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Some SARS CoV-2 vaccines have been investigated and all have not been fully approved. 9 

SARS CoV-2 vaccines might induce autoimmunity that could be fatal. 10 

SARS CoV-2 induced antibody dependent enhancement has not been excluded yet. 11 

An informed personalized risk benefit ratio must be secured. 12 

Abstract 13 

SARS CoV-2 vaccines are being advertised as a tool to beat COVID-19, yet with the 14 

emergence of different variants that are suggested to be vaccine-resistant, and the 15 

emergence of SARS CoV-2 vaccine induced serious adverse effects a personalized risk 16 

benefit ratio should be carefully assessed. mRNA based and adenovirus vectored vaccines, 17 

types of nucleic acid-based vaccination, were first ever or first commercially ever approved 18 

for the public, respectively. However, these new types possess a potential risk to induce 19 

auto-immune diseases e.g., thrombocytopenia and some of these complications might also 20 

reason for some of the post vaccination sudden death reports e.g., autoimmune myocarditis 21 

and immune induced thrombosis and thromboembolism. Moreover, all SARS CoV-2 types 22 

of vaccines, depending on the spike protein immunogenicity, especially the conventional 23 

inactivated ones might increase the likelihood of COVID-19 severity upon re-infection 24 

through antibody dependent enhancement which might also reason for some of the serious 25 

adverse effects encountered with administration of convalescent plasma to COVID-19 26 

patients. Moreover, these vaccines might have shared in development of the potentially 27 
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more lethal SARS CoV-2 B.1.617 variants and might lead to evolution of more virulent 28 

ones. Finally, A moral, legal, and sacred constitutional public right to know and decide 29 

basing on a personalized risk benefit ratio must be secured. Finally, it is a real misfortune 30 

that a draft of this manuscript is being denied an opportunity to be properly peer reviewed 31 

by numerous reputable medical journals for more than six months and even before a single 32 

mortality was reported and we totally condemn, from a medical point of view, any national 33 

or international policy that necessitates these experimental vaccines and we also condemn 34 

the trials in children as well as the European Court of Human Rights shameful ruling that 35 

compulsory vaccination would not contravene human rights law and we suggest that the 36 

rapid race to develop and approve SARS CoV-2 vaccines might eventually end with a man-37 

made Hades.  38 
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Introduction 44 

Safe COVID-19 vaccines are considered of utmost importance to stem SARS CoV-2 45 

current pandemic [1]. However, the unprecedent accelerated timelines to develop some of 46 

COVID-19 vaccines have necessitated a critical call for active pre- and post-licensure 47 

safety surveillance systems to properly investigate potential adverse effects or toxicities 48 

[1-3]. Importantly, whether the incidence of SARS CoV-2 vaccine related serious adverse 49 

effects might be considered rare or less rare 50 

[https://www.smh.com.au/national/astrazeneca-advice-unlikely-to-change-despite-rate-51 

of-rare-clotting-doubling-20210427-p57mq8.html] and very difficult to be prove 52 

causation[4], the scientific community has an obligation to continue developing new 53 

standards for safety monitoring and most importantly the public has a moral and legal right 54 

to know the potential hazards of COVID-19 newly approved vaccines in order to freely 55 

decide whether or not to receive any after an informed personalized risk benefit ratio is 56 

provided.  57 

Interestingly, autoimmunity developing due to similarities between viral and human 58 

proteins is one of the known sequalae of viral infections that include short term and 59 

sometimes permanent damage to the CNS[5]. However, this risk associated with COVID-60 

19 vaccines especially the newly approved SARS CoV-2 ones is yet to be discovered. In 61 

this manuscript, we briefly discuss the potential autoimmune adverse effects of SARS 62 

CoV-2 nucleic acid-based vaccines; adenovirus vectored and mRNA vaccines. 63 

Furthermore, we also briefly discuss the potential risk to develop more severe COVID-19 64 

upon SARS CoV-2 reinfection after vaccination as compared to the natural infection; a 65 

phenomenon called antibody dependent disease enhancement and its potential association 66 

with adverse effects encountered while convalescent plasma was administered to COVID-67 

19 patients. Finally, we illustrate, from our point of view, some of the higher risk groups 68 

to develop autoimmune disorders wishing they might consider a personalized risk benefit 69 

ratio, and measures that might decrease this potential. We wish to confirm that the public 70 

has a moral, legal, and constitutional right to know all the potential risks including the 71 

rarest ones to allow an informed personalized risk benefit ratio to be weighed and decided. 72 

