
[ è apparso online il qui sottostante articolo scientifico (testo integrale al link: https://doi.org/10.1101/2020.12.21.423721); un BREVE COMMENTO è
che in pratica gli autori hanno scoperto che IL CUORE UMANO E I SUOI VASI SANGUIGNI POSSONO SUBIRE DANNI ANCHE IN ASSENZA DI 
CORONAVIRUS; INFATTI BASTA CHE NEL SANGUE CIRCOLI LA SOLA PROTEINA SPIKE VIRALE LIBERA; MA ALLORA LA TERAPIA GENICA 
SPERIMENTALE (IL COSIDDETTO "VACCINO" COVID), CHE FA PRODURRE AL CORPO LA SPIKE, PUO' AGIRE COME VELENO CARDIACO ]
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supplement.  For administrative purposes, all submissions related to these required 
pediatric postmarketing studies must be clearly designated as: 

• Required Pediatric Assessment(s) 

We note that you have fulfilled the pediatric study requirement for ages 16 through 1 7 
years for this application. 

POSTMARKETING REQUIREMENTS UNDER SECTION 505(o) 

Section 505(o) of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to 
require holders of approved drug and biological product applications to conduct 
postmarketing studies and clinical trials for certain purposes, if FDA makes certain 
findings required by the statute (section 505(o)(3)(A), 21 U.S.C. 355(o)(3)(A)). 

We have determined that an analysis of spontaneous postmarketing adverse events 
reported under section 505(k)(1) of the FDCA will not be sufficient to assess known 
serious risks of myocarditis and pericarditis and identify an unexpected serious risk of 
subclinical myocarditis. 

Furthermore, the pharmacovigilance system that FDA is required to maintain under 
section 505(k)(3) of the FDCA is not sufficient to assess these serious risks. 

Therefore, based on appropriate scientific data, we have determined that you are 
required to conduct the following studies: 

4.  Study C4591009, entitled “A Non-Interventional Post-Approval Safety Study of 

the Pfizer-BioNTech COVID-19 mRNA Vaccine in the United States,” to evaluate 
the occurrence of myocarditis and pericarditis following administration of 
COMIRNATY.   

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this study according to the following schedule: 

Final Protocol Submission:  August 31, 2021 

Monitoring Report Submission:  October 31, 2022 

Interim Report Submission:  October 31, 2023 

Study Completion:  June 30, 2025 

Final Report Submission:  October 31, 2025

5.  Study C4591021, entitled “Post Conditional Approval Active Surveillance Study 
Among Individuals in Europe Receiving the Pfizer-BioNTech Coronavirus 

FDA ►Pfizer, 23/08/2021
BLA Approval 125742/0

 studio 5: la FDA esige 
 che Pfizer quantifichi  
  entro il 2024 i danni    
 cardiaci provocati ai    
 "vaccinati" in Europa

                      attenzione:
      Pfizer rimane NON approvato
      e NON autorizzato; la FDA ha
         approvato solo Comirnaty
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Disease 2019 (COVID-19) Vaccine,” to evaluate the occurrence of myocarditis 
and pericarditis following administration of COMIRNATY.  

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this study according to the following schedule: 

Final Protocol Submission:  August 11, 2021 

Progress Report Submission:  September 30, 2021 

Interim Report 1 Submission:  March 31, 2022 

Interim Report 2 Submission:  September 30, 2022 

Interim Report 3 Submission:  March 31, 2023 

Interim Report 4 Submission:  September 30, 2023 

Interim Report 5 Submission:  March 31, 2024  

Study Completion:  March 31, 2024 

Final Report Submission:  September 30, 2024 

6.  Study C4591021 substudy to describe the natural history of myocarditis and 
pericarditis following administration of COMIRNATY. 

