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Vaccinarea impotriva COVID-19 in Europa

Cumulative uptake (%) of full vaccination among adults (18+) in EU/EEA countries as of 2021-08-20
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https://vaccinetracker.ecdc.europa.eu/public/extensions/COVID-19/vaccine-tracker.html

Vaccinarea impotriva COVID-19 in Romania

Cumulative uptake (%) of at least one vaccine dose among adults (18+) in Romania as of 2021-08-20 Cumulative uptake (%) of full vaccination among adults (18+) in Romania as of 2021-88-20
by reporting week (data for current week are preliminary) by reporting week (data for current week are preliminary)
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https://vaccinetracker.ecdc.europa.eu/public/extensions/COVID-19/vaccine-tracker.html

Vaccinarea impotriva COVID-19 in Europa

Median cumulative uptake (%) of at least one dose and full vaccination by age group in EU/EEA countries as of 2621-88-20
Data from 27 reporting countries*
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https://vaccinetracker.ecdc.europa.eu/public/extensions/COVID-19/vaccine-tracker.html

Cumulative uptake (%) of full vaccination by age group in EU/EEA countries as of 2021-08-20

T I s T T T R

Austria 96.1% 79.5% 81.3% 70.2% 57.6% 49.8% 8.5%
Belgium 88.7% 94.7% 91.9% 87.5% 75.8% 65.2% 9.3%
Bulgaria 17.8% 27.7% 25.8% 20.9% 14.1% 8.4% 0.3%
- Croatia 54.0% 70.2% 63.8% 50.3% 34.8% 20.9% 0.8%
Cyprus 92.7% 92.6% 84.9% 77.4% 66.2% 451% 2.8%
Czechia 80.6% 85.5% 72.8% 67.6% 49.8% 40.9% 5.5%
Denmark 100.0% 99.6% 96.5% 92.2% 63.0% 66.2% =
Estonia 62.9% 71.7% 64.1% 59.4% 47.4% 42.1% 5.5%
Finland 90.4% 94.9% 81.2% 68.3% 30.1% 10.2% 0.5%
France 75.9% 85.8% 73.5% 66.9% 55.0% 50.8% 8.8%
Germany = = = = = C =
Greece 70.8% 79.9% 75.9% 68.3% 53.8% 36.2% 1.0%
Hungary 73.0% 84.2% 75.5% 68.6% 57.8% 44.9% 12.1%
Iceland 99.6% 100.0% 94.5% 87.4% 81.0% 80.8% 1M1.7%
Ireland 100.0% 100.0% 97.9% 95.9% 77.1% 49.9% 0.9%
Italy 91.9% 85.4% 80.6% 7.7% 53.7% 48.3% 6.7%
Latvia 39.0% 48.2% 47 4% 43.3% 42.0% 42.8% 5.8%
Liechtenstein = = = =
Lithuania 54.7% 70.1% 69.1% 58.7% 53.7% 48.2% 5.5%
Luxembourg 84.8% 85.0% 82.6% 79.3% 64.3% 52.7% 12.7%
Malta 97.2% 100.0% 100.0% 90.4% 86.9% 781% 17.9%
Netherlands = = = =
Norway 90.6% 96.7% 83.9% 57.4% 24.1% 21.3% 0.3%
Poland 62.5% 82.3% 69.6% 60.3% 48.7% 42.2%
97.6% 100.0% 94.9% 89.9% 71.8% 35.8% 0.2%
19.2% 35.9% 37.8% 36.2% 29.3% 24.3% 1.9%
50.7% 68.7% 61.1% 51.4% 41.4% 36.5% 4.9%
Slovenia 66.3% 74.9% 63.6% 52.2% 35.4% 32.3% 2.9%
Spain 100.0% 97.6% 91.2% 85.3% 62.7% 23.9% 1.4%
Sweden 91.1% 93.3% 87.5% 81.4% 44.0% 15.6%
Data as of 2021-08-20 || {c) European Centre for Disease Prevention and Controf 2021 www.ecdc.europa.eu || Reproduction is authorised, provided source is acknowledges




Vaccinarea impotriva COVID-19 in Romania: unde ne aflam astazi?

Doze de vaccin administrate pe zile Numdr de cazuri pe zile 1
Ultima actualizare: sambétd, 21 august 2021 Ultima actualizare: miercuri, 25 august 2021

15,000 1,400

1,200 b
12,000

1,000
8,000

800

6,000 600
3,000 400

200

Plzor BioNTach 7 Modema [ AstraZenaca [ JohasondJohnson

Confirmati £/ Vindecati Deceda]

https://datelazi.ro



https://datelazi.ro/

Tabloul clinic al Covid-19

P %\ Eyes - Impairment of
Brain - Neurologic and retinal vascularization
psychiatric symptoms

and/or consolidations, reduce
exercise tolerance

Heart — Inflammation,
congestive heart failure

Liver - High enzyme levels (direct

action of virus or drugs side -
effects)

Gut - Virus can infect lower
gastrointestinal tract

Muscle - Immobilization, / Inflammation / Autoimmunity -
malnutrition, sarcopenia / Increase of inflammation-related
and disability & &* cytokines and auto-antibody

production

——e Kidneys — Renal failure

Blood vessels - Blood clots
and endothelial function

INTERNAL MEDICINE
GERIATRICS

Gemelli Against COVID-19 Post-Acute Care Study Group. Post-COVID-19 global health strategies: the need for an interdisciplinary approach. Aging Clin Exp Res. 2020




Manifestarile COVID-19 la pacientul pediatric

e COVID-19 afecteaza pacientii pediatrici mai putin frecvent decat populatia adulta

 Statisticile nationale din tarile din Asia, Europa si America de Nord
* cazurile pediatrice reprezinta 2-8% din cazurile COVID-19 confirmate.

