, 2020, 21977 adults were
eligible and randomly assigned to receive placebo (n=5476)
or vaccine {n=16 507; figure 1).

The first database lock was on Nov 18, 2020, when
20 cases of COVID-1% had been reported. The interim
safety analysis (analysis of rare adverse events) was done
with data up to the first database lock. Since there was an
increase in COVID-19 incidence in Moscow during
November, the second database lock was done on
Nov 24, 2020, when 78 COVID-19 cases had been
reported. Datz for the interim efficacy analysis and
serious adverse events analysis are presented up to the
second database lock.

74 partidipants from the vaccine group and 41 from the
placebo group were excluded from analyses (figure 1).
This preliminary analysis included 16427 participants in
the vaccine group and 5435 in the placebo group, who
received at least one dose and continued participation in
the trial. 14964 in the vaccine group and 4902 in the
placebo group had received two doses at the time of
database lock (Nov 24, 2020} and were included in the
primary outcome analysis (table 1). Median time from
participants receiving the first dose to the date of database
lock was 48 days {IQR 39-58). Among the participants
who received two doses. the mean age was 45-3 years
(ST 12-0) in the vzcane group and 45-3 years (SD 11-9) in
the: placebo group; the distibuton by sex (p=0.619),
incidence of concomitant diseases (p=0-420), and infection
risk {p=0-831) were similar between the two groups {table 1),

From 21 days after the first dose of vaccine (the day of
dose 2}, 16 COVID-19 cases were confinmed in the
vaccine group {(of 14964 participants; 0-196) and 62 cases
were confirmed in the placebe group {of 4902 partici-
pants; 1-3%); vaccine efficacy was 91-6% (95% CI
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85.6-95-2; table 2). The observed vaccine efficacy was 20— vactine
greater than 87% in all age and sex subgroups. Notably, —— Placebo
vaccine efficacy was 91-8% (67-1-98-3) in participants
older than 60 years. There were no cases (vaccine group)
and 20 cases (placebo group) of moderate or severe
COVID-19 confirmed at least 21 days after dose 1; thus, ¥4
vaccine efficacy against moderate or severe COVID-19 L
0.5 -

was 100% {94-4-100-0). From 15 to 21 days after the first .
dose, efficacy was 73-6% (p=0-048), then from day 21, j/,——/“
efficacy was 100% (p<0-0001; appendix p 11). a

1.5 -

Participantsiwith
confirmed COVID-1G {5:}

. . 0 10 20 30 40 50 60 70 80
97 confirmed cases of COVID-19 (63 in the vaccine Time since frstdose (days)
group and 34 in the placebe group) are not reflected in (ourberof Cg\‘;gf’:;g:;‘}‘
the analysis of the primary endpoint because they Vaedne 16427 15338 15717 14683 10970 6636 334 398
occurred fewer than 21 days after dose 1 (ie, before dose 2; s 5(93)S (25) s(gi}S igg)s 3(;21 % (7'?)6 {79)
. . . laceba 54 G121 2 2223 110 133
table 2, fAgure 2). Estimated vaccine efficacy against ©  aw e Gy um 60 ) @36)

confirmed COVID-19 occurring at any time after dose 3
was 73-1% (95% CI 63.7 -20-1). Notably, in the vaccine Figum:zi Kapla.n-_MeEercumulatiye incidence:urvesforﬂ-:eﬁr.st-;ymptomati:, PCR-positive COVID-19 after
group, most cases of COVID-19 occurred before dose 2. dose 1, in participants who received at least one dose of vaccine or placebo

Rates of disease onset were similar for the vaccine and
placebo groups until about 16-18 days after dose 1, after
which, early onset of protection led to the number of

cases in the vaccine group increasing much more slowly Sty 30 1o 10 ven 5
than in the placebo group (figure 2). o 2048000 T yeors iSOy Siboyers 80 years