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this study according to the following schedule: 

Final Protocol Submission:  January 31, 2022 

Study Completion:  March 31, 2024 

Final Report Submission:  September 30, 2024 

7.  Study C4591036, a prospective cohort study with at least 5 years of follow-up for 
potential long-term sequelae of myocarditis after vaccination (in collaboration 
with Pediatric Heart Network). 

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this study according to the following schedule: 

Final Protocol Submission:  November 30, 2021 

Study Completion:  December 31, 2026 
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Final Report Submission:  May 31, 2027 

8. Study C4591007 substudy to prospectively assess the incidence of subclinical 
myocarditis following administration of the second dose of COMIRNATY in a 
subset of participants 5 through 15 years of age. 

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this assessment according to the following schedule: 

Final Protocol Submission:  September 30, 2021  

Study Completion:  November 30, 2023 

Final Report Submission:  May 31, 2024 

9.  Study C4591031 substudy to prospectively assess the incidence of subclinical 
myocarditis following administration of a third dose of COMIRNATY in a subset of 
participants 16 to 30 years of age.   

We acknowledge the timetable you submitted on August 21, 2021, which states 
that you will conduct this study according to the following schedule: 

Final Protocol Submission:  November 30, 2021 

Study Completion:  June 30, 2022 

Final Report Submission:  December 31, 2022 

Please submit the protocols to your IND 19736, with a cross-reference letter to this BLA 
STN BL 125742 explaining that these protocols were submitted to the IND.  Please refer 
to the PMR sequential number for each study/clinical trial and the submission number 
as shown in this letter. 

Please submit final study reports to the BLA.  If the information in the final study report 
supports a change in the label, the final study report must be submitted as a 
supplement to this BLA STN BL 125742.  For administrative purposes, all submissions 
related to these postmarketing studies required under section 505(o) must be submitted 
to this BLA and be clearly designated as: 

• Required Postmarketing Correspondence under Section 505(o) 

• Required Postmarketing Final Report under Section 505(o) 

• Supplement contains Required Postmarketing Final Report under Section 
505(o) 

Section 505(o)(3)(E)(ii) of the FDCA requires you to report periodically on the status of 
any study or clinical trial required under this section.  This section also requires you to 
periodically report to FDA on the status of any study or clinical trial otherwise 
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undertaken to investigate a safety issue.  In addition, section 506B of the FDCA and 21 
CFR 601.70 require you to report annually on the status of any postmarketing 
commitments or required studies or clinical trials. 

You must describe the status in an annual report on postmarketing studies for this 
product.  Label your annual report as an Annual Status Report of Postmarketing 
Requirements/Commitments and submit it to the FDA each year within 60 calendar 
days of the anniversary date of this letter until all Requirements and Commitments 
subject to the reporting requirements of section 506B of the FDCA are fulfilled or 
released.  The status report for each study should include: 

• the sequential number for each study as shown in this letter; 

• information to identify and describe the postmarketing requirement; 

• the original milestone schedule for the requirement; 

• the revised milestone schedule for the requirement, if appropriate; 

• the current status of the requirement (i.e., pending, ongoing, delayed, terminated, 
or submitted); and, 

• an explanation of the status for the study or clinical trial.  The explanation should 
include how the study is progressing in reference to the original projected 
schedule, including, the patient accrual rate (i.e., number enrolled to date and the 
total planned enrollment). 

As described in 21 CFR 601.70(e), we may publicly disclose information regarding 
these postmarketing studies on our website at http://www.fda.gov/Drugs/Guidance
ComplianceRegulatoryInformation/Post-marketingPhaseIVCommitments/default.htm . 

We will consider the submission of your annual report under section 506B of the FDCA 
and 21 CFR 601.70 to satisfy the periodic reporting requirement under section 
505(o)(3)(E)(ii) provided that you include the elements listed in section 505(o) and 21  
CFR 601.70.  We remind you that to comply with section 505(o), your annual report  
must also include a report on the status of any study or clinical trial otherwise 
undertaken to investigate a safety issue.  Failure to periodically report on the status of 
studies or clinical trials required under section 505(o) may be a violation of FDCA 
section 505(o)(3)(E)(ii) and could result in regulatory action. 