* boala este mai usoara si prognosticul este mai bun.
* simptome usoare (congestie, rinoree, stranut) fara tuse si febra.
* congestie faringiana, oboseala,
e conjunctivita, diaree si varsaturi.
» atentie speciala pentru copiii cu afectiuni medicale asociate:
e astm, boli cardiovasculare, oncologice, imunosupresie, boli neurologice
* diabet si obezitate

Il Sindromul inflamator multisistemic pediatric asociat COVID-19

Zimmermann P, Curtis N. Coronavirus infections in children including COVID-19. Pediatr Infect Dis J: May 2020
Graff K, et al. Risk Factors for Severe COVID-19 in Children. Pediatr Infect Dis J. 2021

World Health Organization. Multisystem inflammatory syndrome in children and adolescents temporally related to COVID-19. 2020. https://www.who.int/news-room/commentaries/detail/multisystem- inflammatory-syndrome-in
children-and-adolescents-with-covid-19.




COVID-19 in Romania

Ponderea cazurilor si deceselor Caracteristicile cazurilor confirmate
pe grupe de varsta si a deceselor
Caracteristici n %
B Cazuri B Decese Varsta, mediana (range) 48 (0-108)
3596 Sex, masculin 502379 46.2

Vindecati 1049958 96.5
Personal sanitar 14495 1.3

30%
25%

20% Varsta, mediana (range) 71 (0-99)
159% Sex, masculin 19750 57.5
- Cel putin o comorbiditate dintre:
I » afectiuni cardiovasculare 24763 72.1
2% « diabet 10756 31.3
sic:. — I ] I - o I il

Pondere

» afectiuni neurologice 7220 21.0

0-9 ani 10-19 20-29 30-39 40-49 S50-59 60-69 70-79 peste 80 « obezitate 6618 19.3
ani ani ani ani ani ani ani ani 7

G - » afectiuni renale 4958 14.4

Upsaa-varsia » afectiuni pulmonare 4399 12.8

* neoplasm 3590 10.5

* altele 7728 22.5

https://www.cnscbt.ro/index.php/analiza-cazuri-confirmate-covid19/2637-raport-saptamanal-episaptamana32-2021/file




COVID-19 in SCBI Cluj Napoca

ternati in spitalizare continua
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COVID-19 in SCBI Cluj Napoca

Forma clinica COVID-10 (5978 pacienti)

asimptomatica;
critica; 230; 4% 595; 10%
severa; 1010;

17%

usoara; 1424;
24%

\

medie; 2711;
45%

Forma clinica COVID-19 in grupa de varsta 0-18
ani (450 pacienti)

asimptomatica;

severa; 5; 1%

‘ 80; 18%

medie; 47; 10%

g

usoara; 318; 71%



Sechelele Covid-19

e Sindrom Post COVID-19: semnele si simptomele care se dezvolta in timpul sau dupa o infectie compatibila cu
COVID-19, continua mai mult de 12 saptamani si nu sunt explicate printr-un diagnostic alternativ.

* cele mai frecvente simptome : oboseala, dispneea, tusea, artralgia si durerea toracica.

 alte simptome: tulburari cognitive, depresie, mialgie, cefalee, palpitatii.

e Complicatii mai grave dar mai putin frecvente:
e Cardiovasculare: disfunctie ventriculara
e Respirator: anomalii ale functiei pulmonare
* Renale: insuficienta renala

* Dermatologic: eruptie cutanata, alopecie
* Neurologic: disfunctie olfactiva / gustativa, tulburari ale somnului, afectare a memoriei
* Psihiatric: depresie, anxietate

* Abordare interdisciplinara!

cdc.gov
Halpin, SJ, Mclvor, C, Whyatt, G, et al. Postdischarge symptoms and rehabilitation needs in survivors of COVID-19 infection: A cress-sectional evaluation. J Med Virol. 2020

Buonsenso D, Munblit D, De Rose C, Sinatti D, Ricchiuto A, Carfi A, et al. Preliminary evidence on long COVID in children. Acta Paediatrica [Preprint]. 2021




Sechelele Covid-19

= 12- Symptoms
‘; wo=  Disturbedfioss of smell
8 10~ wa=  Disturbedfioss of taste
= S
3. S — — ==  Fatigue
"2 8- we=  Hair lOSS
o = Headache
‘g. o — —o—  Respeatory problems
- — O D
a \ 1 ~e= Sleep problems
\ - < ’<
——
2 ‘-\\ﬁ —
0-1 1-2 2-3 3-4 45 5-6 67

Time since discharge (months)

Osmanov IM, Spiridonova E, Bobkova P, et al. Risk factors for long covid in previously hospitalised children using the ISARIC Global follow-up protocol: A

prospective cohort study. Eur Respir J 2021




Sanatatea psihica a copiilor in pandemia COVID-19

Impact negativ imediat/pe termen lung al pandemiei
e anxietate, tulburari ale somnului, tulburari de alimentatie, depresie, sindrom de stres postraumatic

e comportament sedentar si obiceiuri alimentare nesanatoase.

preocuparile adolescentilor: perturbarea interactiunilor si activitatilor lor sociale!
* mai degraba decat infectarea cu virusul / dezvoltarea bolii

izolarea sociala, stresul si problemele de sanatate mintala in timpul adolescentei
e susceptibile sa continue pe tot parcursul vietii

Initierea vaccinarii la adolescenti

* reluarea interactiunilor sociale!
 ar putea preveni in mod semnificativ inchiderea prelungita a scolii
* ar putea permite relaxarea masurilor de protectie in scoala si a interventiilor non-farmaceutice

Jones EAK, Mitra AK, Bhuiyan AR. Impact of COVID-19 on Mental Health in Adolescents: A Systematic Review. Int J Environ Res Public Health. 2021




Eforturile pentru dezvoltarea vaccinurilor au progresat
Cu o viteza fara precedent

Secventa genetica a
SARS-CoV-2
facuta publica’

232 vaccinuri
candidate in
dezvoltare?