The interim immunogenicity analysis incuded @ £ Kﬁigg: A T R A R -
samples transferred from the central laboratory that were fg 25600 - e e e e b em e e
collected before Nov 30, 2020, and showed that the | 5 %7 . = =
vacdne induces an immune response in participants. £ 3300
Before first vaccination, no RBD-specfic antibodies (of | 5 6004
456 participants tested) or virus-neutralising antibodies | % igﬁ:
(of 100 participants tested) were detected in the blood | 5 200
serum of particdipants. In the analysis of humoral | & 377
immune response, serum samples of 456 partidpants | ¥ 25 .
(342 from the vaccine group and 114 from the p]acebo Female  Made chalerMalc FerrmieE Male  Female Male Female Male  Overall Qverall
group) were analysed for the presence of antibodies (n=14) (ne14) (n=35} (n=44) (n=45) (n=47) (n=30) (n=4S) (n=26} (n=29) placebo vaceine
spedfic to the receptor-binding dornain of SARS-CoV-2 - 4 group  graup
gfycoprotein S 42 days Eromgthe start of vaccination vaccine groub (nend] {p=342)
{fgure 3A). In the vaccine group, RBD-specific 1gG was B
detected in. 336 (98%) of 342 samples, with a geometric £40:0+
mean titre (GMT} of 8996 (95% CI 7610-10435), and a 004 . " ] I .
seroconversion rate of 98-25%. In the placebo group, . 1 : :
RBD-specific IgG was detected in 17 (15%) of 114 samples, | = 1660 = = " S I
with a GMT of 3¢- 55 (20-18—46.26), and a seroconversion | 3 g0 =
rate of 14-919% (p<0-0001 vs the vaccine group). When | & 4097
comparing the level of RBD-specific antibodies between | £ 2007
age strata, we noted that the age 18-30 years group | £ 1004
{combined male and female) had a significanty higher | % 56
GMT than the other age groups {p=0-0065). There were 25+
no differences between the other age groups {p=0-343). : st : : . A
Antlbod'y levels did not differ sig—niﬁcantly between 18-20 31-48 41-50 51-50 *B0 Overalt Ove@ll Female Male

L. YOS years years years years olacebo  vaccine  {n=28)  (n=49)

men {n=179) and women (n=159; p=0.258). Descriptive (=7}  (n=15); (=22} (=21} (A7) group  group
statistics by age stratum and sex are in the appendix (p 3). - S 28 (ne7R) S |

To assess the induction of a humoral immune | Vacdnegrove vacdne groun

response, serum samples from 100 participants were  Figure3: Humoral immune response
analysed for the presence of neutralising antibodies on W Receptor-binding domain-specific anthodies on day 42, as measured by ELISA, in participants administered with

day 42 after first vaccdnation (ficure 3B); the CMT of vaccing, by age group and overall, or placebo overall. (8) Nevtralising antibodies on day 42, as measured by
g }

nevtralisation assay with 100TCID.; in participants administered with vaccine or placebo. Data are divided by age
‘. . . o ;
neutralising antbodies was 44.3 (959 CI 31 8—62_' 2} straza and by sex, Data of the overal] vaccine group and placebo group are also presented. Dots show individual
and the seroconversion level was 95.83% in the vaccine  datapoints, bars show geometsc mean titres, and whiskers show 95% C. TCID,,=50% tissue culture Infective dose.
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Peripheral blood monenuciear cells

Figure 4: IFN<y response ta SARS-CaV-2 glycoprotein § of peripherai blood
mononudiear cells of participants who received two doses of vaceine (n=44)
or placebo {n=14)

Dots show individual datapoints of intact (unstimulated) cells and cells stimulated
with SARS-CoV-2 glycoprotein S {antigen stimulated). Horizontal lines show
median values, whiskers show §5% Cl. The threshold of detection (<2 pg/mL}is
indicated with the grey shaded area, The grey lines connecting dots between
unstimulated and antigen-stimulated cells show changes in IFN-y response in
some representative individuals, "p«<0-0001 for day 28 antigen-stimulated cells
versus day 1 antigen-stimulated cells, in the vaccine group.

group. GMT in the placebo group was 1-6 (1-12-2-19)
and the seroconversion rate was 7-14%5, which was
significantly lower than that in the vaccine group
(p<0-0001). lLevels of neutralising antibodies were
similar between age strata (p=0-222) and between men
and women (p=0-639). Descriptive statistics by age
stratum and sex are in the appendix (p 3).

Cellular immune rtespense in participants was
characterised by secretion of [FN-y of peripheral blood
mononuclear cells upon SARS-CoV-2 glycoprotein S
restimulation in culture. To assess cellular immune
response, serum samples from 58 participants (44 from
the vaccine group and 14 from the placebo group) were
analysed. By day 28 after first vaccination. all partic-
pants in the vaccine group had significantly higher
levels of IFN-y secretion upon antigen restimulation
{median 32-77 pg/mL [IQR 13-94-50.76]} compared
with the day of administration of the first dose {figure 4).
Descriptive statistics for IFN-y immune responses are
in the appendix (p 4}.