This right should never be argued or suppressed as, unfortunately, it appeared as the case 73 
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when a professional peer review for this and other related preprinted manuscripts has been 74 

previously denied by several well reputed medical journals.  75 

Adenovirus vectored vaccines potential autoimmunity risk  76 

Autoimmunity developing due to similarities between viral and human proteins is one of 77 

the known sequalae of viral infections that include short term and sometimes permanent 78 

damage to the CNS[5]. Moreover, an increased autoimmunity risk was hypothesized due 79 

to the inclusion of new adjuvants into the already approved licensed vaccines[6]. However, 80 

this risk associated with COVID-19 vaccines especially the newly approved SARS CoV-2 81 

ones is yet to be discovered.  82 

Notably, adenovirus vectored SARS CoV-2 vaccine has been first commercially approved 83 

to be used in humans in Russia which is currently undergoing a mass vaccination program. 84 

Moreover, on December 30, 2020, it has also been announced to be authorized for 85 

emergency supply in the UK followed by other countries.  86 

Importantly, two adenovirus vectored SARS CoV-2 vaccine global phase III clinical trials 87 

were temporarily paused due to reports of serious adverse medical events of autoimmune 88 

and/or inflammatory complications including multiple sclerosis and transverse myelitis 89 

which were ultimately deemed to be unrelated to the SARS CoV-2 vaccine. Moreover, lack 90 

of transparency concerns have been raised as the involved companies declined the release 91 

of the thorough details of these serious adverse events claiming patients’ privacy issues [7-92 

10] and a sharp criticism of the analysis of the results of one trial including a serious dose 93 

mistake, claimed later to be a beneficial mistake, that involved thousands of patients has 94 

also been raised[11]. Importantly, supraphysiological expression levels of spike proteins 95 

in some individuals who receive nucleic acid based vaccination might share in 96 

development of autoimmune reactions [12] and we suggest that a skewed immune virus 97 

spike protein-antibody complex might trigger and reason, at least partly, for this potential 98 

autoimmunity [13] and we recommend that the dose of the nucleic acid based vaccines, if 99 

decided to be received, should be optimized to the lowest possible and preferably to be 100 

given once and potential tools to prevent such reactions should be further developed and 101 

tested.  102 
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mRNA vaccines potential autoimmunity risk 103 

mRNA based vaccines, first approved in UK for COVID-19 as a first ever approval for this 104 

novel type of vaccination in a western country to be followed by USA, the European 105 

Medicines Agency as well as several countries worldwide, possess multiple theoretical and 106 

manufacturing advantages over traditional subunit, live attenuated and killed virus 107 

vaccines[14-16]. However, their remarkable high efficacy in SARS CoV-2 clinical trials 108 

contradicted the results of other previous clinical trials using mRNA vaccines to prevent 109 

H10N8, H7N9 influenza and rabies viruses which have been lower than what was expected 110 

when compared to those of their preclinical studies[15]. Moreover, though mRNA vaccines 111 

encoding HIV and CMV antigens elicited antigen-specific CD4+ and CD8+ T cell immune 112 

responses; no reduction in viral load was observed[14].  113 

Importantly, potential risks of mRNA, and saRNA, based vaccines include risk of 114 

autoimmunity due to development of autoreactive antibodies of any non-native nucleotides 115 

and delivery system components. Furthermore, the identification of individuals at an 116 

increased risk of autoimmune reactions before mRNA vaccination was advised [15,17,18]. 117 

Notably, other than the currently known potential risks of anaphylaxis or Bell’s palsy 118 

(https://www.cdc.gov/vaccines/covid-19/info-by-product/clinical-considerations.html), 119 

soon after mRNA based SARS CoV-2 vaccine approval, the Norwegian Medicines Agency 120 

is investigating the potential causation of Pfizer-BioNTech mRNA (BNT162b2) 121 

vaccine against Covid-19 and the death of 75-year-old and elder 33 recipients. Similarly, 122 

the Paul Ehrlich Institute in Germany has been reported to investigate 10 fatalities that 123 

occurred within four days of vaccination and whose age groups were not revealed to the 124 

public but described as previously seriously ill patients suffering from many underlying 125 

diseases[19]. Alarmingly, though attributing these fatalities to commonly encountered 126 

adverse effects in the elderly is usually advocated, yet an otherwise healthy 56-year-old 127 

American obstetrician and gynecologist has developed autoimmune thrombocytopenia 128 

three days after receiving BNT162b2 vaccine and later he was deceased of brain 129 

hemorrhage as a complication to this autoimmune disease. Similarly, another American 130 

60-year-old X-ray technologist was deceased four days after taking his second dose of the 131 

BNT162b2 vaccine, he complained of an acute abdominal pain and dyspnea and tested 132 

https://www.cdc.gov/vaccines/covid-19/info-by-product/clinical-considerations.html
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negative for COVID-19, later his condition deteriorated, was put into a medically induced 133 

coma and a ventilator and finally he suffered from severe hypotension before death. Other 134 

than overweight and hypertension, he has not complained of any concomitant disorder. 135 