Dec 29, 2020

Primul vaccin
candidat COVID-19
testat la oameni?

Mar 16, 2020

OMS declara
pandemie de
COVID-19'

Focarul de SARS-CoV-2
raportat prima data in
Wuhan'

Dec 31, 2019

Vaccinuri candidate in dezvoltare? Faza de dezvoltare?

Faza 4

Platforma _ Vaccinuri candidate (nr. %) Faza 3

PS Subunitate proteica 32 31%
17,0% F 1
VVnr Vector viral (non-replicativ) 16 16% aza
DNA ADN 10 10%
v Virus inactivat 16 16% 1 05
RNA ARN 16 16% Vv ] .
accinuri
VVr Vector viral(replicativ) 2 2% Faza 2/3 8:0% candidate
VLP Virus Like Particle 5 5%
VVr+ APC  VVr + celule prezentatoare de antigen 2 2%
LAV Virus viu atenuat 2 2%
: Faza 2
VVnr + APC  VVnr + Celule prezentatoare de antigen 1 1%

1. World Health Organization. Archived: WHO Timeline - COVID-19. Available from: https://www.who.int/news-room/detail/27-04-2020-who-timeline---covid-19. Accessed June 22, 2020.

2. Le TT, et al. Nature Reviews Drug Discovery. 2020; 19, 305-306.
3. World Health Organization. Draft landscape of COVID-19 candidate vaccines. October 15, 2020. Available from: https://www.who.int/publications/m/item/draft-landscape-of-covid-19-candidate-vaccines

Accesat la data de 17 iunie 2021.




Platforme de productie vaccinuri

NUCLEIC-ACID VACCINES

DNA vaccine RNA vaccine

Electroporation Coronavirus

spike gene senoe,
..-". e RNA is often
encased in a
| ol | lipid coat so it
~  canentercells
DNA RNA

A process called
electroporation
creates pores in
membranes to
increase uptake of
DNA into a cell

Coronavirus
spike peptide

U / 2 N e Immune
. £y ® response
§ e § >
/ ....-“‘ / <Q
75 » RNA- and DNA-based
;W*""’ = vaccines are safe and

easy to develop: to
produce them involves
making genetic material
> only, not the virus. But
D —> A they are unproven: no
Q mRNA licensed vaccines use
this technology.

Viral proteins

onature

576 | Nature | Vol 580 | 30 April 2020

JIRI JECTOR \

Replicating viral vector

(such as weakened measles)
The newly approved Ebola vaccine
is an example of a viral-vector
vaccine that replicates within
cells. Such vaccines tend to be
safe and provoke a strong immune
response. Existing immunity to the
vector could blunt the vaccine’s
effectiveness, however.

UL > Coronavirus
gt -~ spike gene
) ——4 > Viral genes
C =Ty
I3y
Sscsr ik
o~
l . ~ .
Sy R ST

"""""

Virus replicates

Non-replicating viral vector
(such as adenovirus)

No licensed vaccines use this
method, but they have a long
history in gene therapy.

Booster shots can be needed to
induce long-lasting immunity.
US-based drug giant Johnson &
Johnson is working on this
approach.

a_ < r » Coronavirus
2 N T spike gene
or -
> ———Viral genes

« 1 S v (some inactive)

- Coronavirus
/ spike peptide
£, l Immune
N response

onature




Dezvoltarea primului vaccin de tip ARNm COVID-19 Pfizer-
BioNTech aprobat in UE

Selectia dozei si a
vaccinului candidat3
BNT162b2 pe 24 iulie 2020

Autorizatie
conditionata de
punere pe piatd/de
Studiu clinic pivot urgenta

Parteneriat Pfizer-BioNTech?

Semnat in data de 17 martie 2020

::;\;egtavg::letlca de faza 2b / 34 Marea Britanie: 2 dec
-Lov- 2020
Publicats in 12 ianuarie 2020 Initiat pe 27 iulie 2020 Bahrain: 4 dec 2020

+ Aproximativ 44000 subiecti pana

Canada: 9 dec 2020

Mexico: 12 dec

in sept 2020
* Limita de varsta 212 ani
incepand cu octombrie 2020  SUA: 11 dec 2020
* Analiza interimara de eficacitate: | g 501: 12 dec 2020

Studiu clinic de faza 1/2*
In Germania initiat pe 23 aprilie 2020

+ Pana la 200 subiecti cu varsta intre

. . 18 — 55 ani
Vaccin de tip ARNm COVID-19 9 nov 2020 o
2 N . L . Elvetia: 19 dec 2020
Studii pe animale? In SUA initiat pe 4 mai 2020 + Analiza finala de eficacitate: EMA: 21 dec 20205
Initiate pe 11 martie 2020 + Pana la 360 subiecti cu varsta intre 18 nov 2020 obiectivul primar ’ ee
18 — 85 ani este atins (95% eficacitate)

BioNTech
* Rezultate preliminare: 1 iulie 2020

1. Wang, H. Eur J Clin Microbiol Infect Dis. 2020 Apr 24:1-7. doi: 10.1007/s10096-020-03899-4 [Epub ahead of print]. 2. Pfizer Press Release ((March 16, 2020). https://www.pfizer.com/news/press-release/press-release-

detail/pfizer_and biontech to co_develop potential covid 19 vaccine . Accesat in data de 3 ianuarie 2021. 3. Pfizer Press Release (July 27, 2020). Pfizer and BioNTech Choose Lead mRNA Vaccine Candidate Against COVID-19 and Commence Pivotal