The general safety and rare adverse event analyses
incuded 12296 partidpants whao received both doses up to
the database lock on Nov 18, 2020. The most commen
adverse events were flu-like illness, injection site reactions,
headache, and asthenia. Most of the reported adverse
events (7485 [94-0%] of 7966) were grade 1, 451 were
grade 2 (5-66%) and 30 were grade 3 (0-38%). 122 rare
adverse events were reported in the study (91in the vaccine
group and 31 in the placebo group; zppendix pp 8-9).

The analysis of serious adverse events induded
21862 participants who received at least one dose {of
whom 19866 received two doses) up to database lock

on Nov 24, 2020. 70 episodes of serious adverse events,
considered not related to COVID-19, were recorded in
68 participants: in 45 {0- 3%} of 16427 particpants from the
vaccine group and 23 (0-4%6) of 5435 participants from the
placebe group (appendix pp 5-7). None of the sericus
adverse events were considered associated with vaccina-
ton, as confirmed by the independent data monitoring
comumittee {IDMC).

Because there were few serious adverse events, it was
possible to process and verify the serious adverse events
data up to the second database lock; however, full adverse
events data, which has not yet been processed, will be
provided in a later publication to avoid discrepancies
with the final report after full data processing is complete.

During the study four deaths were recorded:
three {<0-1%) of 16427 participants in the vaccine group
and one (<0-1%) of 5435 participants in the placebo
group. No vaccine-related deaths were reported. In the
vaccine group. one death was associated with fracture of
the thoracic vertebra and the other two were associated
with COVID-19 (one patient with a severe cardiovascular
background who developed symptorns on day 4 after first
dose and one patient with a background of endoct-
nological comorbidities who developed symptoms on
day:5 after first dose; appendix p 12). Based on the
incubation peried of the disease, both particdipants were
deemed to be already infected before being included in
the istudy, despite a negative PCR test. In the placebo
group, the death was associated with haemorrhagic
stroke.

The study included 2144 participants older than
60 years (1611 in the vaccine group and 533 in the
placebo group). The mean age in this subgroup was
65-7 years (SD 4-5) in the vaccine group and
65-3 years (4.3} in the placebo group (appendix p 10).
The maxiraum ages of the participants were 87 years in
the vaccine group and 84 years in the placebe group.
Proportions of participants by sex (p=0-378), incidence
of concomitant diseases (p=0.774}, and risk of infec-
ton (p=0-090) were similar between the vacdne and
placebo groups. The vaccine was well tolerated in these
participants. 1369 participants older than 60 years
(who received two doses and for whorn data in the case
report form was verified at the tme of database lock
[Nov 18, 2020]) were included in the safety analysis. The
most coramon adverse events were flulike illness
in 156 (15:2%) and local reaction in 56 (5-4%) of
1029 particdipants in the vaccine group and 30 (8-8%)
and four (1-29%) of 340 participants in the placebo group
{appendix p 11), There were three episodes of adverse
events of grade 3 or worse, considered not associated
with vaccinaton: an exacerbation of urolithiasis and
acute sinusitis in the vaccine group and a flu-like illness
in the placebo group. All these adverse events were
resolved. In the participants older than 60 years, there
were three serious adverse events reported in the
vaccine group: renal colic and deep vein thrombosis
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{both associated with pre-existing comorbidities) and
extremity abscess (due to physical injury and subsequent
infection of the wound surface of the soft tissues of the
finger). No assoclation was found between serious
adverse events and vaccine administration.

Discussion

Our interim results of the phase 3 Gam-COVID-Vic trial
show that the vaccine is 91-6% (95% CI 85-6-95.2)
efficacious against COVID-19 (from day 21 after first
dose, the day of receiving second dose). Qur results also
showed that the vaccine was 100% (95% CI 94.4-100)
efficacious against severe COVID-19, although this
was a secondary outcome so the results are preliminary.
The vaccine was well tolerated, with 45 (0.3%) of
16427 participants in the vaccine group reporting
serious adverse events, all of which were considered
not related to the vaccine. According to the study
design, the starting point for counting COVID-19 cases
for estimation of vaccine efficacy was 21 days after
dose 1 (day of dose 2 administration}. Although the
study was not designed to assess the efficacy of a single-
dose regimen, our early starting point aliows us to
observe a possible partial protective effect of a2 single
dose. The curnulative COVID-19 incidence curves of
COVID-19 cases among the placebo and vaccine groups
begin to diverge 16~18 days after the first immunisation,
showing early onset of a partially protective effect after
a single~-dose immunisation; however, the study design
does not allow us to draw conclusions from these
observations.