POSTMARKETING COMMITMENTS SUBJECT TO REPORTING REQUIREMENTS 
UNDER SECTION 506B 

We acknowledge your written commitments as described in your letter of  
August 21, 2021 as outlined below: 

10. Study C4591022, entitled “Pfizer-BioNTech COVID-19 Vaccine Exposure during 
Pregnancy: A Non-Interventional Post-Approval Safety Study of Pregnancy and 
Infant Outcomes in the Organization of Teratology Information Specialists 
(OTIS)/MotherToBaby Pregnancy Registry.” 

Final Protocol Submission:  July 1, 2021 

   C’è uno studio di sicurezza fino al 2025                       LEGGI
   per gravide e neonati NON VACCINATI                         QUI
   (“non interventional”) esposti ai vaccinati
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Study Completion:  June 30, 2025 

Final Report Submission:  December 31, 2025 

11. Study C4591007 substudy to evaluate the immunogenicity and safety of lower 

dose levels of COMIRNATY in individuals 12 through <30 years of age.  

Final Protocol Submission:  September 30, 2021 

Study Completion:  November 30, 2023 

Final Report Submission:  May 31, 2024 

12. Study C4591012, entitled “Post-emergency Use Authorization Active Safety 
Surveillance Study Among Individuals in the Veteran’s Affairs Health System 
Receiving Pfizer-BioNTech Coronavirus Disease 2019 (COVID-19) Vaccine.” 

Final Protocol Submission:  January 29, 2021 

Study Completion:  June 30, 2023 

Final Report Submission:  December 31, 2023 

13. Study C4591014, entitled “Pfizer-BioNTech COVID-19 BNT162b2 Vaccine 
Effectiveness Study - Kaiser Permanente Southern California.”   

Final Protocol Submission:  March 22, 2021 

Study Completion:  December 31, 2022 

Final Report Submission:  June 30, 2023 

Please submit clinical protocols to your IND 19736, and a cross-reference letter to this 
BLA STN BL 125742 explaining that these protocols were submitted to the IND.  Please 
refer to the PMC sequential number for each study/clinical trial and the submission 
number as shown in this letter. 

If the information in the final study report supports a change in the label, the final study 
report must be submitted as a supplement.  Please use the following designators to 
prominently label all submissions, including supplements, relating to these 
postmarketing study commitments as appropriate: 

• Postmarketing Commitment – Correspondence Study Update 

• Postmarketing Commitment – Final Study Report 
• Supplement contains Postmarketing Commitment – Final Study Report 
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the New England Journal of Medicine

con il passare del tempo
i "vaccinati" si infettano 
più dei non "vaccinati"

gli infetti sarscov2+ SINTOMATICI
(cioè con malattia covid) sono 70 
"vaccinati", e 56 non "vaccinati"

 il "vaccino" covid aumenta il rischio di infettarsi, di ammalarsi, e di morire
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PIU' PUNTURE DI COSIDDETTI "VACCINI" COVID SI FANNO..
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.. E PIU' PERSONE VENGONO CONTAGIATE
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SARS-CoV-2 variants of concern and 
variants under investigation in 
England 
 

Technical briefing 20 
 
6 August 2021 
 
This briefing provides an update on previous briefings up to 23 July 2021
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Table 5. Attendance to emergency care and deaths of confirmed and provisional Delta cases in England by vaccination status 
(1 February 2021 to 2 August 2021) 

Variant Age group 
(years)**  

Total Cases with 
specimen date 
in past 28 days 

Unlinked <21 days 
post 

dose 1 

≥21 days 
post 

dose 1 

Received 
2 doses 

Unvaccinated 

Delta cases <50   265,749   84,772   28,330   23,822   40,449   25,536    147,612  