Phase 2/3 Global Study. Available at: https://www.pfizer.com/news/press-release/press-release-detail/pfizer-and-biontech

-choose-lead-mrna-vaccine-candidate-0 . Accessed Sept 8, 2020. 4. ClinicalTrials.gov. Available from

https://clinicaltrials.gov/ct2/show/NCT04368728?term=NCT04368728&draw=2&rank=1 . Accessed October 28, 2020. 5. https://www.ema.europa.eu/en/news/ema-recommends-first-covid-19-vaccine-authorisation-eu



https://www.pfizer.com/news/press-release/press-release-detail/pfizer_and_biontech_to_co_develop_potential_covid_19_vaccine
https://www.pfizer.com/news/press-release/press-release-detail/pfizer-and-biontech-choose-lead-mrna-vaccine-candidate-0
https://clinicaltrials.gov/ct2/show/NCT04368728?term=NCT04368728&draw=2&rank=1
https://www.ema.europa.eu/en/news/ema-recommends-first-covid-19-vaccine-authorisation-eu

Prezentare generald a studiilor clinice: Inrolare’:2 @

Studiul 2 (C4591001): Un studiu de faza 1/2/3, multicentric, randomizat, controlat cu placebo, in regim orb pentru
observator, de stabilire a dozei, de selectare a vaccinului candidat si de evaluare a eficacitatii

inrolarea in studiul clinic?
~44.000 participanti in 152 centre de studiu clinic din intreaga lume

Geografia studiului —
i 95,0% 95,1% 94,7%

180 162
Statele = Germania . 128 143
Unite ale E:} 190
Americii . ©
Turcia § 100
Brazilia = 80
g 60
Africa Z 40 19
: de 20 8 7
Argentin “ - — ] i
Sud 0 . .
a Toti subiectiid Varsta 16-64 ani ~ Varsta de 65 ani
Placebo COMIRNATY  §! Peste
(N°=18.325) (N°=18.198)

aCaracteristicile demografice ale participantilor in populatia principala pentru evaluarea sigurantei.

1. COMIRNATY. Rezumatul caracteristicilor produsului. Pfizer Inc. BioNTech Manufacturing GmbH. 2021.
2 Polack FP, et al. N Engl J Med. 2020;383(27):2603-2615. doi: 10.1056/NEJM0a2034577.




Profil de siguranta: Reactii adverse

Reactiile adverse observate in timpul studiilor clinice sunt prezentate in functie de categoriile de frecventa

Cu frecventa necunoscuta
(care nu poate fi estimata
din datele disponibile)

Clasificarea pe aparate, Frecvente Mai putin frecvente Rare

Foarte frecvente (21/10)

sisteme si organe (21/100 si <1/10) (21/1000 si <1/100) (21/10000 si <1/1000)

Tulburari hematologice si Limfadenopatie

limfatice
Reactii de hipersensibilitate
Tulburari ale sistemului xemplu erupti _
. . (de exemplu eTuptie Anafilaxie
imunitar cutanata tranzitorie, prurit,
urticarie®, angioedem?)

Tulburari psihice Insomnie

“ . . Paralizie faciala periferica
Tulburari ale sistemului nervos Cefalee b P

acuta

.. , Miocardita®;

Tulburari cardiace : sc
Pericardita
Tulburari gastro-intestinale Diaree® Greata, varsaturi®
Tulburari musculo-scheletice e Durere la nivelul
. . . - Artralgie; mialgie s d
si ale tesutului conjunctiv extremitatilor
Durere la nivelul locului de

< . . . ministrare a injectiei; . . . Stare generala de rau; prurit Tumefiere extinsa la nivelul
Tulburari generale si la nivelul fatia:biIitaste'afr?s’:])ari'C f:b’rée' Eritem [a nivelul locului de Iagnivelul locului dep membrului vaccinat;®
locului de administrare gat ' P administrare a injectiei - L af

tumefiere la nivelul locului de ’ administrare a injectiei Tumefiere faciala

administrare a injectiei

Profilul de siguranta la 545 subiecti carora li s-a administrat COMIRNATY si care erau seropozitivi pentru SARS-CoV-2 la momentul initial a fost similar celui observat la populatia generala.

aDupa a doua doza s-a observat o frecventd mai mare a febrei. b Pe toatd durata perioadei de urmarire pentru evaluarea sigurantei si pana in prezent, paralizia faciala periferica acutd.afost raportata la patru participanti din grupul cu administrare
de vaccin de tip ARNm COVID-19. Paralizia faciala a debutat in Ziua 37 dupa Doza 1 (participantului respectiv nu i se administrase Doza 2) si in Zilele 3, 9 si 48 dupa Doza 2. Nu au fost raportate cazuri de paralizie faciala periferica acuta in
grupul cu administrarea de placebo. COMIRNATY. Rezumatul caracteristicilor produsului. Pfizer Inc. BioNTech Manufacturing GmbH. 2021. c. Reactie adversa identificata ulterior autorizarii. d. Se refera la bratul in care s-a administrat vaccinul.

e. S-a observat o frecventa mai crescuta de aparitie a febrei dupa a doua doza f. Tumefierea faciala a fost raportata in perioada de dupa punerea pe piata la persoanele vaccinate carora li s-au administrat anterior injectii de tip umplere dermica

COMIRNATY. Rezumatul caracteristicilor produsului. Pfizer Inc. BioNTech Manufacturing GmbH. 2021
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Date de eficienta si impact ale BNT 162b2* (date din viata reala)

] J

¢ Infectii SARS-COV-2

¢ Angajati din domeniul sanitar
¢ Eficacitatea vaccinului
dupa 1 sau 2 doze

* Infectii SARS-COV-2
* Infectiile simptomatice
* Spitalizarile COVID-19
* Centre de ingrijire pe
termen lung