The vaccine induced robust humoral {n=342) and
cellular (n=44) immune responses in all age strata.
Notably, there were a few non-responders in the vaccine
group (six of 342), pessibly due to immunosenescence in
older people, individual characteristics of the formation
of an immune response, or concomnitant immunclogical
disorders.

17 (15%) of 114 participants in the placebo group had
RBD-specific antibodies on day 42, probably associated
with asymptomatic COVID-19; however, none of these
participants were SARS-CoV-2 PCR positive, nor did they
report the onset of respiratory symptomns in the electronic
diary or when interviewed as part of the telemedicine
follow-up.

Given the importance of protecting populations at risk
because of older age, we assessed the ability of the vaccine
to induce an immune response and protect against
COVID-19 in individuals older than 60 years. Qur results
show that the two-component vaccne Gam-COVID-Vac
was able to induce a virus-neutralising humeoral response
in participants older than 60 years. Furthermore, vaccine
efficacy in this group of participants did not differ signifi-
cantly from the efficacy of the age 18-60 yzars group.

The limitations of the interim analysis of efficacy
include the small sample sizes within age stzata. Further
data collection will allow for clarification of efficacy data

within age groups. Furthermore, COVID-19 cases were
detected through self report of symptoms by participants,
followed by a PCR test, so only symptomatic cases of
COVID-19 are included in the efficacy analyses.

Initially, we developed 2 vaccine in two forms: Liquid
(which is stored at -18°C} and freeze dried (which is
stored at 2-8°C). In this study, we studied the liquid
form of the veccine that requires storage at -18°C.
Storage at 2-8°C, a favourable temperature profile for
global distribution, has been approved by the Ministry
of Health of the Russizr Federation.

We previously reported on the local and systemic
post-vaccine adverse reactions of the Gam-COVID-Vac
vaccine in a small sample of participants.” In this
interim analysis, we report sericus adverse events in
more than 21000 participants (of whom more than
16 000 received the vaccine).

70 episodes of serfous adverse events were recorded in
68 participants across the two groups; none of these
events were considered related to the vaccine. During the
study, four deaths were recorded: three in the vacdne
group and one in the placebo group. None were
considered related to the vaccine, with confirmation by
the IDMC. No postvaccination adverse events were
reported in any of these participants after vaccnation.

The two COVID-19-related deaths were due to pre-
existing cardiovascular and endocrinological conditions
exacerbated by COVID-19, Taking into account the length
of the incubation period described by WHO and the
Centers for Disease Control and Prevention (CDC)*
these two partcipants were probably already infected
with SARS-CoV-2 at the time of randomisation and
vaccination. On the basis of WHC and CDC guidelines
and review of the underlying clinical data, the [DMC
confirmed that participants were infected and disease
had progressed before any immunity from the vaccine
developed. A detailed description of the condifion of
participarts with COVID-19 i3 in the appendix {p 12).
Ameong the seven participants assigned to the placebo
group who were confirmed to have COVID-19 within the
first 7 days after the first dose, there were no comorbid
conditions, in contrast to the vaccine group, in which
there were three participants with a comerbidity among
25 who were confirmed to have COVID-19 within the
first 7 days.

In summary, both COVID-19-related deaths have
several principal points to be considered. First, despite
the negative PCR test at screening and absence of
increased temperature at the time of first vaccine dose
administration, the onset of the first COVID-19 symptoms
(4~5 days after Arst dose, similar to the average COVID-19
incubation period) testifies that participants had been
infected with SARS-CoV-2 before or near the vaccinaton
day, which was additionally confirmed by the IDMC, on
the basis of WHO and CDC guidelines and review
of underlying clinical data. Second, beth participants
self-administered non-steroidal anti-inflammatory drugs
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without informing clinicians, which interfered with
diagnosis and receipt of medical help upon hospital
admission. Third, because of limited diagnostics at
screening (limitations of medical examination and testing
and patient unaware of comorbidites) each participant
had comorbidities that were only known after hospital
admission. Particdipants who have not developed protec-
Hve mrunity to SARS-CoV-2 fie, were infected before
vaccination or early after vaccination) showed the natural
clinical course of COVID-19. We did another analysis of
the severity of the course of COVID-19 in the two groups,
which showed that in the first 2 weeks after the first dose,
there was no significant difference in the severity of the
course of COVID-19 between the vaccine and placebo
groups. From 15 to 21 days after the first dose, efficacy
was 73-6% (p=0-048), then from day 21, efficacy was
100% (p<0-0001; appendix p 11). Therefore, in this study.
the efficacy analysis was dene 21 days after the first dose,
because by that time, the immune response is formed.