≥50  33,736   13,803  2,989  195  5,640   21,472  3,440  

All cases   300,010   98,722   31,841   24,018   46,089   47,008    151,054  

Cases with an emergency 
care visit§ (exclusion‡) 

<50 8,449   N/A    70  756  1,127  694  5,802  

≥50 1,940   N/A    10    15  326  1,098  491  

All cases  10,391   N/A    82  771  1,453  1,792  6,293  

Cases with an emergency 
care visit§ (inclusion#) 

<50  10,975  N/A  119  953  1,368  864  7,671  

≥50 3,342   N/A    24    30  486  1,815  987  

All cases  14,319   N/A  145  983  1,854  2,679  8,658  

Cases where presentation to 
emergency care resulted in 
overnight inpatient 
admission§ ((exclusion‡) 

<50 1,970   N/A    35  136  203  153  1,443  

≥50 1,059   N/A   7    12  125  620  295  

All cases 3,030   N/A    43  148  328  773  1,738  

Cases where presentation to 
emergency care resulted in 
overnight inpatient 
admission§ (inclusion#) 

<50  3,084   N/A    61  211  298  224  2,290  

≥50 2,074   N/A    20    23  230  1,131  670  

All cases 5,159   N/A    82  234  528  1,355  2,960  

Deaths within 28 days of 
positive specimen date 

<50   71   N/A   2   4   4    13    48  

≥50 670   N/A   5   6    65  389  205  

positivi al tampone morti entro 28 giorni: 488 "vaccinati" e 253 non "vaccinati"

SARS-CoV-2 variants of concern and variants under investigation
in England, Technical briefing 20, 6 August 2021 PUBLIC HEALTH
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Abstract: Severe Acute Respiratory Syndrome Coronavirus-2 (SARS-CoV-2) and its related disease
(COVID-19) continue to represent a challenge for humans. To date, vaccination programs have
represented an opportunity to navigate the pandemic. However, the advent of new genetic COVID-
19 variants has increased more attention representing a worrying threat not only for not vaccinated
but also for vaccinated people as virus infections have been shown also in the last ones. Herein,
we report different clinical cases and radiological findings of COVID-19 pneumonia in six fully
vaccinated patients. Two patients had a history of Rituximab therapy for follicular lymphoma and
with persistent positivity for SARS-CoV-2 on nasopharyngeal/oropharyngeal (NP/OP) swabs and
with moderate pneumonia on the chest computed tomography (CT). One patient who resulted to be
positive to delta variant 8 days after the second vaccination dose, died shortly after. Two patients
were hospitalized due to the worsening of fever and dyspnea in presence of mild pneumonia on CT.
In one patient mild pneumonia was found on the chest-CT performed after a lipothymic episode
associated with chest pain and positive NP/OP swab tested for SARS-CoV-2. These data suggested
that in fully vaccinated people, caution should be preserved, and the use of masks and social
distancing should be continued in all closed environments. However, further clinical trials should be
done to better understand how various factors can influence vaccine immunogenicity as the presence
of virus mutations, age factors, and the presence of an immunocompromised state.

Keywords: SARS-CoV-2; COVID-19 vaccines; COVID-19 pneumonia; immunocompromised state;
case reports

1. Introduction

The pandemic caused by the Severe Acute Respiratory Syndrome Coronavirus-2
(SARS-CoV-2) and its related disease (COVID-19) represents a major challenge for humans.
To date, COVID-19 has caused more than 3 million deaths, leading to economic troubles in
several countries [1–4].

COVID-19 has a multisystem involvement affecting not only the lungs but also the
cardiovascular, nervous, and gastrointestinal systems. In adults, and especially in children,
COVID-19 has led to a multisystem inflammatory syndrome [1–4].

Medicina 2021, 57, 891. https://doi.org/10.3390/medicina57090891 https://www.mdpi.com/journal/medicina
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