Moreover, at least one participant in the clinical trials has suffered from cardiac arrest 136 

(https://www.reuters.com/article/uk-factcheck-pfizer-health-concerns-idUSKBN28K2R6) 137 

and an otherwise healthy 41-year-old Portuguese nurse was found dead two days after 138 

receiving BNT162b2 vaccine. Similarly, a frightening analysis has seriously doubted the 139 

integrity of the safety data reported by the Israeli ministry of health as regards to it adopted 140 

policy for mass vaccination with BNT162b2 vaccine [http://www.nakim.org/israel-141 

forums/viewtopic.php?t=270812&s=The_uncovering_of_the_vaccination_data_in_Israel142 

__reveals_a_frightening_picture&fbclid=IwAR3qTWwbnGVhmkhjOqDktSaYB_QAGT143 

Bkk1SETlrxS0GJvDOMMXl5W8qPjuA ] and an informal weak criticism of this report 144 

has confirmed the validity of its statistics [https://www.lesoleil.com/actualite/verification-145 

faite/verification-faite-un-vaccin-qui-aggrave-les-symptomes-vraiment-146 

653bb8c18253322defd076a115d8a83e]. Additionally, another report claims that there is a 147 

post BNT162b2 mass vaccination increasing Israeli all-cause mortality with an 148 

observational “murky wave of heart attacks” as well as suggestions of intended official 149 

lack of transparency [https://swprs.org/israel-why-is-all-cause-mortality-150 

increasing/?fbclid=IwAR0WX4OUR67KWZrxpVqBmV5Z_Xhl114cJv4wCqJo2BzF_Fd151 

7kbnWXg6LHo4]. Interestingly, thought the official statements denies a single post SARS 152 

CoV-2 vaccination mortality [https://www.reuters.com/article/uk-factcheck-israel-153 

idUSKBN2AA2TS], unofficial reports strongly contradict this claim 154 

[https://www.facebook.com/lindsayfoord/videos/10157458591032391] and one might ask 155 

for independent international investigations for the best interests of transparency.   156 

Adenovirus vectored and mRNA vaccines common autoimmune risks. 157 

Importantly, immune thrombocytopenia was previously attributed to IgG opsonized 158 

dengue virus complexes bound to Fc receptors in platelets which were also suggested to 159 

play a central role in development of antibody dependent enhancement during dengue 160 

infection[20] and we suggest that the same mechanism might also apply to reason for the 161 

reported post BNT162b2 and Moderna mRNA-1273 SARS CoV-2 mRNA vaccination 162 

https://www.reuters.com/article/uk-factcheck-pfizer-health-concerns-idUSKBN28K2R6
http://www.nakim.org/israel-forums/viewtopic.php?t=270812&s=The_uncovering_of_the_vaccination_data_in_Israel__reveals_a_frightening_picture&fbclid=IwAR3qTWwbnGVhmkhjOqDktSaYB_QAGTBkk1SETlrxS0GJvDOMMXl5W8qPjuA%20
http://www.nakim.org/israel-forums/viewtopic.php?t=270812&s=The_uncovering_of_the_vaccination_data_in_Israel__reveals_a_frightening_picture&fbclid=IwAR3qTWwbnGVhmkhjOqDktSaYB_QAGTBkk1SETlrxS0GJvDOMMXl5W8qPjuA%20
http://www.nakim.org/israel-forums/viewtopic.php?t=270812&s=The_uncovering_of_the_vaccination_data_in_Israel__reveals_a_frightening_picture&fbclid=IwAR3qTWwbnGVhmkhjOqDktSaYB_QAGTBkk1SETlrxS0GJvDOMMXl5W8qPjuA%20
http://www.nakim.org/israel-forums/viewtopic.php?t=270812&s=The_uncovering_of_the_vaccination_data_in_Israel__reveals_a_frightening_picture&fbclid=IwAR3qTWwbnGVhmkhjOqDktSaYB_QAGTBkk1SETlrxS0GJvDOMMXl5W8qPjuA%20
https://www.lesoleil.com/actualite/verification-faite/verification-faite-un-vaccin-qui-aggrave-les-symptomes-vraiment-653bb8c18253322defd076a115d8a83e
https://www.lesoleil.com/actualite/verification-faite/verification-faite-un-vaccin-qui-aggrave-les-symptomes-vraiment-653bb8c18253322defd076a115d8a83e
https://www.lesoleil.com/actualite/verification-faite/verification-faite-un-vaccin-qui-aggrave-les-symptomes-vraiment-653bb8c18253322defd076a115d8a83e
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induced thrombocytopenia [https://www.nytimes.com/2021/02/08/health/immune-163 