Currently, scrupwious monitoring continues, in
particular for cases of COVID-19. All safety data will be
provided to the regulator for analysis.

In this interim analysis, we have not been able to
assess duration of protection; median follow-up time
was 48 days after first dose. Although the study enrolled
participants with comorbidities, not all risk groups are
represented. There is a need to further investigate the
vaccine in adolescents and children under Pediatric
Investigational Plans, as well as pregnant and lactating
women. Most participants in our trial were white, so we
welcome further investigation in a more diverse cohort.

Interim results on efficacy have been announced
for several vaccine candidates against SARS-CoV-2.
The safety and efficacy study of the ChAdOx1 nCoV-19
vaccne (AZD1222} provides an analysis of data from
four randomised controlled trials in Brazil, South Africa,
and the UK 11636 participants were included in the
primary efficacy analysis. Among participants who
received two standard doses, the reported efficacy of the
vaccine was 62-1%, and in participants who received a
low dose followed by a standard dose, efficacy was 90-0%,
resulting in overall efficacy of 70.4%.' BNT162b2, an
mRNA-based vaccine developed by Pfizer/BioNTech
has reported 95% efficacy against COVID-19 in =
muitnational, placebo-controlled, observer-blinded, pivotal
efficacy rial.* 36523 participants without baseline infec-
tion were included in the primary efficacy analysis. Eight
cases of COVID-19 with onset at least 7 days after the
second dose were observed in the study group and
162 cases were observed in the placebo group. Thers was
one case of severe COVID-19 in a study group with onset
at least 7 days after the second dose of BNT162b2.* A
phase 3, randomised, stratfied. observer-blind, placebo-
controlled study of an mRNA-1273 vaccine has enrolled
30000 participants, 25% of whom are age 65 years or
clder. Interim results of the trial suggest efficacy of 94-1%
based on 95 cases of asymptomatc COVID-19 among

participants: 90 in the placebo greup and five in the study
group.' The results of this Gam-COVID-Vac trial are not
dissimilar to those reported for the other vacdnes.

Vaccination strategies should account for a number of
concerns regarding the priority of access to COVID-19
vaccines in various populaton groups, reliable rigk
assessment of adverse effects of vaccination in population
groups with increased risk of severe COVID-19 (older
adults and individuals with comorbidities), vaccine
logistics (cold chain supply), sufficient coverage of
immunisation, and duration of protective immune
response. According to WHO target product profiles for
COVID-19 vaccines, the characteristics reguired for
emergency use during an outbreak include efficacy of at
least 5096, suitability for use in older adults, maximum of
two-dose regimen, and protection for at least 6 months.
Further studies of candidate vaccines are needed to
obtain information on duration of post-vaccine protective
immune response. Yet. the results on efficacy and safety
of COVID-19 vaccine candidates thus far are promising.

OQur interim analysis of this phase 3 wial of
Gam-COVID-Vac has shown promising results. In
parallel with implementaton of multiple clinical trials
(in Russia, Belarus, United Arab Emirates, and India),
the vaccine has already been released in Russia for use by
the: public, largely in atrisk populations. medical
workers, and teachers, and as of Jan 23, 2021, more than
2 million doses of Gam-COVID-Vac have already been
administered to the public (pharmacovigilance and
monitoring of the incidence of rare adverse events is
conirolled by the Federal Service for Surveillance in
Healthcare).

We are conducting research to investigate a single-
dose regimen of the vaccine {the clinical trial was
approved by the Regulator and Ethics committee on
Jan: 8, 2021, number 1}. Qur interim analysis of the
randomised, controlled, phase 3 trial of Gam-COVID-
Vac in Russia has shown high efficacy, immunogenicity,
and a good tolerability profile in participants aged
18 years or ¢lder.
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