¢ Angajati din domeniul sanitar
¢ Eficacitatea vaccinului
\_dupa 1 sau 2 doze )

* Infectii SARS-COV-2
* Decese

e Transmiterea in LTCF
¢ Eficacitatea vaccinului
dupa 1 sau 2 doze

LTCF = centre de ingrijire pe termen lung

Dagan et a v, VeW Englana Jouarnarl o] viedicine 20 NTLPS.// WWW.JOI.0lg/
4 Hall V et al., https://ssrn.com/abstract=3790399 (accessed April 29, 2021). 5. BernaIJL MedRix preprint server. (accessed April 29, 2021). 6. Moustsen-Helms IR. Medew preprlntAg\éqr

SUEDIA®

* Infectii SARS-COV-2
¢ Eficacitatea vaccinului
dupa 1 sau 2 doze

DANEMARCA’

* Infectii SARS-COV-2
* Eficacitatea vaccinului

* Infectii SARS-COV-2

“  * COVID-19 sever

* Eficacitatea vaccinului
dupa 1 sau 2 doze

\

* Infectii SARS-COV-2

* Infectii simptomatice
* Infectii asimptomatice
* Spitalizare COVID-19
* COVID-19 forme severe & critice
* Deces
* Angajati din domeniul sanitar
* Incarcare virala
* Eficacitatea vaccinului

dua 1 sau 2 doze

Ol d 9, e Lance U . 3. Levine-rierenprur NG - o A2 Q )

April 29th, 2021

https://doi. org/lO 1101/2021.03.08.21252200; 7. Bjork J. MedRix preprint server. https://doi.org/10.1101/2021.04.20.21254636 (accessed Apr|I 29, 2021). 8. Cavanaugh AM. Morbidity an Mortallty Weekly Report. ePub: 21 April

2021. DOI: http://dx.doi.org/10.15585/mmwr.mm7017e2 9. Thompson MG. Morbidity and Mortality Weekly Report. ePub: 29 March 2021. http://dx.doi.org/10.15585/mmwr.mm7013e3
server. https: i

10. Pawlowski C LP. MedRxiv preprint

10.1101/2021.02.15.21251623. 11. De Salazar PM. MedRxiv preprint server. https://doi.org/lO.1101/2021.04.08.21255108. 12. Abu-Raddad, L. J., et al. (2021). New England Journal of Medicine.



https://www.doi.org/10.1056/NEJMoa2101765
https://doi.org/10.1038/s41591-021-01316-7
https://ssrn.com/abstract=3790399
http://dx.doi.org/10.15585/mmwr.mm7013e3
https://www.doi.org/10.1101/2021.02.15.21251623

Eficienta BNT162b2 impotriva variantelor B.1.617.2 & B.1.1.7

 Studiu caz control test negativ care a estimat eficienta vaccinului impotriva COVID-19 simptomatic in UK péna in data de 16 mai 2021:

According to Dose and Vaccine Type.*®

Table 2. Vaccine Effectiveness against the Alpha Variant or S Target—Negative Status and the Delta Variant or S Target—Positive Status,

Test-
Negative

Vaccination Status Status

Controls

no.

Unvaccinated 96,371
Any vaccine

Dose 1 51,470

Dose 2 23,993
BNT162b2 vaccine

Dose 1 8,641

Dose 2 15,749
ChAdOx1 n.CoV-19

vaccine
Dose 1 42,829
Dose 2 8,244

Cases

ro.
7313

2226
143

450
49

1776
94

Alpha Variant or
S Target—Negative Status

Adjusted Vaccine

Case:Control Effectiveness

Ratio (9596 ClI) Cases
o6 no.

0.076 Reference 4043
0.043 48.7 (45.5—-51.7) 1493
0.006 87.5 (85.1-89.5) 340
0.052 47.5 (41.6—52.8)

0.003 93.7 (91.6—95.3)

0.041 48.7 (45.2—-51.9) 1356
0.011 74.5 (68.4—-79.4) 218

Delta Variant or
S Target—Positive Status

Adjusted Vaccine

Case:Control Effectiveness

Ratio (95% CI)
6

0.042 Reference

0.029 30.7 (25.2—35.7)

0.014 79.6 (76.7—82.1)

35.6 (22.7—46.4)

88.0 (85.3—90.1)

0.032
0.026

30.0 (24.3—35.3)
67.0 (61.3—71.8)

cu B.1.1.7.

Bernal JL et al The New England Journal of Medicine, 2021

Dupa 2 doze de BNT162b2 doar diferente modeste in eficienta vaccinului fata de varianta B.1.617.2 comparativ

Diferentele in eficienta vaccinului au fost mai accentuate dupa administrarea unei singure doze




Persoane cu varsta 12-15 si 16-25 ani (date privind imunogenitatea)
Test de neutralizare SARS-CoV-2

12-15 Year olds 16-25 Year olds
10000
1283.0
730.8
|-
E 1000
V)
S 100
= 15.1
g
= 10 =S
1
Day 1 Day 52 Day 1 Day 52 Day 1 Day 52 Day 1 Day 52
(1M PD2) (1M PD2) (1M PD2) (1M PD2)
B proor-BioNTech = Placebo Pfizer-BioNTech == Placebo

COVID-19 Vaccine COVID-19 Vaccine

PD: Post Dose 2
*NT50 = 50% neutralizing titers

Perez, J. Safety, immunogenicity and efficacy of Pfizer-BioNTech COVID-19 Vaccine in persons aged 12-15 years. Meeting of the
Advisory Committee on Immunization Practices May 12, 2021.



https://www.cdc.gov/vaccines/acip/meetings/slides-2021-05-12.html

Persoane cu varsta 12-15 ani — evaluarea eficacitatii

Persoane CU sau FARA dovezi de infectie anterioara pani la 7 zile dupa Doza 2

Pfizer-BioNTech COVID-19

Vaccine Placebo
(30 ug) N=1120 N=1110
Timp de monitorizare Timp de monitorizare
Eficacitate n (n) n (n) VE (%) (95% ClI)
Prima aparitie COVID-19 0 0.170 (1110) 18 0.163 (1094) 100.0 (78.1, 100.0)

27 zile dupa Doza 2

* Nu au existat cazuri severe de COVID-19

Timp total de monitorizare: 1000 ani-persoana pentru toate persoanele din cadrul fiecarui grup la risc pentru obiectivul de eficacitate.

Perez, J. Safety, immunogenicity and efficacy of Pfizer-BioNTech COVID-19 Vaccine in persons aged 12-15 years. Meeting of the Advisory Committee on

Immunization Practices May 12, 2021.



https://www.cdc.gov/vaccines/acip/meetings/slides-2021-05-12.html

Concluzii generale privind siguranta la adolescenti cu varsta
12-15 ani

* Reactogenitate: Cele mai multe reactii adverse au fost usoare pana la moderate si au prezentat un model similar cu
cel observat la participantii cu varsta cuprinsa intre 16 si 25 de ani.

e Durere la nivelul locului de administrare a injectiei, fatigabilitate, cefalee, frisoane, artralgie si mialgie au fost
cele mai predominante, precum si febra

* Cresterea evenimentelor sistemice dupa doza 2 a fost similara cu cea observata la participantii cu varsta cuprinsa
intre 16 si 25 de ani
* Evenimente adverse

* Cea mai mare incidenta a fost in randul tulburarilor generale si la nivelul locului de administrare, reflectand
evenimente de reactogenitate locala si sistemica

* Limfadenopatia a fost identificata ca fiind legata de vaccinare

* Nu a fost raportat niciun deces

First COVID-19 vaccine approved for children aged 12

to 15 in EU

News 28/05/2021

Perez, J. Safety, immunogenicity and efficacy of Pfizer-BioNTech COVID-19 Vaccine in persons aged 12-15 years. Meeting of the Advisory
Committee on Immunization Practices May 12, 2021.



https://www.cdc.gov/vaccines/acip/meetings/slides-2021-05-12.html

Vaccinul Moderna mARN 1273 (Spikevax)

A Per-Protocol Analysis

| Vaccine Efficacy Incidence Rate
3.5 : (95% CI) (95% Cl)
E % per 1000 person-yr
3.0 Placebo i 56.5 (48.7—65.3)
_ mRNA-1273 | 94.1(893-96.3) 3.3 (1.7-6.0)
. “ A % 5
30 000 adulti (peste 18 ani) in SUA (7 000 peste g
65 ani si 5000 cu boli cronice) g
MRNA-1273 — 2 doze a 100 pg la interval de o :
luna c
) ' i : mRNA-1273
e 0 10 20 I;(;"m":'(;. 50 60 70 20 20 100 110 120

EficaCitate VaCCinaléz Days since Randomization
94. 1% (95% CI’ 89.3 = 96-8%; P<0.001) ::;:;oRiSk 14,073 14,073 14,073 14,072 13,416 12,992 12,361 11,147 9474 6563 3971 1172 0

mRNA-1273 14,134 14,134 14,134 14,133 13,483 13,073 12,508 11,315 9684 6721 4094 1209 0

Covid-19 forma severa et
- 30 participanti (1 deces) — TN GRUPUL

PLACEBO! COVID-19 vaccine Spikevax approved for children aged 12 to 17 in EU

News 23/07/2021

Baden et al. Efficacy and Safety of the mRNA-1273
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Siguranta vaccinurilor din programele de imunizare

Etapele potentiale in evolutia unui program de imunizare

Etapa 1 Etapa 2 Etapa 3 Etapa 4 Etapa 5

Prevaccin Cresterea ariei de acoperire Pierderea Recastigarea Eradicarea
: : : Increderii . Increderii :

EBoal.’:'\ >

Vaccinare intrerupta

Epidemie

Arie acoperire
vaccinare

<

Evenimente Eradicare
adverse > (numar si/sau perceptie) : : s

Incidenta

Evolutia programului si imunizare

Diagrama adaptata de la Chen RT et al. Sistemul de raportare a evenimentelor adverse pentru vaccinuri (VAERS). Vaccine, 1994: 12(6):542-550.




Table. Characteristics of Cases of Anaphylaxis (N = 21) Following Receipt of Pfizer-BioNTech COVID-19 Vaccine Reported
to the Vaccine Adverse Events Reporting System (VAERS), December 14-23, 2020

Past history Reaction
A na f i I a xi a I a vac Ci nu I Pf i zer- Allergies or allergic onset, Treatment Epinephrine Brighton Outcome or
Age,y Sex reactions® Anaphylaxis min Signs and symptoms setting received level® disposition®
N A 27 F Tropical fruit No 2 Diffuse erythematous rash, ED Yes 2 Recovered at time
h - sensation of throat closure of report
B I O N Te c COVI D 1 9 I n S UA 35 M No No 5 Diffuse erythematous rash, ED Yes 1 Discharged home
swollen tongue
55 F Rabies vaccine Yes, rabies 5 Generalized urticaria, wheezing  Inpatient Yes 1 Discharged home
vaccine
52 Sulfa drugs Yes, sulfadrugs 7 Wheezing, stridor, nausea Inpatient Yes 1 Discharged home
30 F Bee sting No Generalized urticaria, wheezing  Inpatient Yes 1 Recovered at time
. . . of report
14 '23- 12-2020 - 1 893 360 Vvaccl nat| Pf|ze r- 2 F No No 10 g_iff;m&el er%themamm rash, Inpatient Yes 2 Discharged home
. ifficulty breathing
B 10 N Te C h COV I D - 1 9 60 F Eggs, milk, sulfa Yes, jellyfish 10 Diffuse erythematous rash, ED Yes 2 Recovered at time
drugs, jellyfish sting  sting hoarseness of report
29 F Shellfish, eggs No 10 Generalized urticaria, swollen ED Yes 1 Discharged home
lips and tongue
C DC 52 F Metoprolol, No 10 Generalized urticaria, stridor, ED Yes 1 Recovered at time
clarithromycin wheezing of report
H H 435 F lodinated contrast No 13 Generalized urticaria, swollen ED Yes 1 Recovered at time
e 21 rapoarte de anafilaxie s o of report
. . 36 No No 13 Generalized urticaria, nausea ED Yes 2 Not specified
)
1 1 ° 1 ca ZU ri Ia 1 mi I ° d e d oze 40 Sulfadrugs, walnuts  Yes, walnuts 14 Generalized urticaria, nausea ED Yes 2 Discharged home
° 11 33 Wasp sting No 15 Diffuse erythematous rash, ED Yes Recovered at time
n|C| un deces swollen lip of report
41 F Prochlorperazine Yes, 15 Diffuse erythematous rash, ED No 2 Discharged home
prochlorperazine persistent dry cough
H FAg-— H ' 57 F Penicillin, Yes, unspecified 15 Diffuse pruritic rash, hoarseness ED Yes 2 Recovered at time
Durata medie pana la aparitie e = : e
. . 45 M No No 23 Generalized urticaria, swollen ED Yes 2 Discharged home
= 13 minute (2-150 minute) airway
o/ : . 46 F Hydrocodone, nuts No 25 Diffuse erythematous rash, ED Yes 2 Discharged home
= 71% in 15 minute SHkalty weaomteg _
30 F Cats, dogs No 30 Generalized pruritus, wheezing ED No 2 Discharged home
[ | 17 (8 1%) cua naf| IaX|e inNa ntecedente 44 F !Ir;fclgﬁlr;za A(HINI) ’Y‘?ﬁliaflll):enza 34 E;;\eralized urticaria, swollen ED Yes 1 Discharged home
vaccine
29 F Sulfa drugs No 54 Generalized urticaria, persistent  ED Yes 2 Recovered at time of
cough report
29 F Steroids No 150 Diffuse pruritic rash, swollen lip ED Yes 1 Discharged home

Shimabukuro T. Nair N. Allergic Reactions Including Anaphylaxis After Receipt of the First Dose of Pfizer-BioNTech COVID-19 Vaccine. JAMA Published online January 21, 2021.




Miocardita si pericardita dupa vaccinarea impotriva COVID-19

9 lulie 2021 EMA/373223/2021

Au fost raporate cazuri foarte rare de miocardita si pericardita in urma administrarii vaccinurilor de tip ARNm Covid-19
Comirnaty si Spikevax (COVID-19 Vaccine Moderna).

Cazurile au aparut in decurs de 14 zile de la vaccinare, mai des dupa a doua doza si mai des la barbatii tineri.

Pana la 31 mai 2021, in Spatiul Economic European (SEE) au fost identificate 145 de cazuri de miocardita la persoanele
carora li s-a administrat Comirnaty si 19 cazuri la persoanele carora li s-a administrat Spikevax

Au fost identificate 138 de cazuri de pericardita la persoanele carora li s-a administrat Comirnaty si 19 cazuri la
persoanele carora li s-a administrat Spikevax.

Se estimeaza ca au fost administrate aproximativ 177 milioane de doze Comirnaty si 20 milioane de doze Spikevax in
SEE pana la data de 31 mai 2021

https://www.anm.ro/ /COMUNICATE%20DE%20PRESA/Comirnaty%20and%20Spikevax%20possible%20link%20t0%20very%20rare%20cases
%200f%20myocarditis%20and%20pericarditis%20ROM.pdf




Miocardita si pericardita dupa vaccinarea impotriva COVID-19

Benefits and risks after dose 2, by age group
M Causes of traditional myocarditis

Infectous etioogles Nonifectious cetoogles For every million doses of mRNA vaccine given with current US exposure risk’
Viral agents Bacterial agents Toxins Immunological syndromes
» Adenoviruses « Borrelia species » Anthracyclines » Churg-Strauss syndrome
» Enteroviruses » Mycobacterium species » Cocaine -/ » Diabetes mellitus
(coxsackievirus) « Mycoplasma pneumoniae » Interleukin-2 » Inflammatory bowel disease it : o
« Herpesviruses » Streptococcal species x » Giant cell myocarditis COVID-19-Associated Cases of Myocarditis
(human herpesvirus 6, » Treponema pallidum » Granulomatosis with Hospitalizations Prevented
Epstein-Barr virus) polyangiitis (Wegener
» Hepatitis C virus granulomatosis) -
v HIV Fu:sgal a{jff“s : ‘ @ » Sarcoidosis . n-1 I
« Influenza A . Capf;‘gl VAP » Systemic lupus 18-24
» Parvovirus B19 eyeryiamad? Hypersensitivity erythematosus ) _ I
» Coccidioides species ) 4%
' Cr ; o « Cephalosporins » Takayasu arteritis
e fienia: I -
.. + Histoplasma species R pon
Parasitic » Diuretics ~
| I -5
» Larva Protozoal agents » Sulfonamides !
fe= LI Pel I -
» Schistosomiasis (Chagas disease) antidepressants
s I - ¢!
Figure 1 | Common causes of myocarditis. Viral infection is the most common aetiology, but several other aetiologies
of myocardits have also been implicated. 07 _ 65+
2000 1500 1000 500 0 0 500 1000 1500 2000
NATURE REVIEWS|CARDIOLOGY VOLUME 12 | NOVEMBER 2015 | 671
o [o¢
Tl s
T * Based on hospitalization rates from COVID-NET as of May 22, Benefit/Risk calculated over 120 days.

https://www.cdc.gov/vaccines/acip/meetings/downloads/slides-2021-06/05-COVID-Wallace-508.pdf



Vaccinarea impotriva COVID-19 a copiilor si adolescentilor

COVID-19

 Desi mai putini copii/adolescenti au fost EERRELEE B
|nfeCJF.at| cu . COVI D-1 9 In.. Comparatle cu Although fewer children have been infected with COVID-19 compared to adults, children can:
adultii, copiii/adolescentii:

* Be infected with the virus that causes COVID-19
* Get sick from COVID-19

« Se pot infecta cu virusul SARS-CoV-2  + spread covip-19to others

¢ Se pOt imbolnavi de COVI D-19 CDC recommends everyone 12 years and older should get a COVID-19 vaccination to help protect against COVID-19.

: Widespread vaccination is a critical tool to help stop the pandemic. People who are fully vaccinated can resume activities that
« Transmite COVID-19 altor persoane A . o . 4
they did prior to the pandemic. Learn more about what you and your child or teen can do when you have been fully
vaccinated. Children 12 years and older are able to get the Pfizer-BioNTech COVID-19 Vaccine.

Protect Unvaccinated Children

Children between the ages of 2 and 12 should wear a mask in public spaces and around people they don't live with.

CDC recomanda tuturor celor cu varsta de peste 12 ani sa se vaccineze pentru a ajuta la
protejarea impotriva COVID-19.

https://www.cdc.gov/coronavirus/2019-ncov/vaccines/recommendations/adolescents.html




Independent report

JCVI statement on COVID-19 vaccination of children and young people
aged 12 to 17 years: 4 August 2021

Published 4 August 2021

On 29 July 2021, ,JCVI deliberated on the potential harms and benefits of vaccinating persons aged 12 to 17- years-old, taking into consideration
the latest available data pertaining to children and young people, including:

+ the incidence and severity of suspected adverse events following vaccination

« the potential impacts of COVID-19 vaccination on the delivery of other school-based immunisations

« the potential protection provided by vaccination against severe COVID-19 (hospitalisations and deaths), Paediatric Inflammatory Multisystem
Syndrome temporally associated with SARS-CoV-2 (PIMS:T.S) and post-COVID-19 syndrome

« the mental health and educational impacts of COVID-19

« the seroprevalence of SARS-CoV-2 infection in the UK

» mathematical models of the impact of COVID-19 vaccination on the epidemiology of the pandemic

» the differential impacts of potential harms and benefits on children and young people from more disadvantaged or deprived backgrounds

(https://www.gov.uk/government/publications/jcvi-statement-august-2021-covid-19-vaccination-of-children-and-young-people-aged-12-to-17-years)




Vaccinarea impotriva COVID-19 a copiilor si
adolescentilor

JCVI advises that all 16 to 17-year-olds should be offered a first dose of Pfizer-BNT162b2 vaccine.

JCVI advises that children and young people aged 12 years and over with specific underlying health conditions that put them at risk of serious
COVID-19, should be offered COVID-19 vaccination.

JCVI advises that children and young people aged 12 years and over who are household contacts of persons (adults or children) who are

immunosuppressed should be offered COVID-19 vaccination on the understanding that the main benefits from vaccination are related to the
potential for indirect protection of their household contact who is immunosuppressed.

In all instances, the offer of vaccination to children and young people must be accompanied by appropriate information to enable children and

young people, and those with parental responsibility, to be adequately appraised of the potential harms and benefits of vaccination as part of
informed consent prior to vaccination.

(https://www.gov.uk/government/publications/jcvi-statement-august-2021-covid-19-vaccination-of-children-and-young-people-aged-12-to-17-years)




TECHNICAL REPORT
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Key messages

- The vaccination of adolescents against COVID-19 should be considered in the broader context of the
COVID-19 vaccination strategy for the whole population, including its overarching goals, the status of
implementation, and its priorities.

- The vaccination of adolescents at high risk of severe COVID-19 should be considered a priority, as
with other age groups.
- The overall direct benefits of vaccinating adolescents will mainly depend on the incidence of SARS-

CoV-2 infection and on the prevalence of underlying conditions increasing the risk of severe COVID-19
in this age group.

- The individual direct benefits from COVID-19 vaccination in adolescents are expected to be limited in
comparison to older age groups.

- The overall benefit for the general population of vaccinating adolescents will be proportional to the
SARS-CoV-2 transmission within and from this age group.

- Given the anticipated reduced individual benefit-risk ratio from COVID-19 vaccination of adolescents

compared to older age groups, careful consideration of the epidemiological situation and of vaccine
uptake in older age groups should be given before targeting this age group.

- It is important to continue to monitor the spread of variants of concern among younger individuals
and to continue to assess the actual burden of COVID-19 in younger age groups also in relation to
COVID-19 sequelae (e.q. ‘long COVID).

- Equity issues concerning vaccine availability and access need to be carefully considered when deciding
on expansion of COVID-19 vaccination to groups with lower individual risk of severe disease.




Considerations for vaccinating adolescents (2=2-18)
against COVID-19

Protect teens from “long COVID” and
avoid rare cases
of severe disease

Get back == J | Protect teens
to normal inrisk groups

Ill.- Help protect everybody

by decreased
SARS-CoV-= circulation



https://www.ecdc.europa.eu/en/publications-data/infographic-considerations-vaccinating-adolescents-against-covid-19