thrombocytopenia-covid-vaccine-blood.html]  that also led the EMA to start a review of 164 

safety signal in patients who received any of BNT162b2, mRNA-1273 and 165 

Oxford/AstraZeneca (ChAdOx1 nCOV-19) (adenovirus vectored) vaccines 166 

[https://www.reuters.com/article/brief-ema-reviews-safety-signal-of-immun-167 

idUSFWN2LA0PH].  Moreover, autoantibody induced thrombosis was previously 168 

described in another setting[21] as well as other potential mechanisms for 169 

immunothrombosis[22] and venous thromboembolism was shown to be consistently 170 

associated with autoimmune diseases[23] and we suggest that a dysregulated autoimmunity 171 

might be triggered in some individuals who received SARS CoV-2 vaccines leading to 172 

sudden death from thromboembolism though only ChAdOx1 nCOV-19 vaccine has been 173 

in focus   because of multiple simultaneous fatality reports that led some European 174 

countries to halt its administration, at least temporarily, as becoming usual, while falsely 175 

claiming similar incidence in the general population [https://www.dw.com/en/covid-176 

several-european-countries-halt-use-of-astrazeneca-vaccine/a-56835406] as the abstract 177 

facts refute this claim and declare that these vaccine related extremely serious adverse 178 

effects are more frequent than would be expected by chance [ 179 

https://www.sciencemag.org/news/2021/03/it-s-very-special-picture-why-vaccine-safety-180 

experts-put-brakes-astrazeneca-s-covid-19?utm_campaign=news_daily_2021-03-181 

17&et_rid=181260252&et_cid=3703486 ]. Importantly, the reported cerebral venous sinus 182 

thrombosis, encountered post ChAdOx1 nCOV-19  vaccination 183 

[https://www1.racgp.org.au/newsgp/clinical/atagi-review-of-astrazeneca-covid-vaccines-184 

what-gp] was previously described with autoimmune thyroiditis/hypothyroidism [24] and 185 

its risk factors include the presence of autoantibodies like antiphospholipid and 186 

anticardiolipin antibodies[25] and fortunately some scientists from Norway and Germany 187 

have independently confirmed the ability of ChAdOx1 nCOV-19 to trigger this 188 

autoimmune reaction [https://www.wsj.com/articles/scientists-say-they-found-cause-of-189 

blood-clotting-linked-to-astrazeneca-vaccine-190 

11616169108?mod=flipboard&fbclid=IwAR0ui2eDUDr3ilyYdZaWyYzMgLofjKfW5b5191 

43rwBtiyImGT2Vf9RZeZu99w ] and later AstraZeneca was instructed to flag a possible 192 

thrombotic side-effect of ChAdOx1 nCOV-19  vaccine on labelling 193 

https://www.reuters.com/article/brief-ema-reviews-safety-signal-of-immun-idUSFWN2LA0PH
https://www.reuters.com/article/brief-ema-reviews-safety-signal-of-immun-idUSFWN2LA0PH
https://www.dw.com/en/covid-several-european-countries-halt-use-of-astrazeneca-vaccine/a-56835406
https://www.dw.com/en/covid-several-european-countries-halt-use-of-astrazeneca-vaccine/a-56835406
https://www.sciencemag.org/news/2021/03/it-s-very-special-picture-why-vaccine-safety-experts-put-brakes-astrazeneca-s-covid-19?utm_campaign=news_daily_2021-03-17&et_rid=181260252&et_cid=3703486
https://www.sciencemag.org/news/2021/03/it-s-very-special-picture-why-vaccine-safety-experts-put-brakes-astrazeneca-s-covid-19?utm_campaign=news_daily_2021-03-17&et_rid=181260252&et_cid=3703486
https://www.sciencemag.org/news/2021/03/it-s-very-special-picture-why-vaccine-safety-experts-put-brakes-astrazeneca-s-covid-19?utm_campaign=news_daily_2021-03-17&et_rid=181260252&et_cid=3703486
https://www1.racgp.org.au/newsgp/clinical/atagi-review-of-astrazeneca-covid-vaccines-what-gp
https://www1.racgp.org.au/newsgp/clinical/atagi-review-of-astrazeneca-covid-vaccines-what-gp
https://www.wsj.com/articles/scientists-say-they-found-cause-of-blood-clotting-linked-to-astrazeneca-vaccine-11616169108?mod=flipboard&fbclid=IwAR0ui2eDUDr3ilyYdZaWyYzMgLofjKfW5b543rwBtiyImGT2Vf9RZeZu99w
https://www.wsj.com/articles/scientists-say-they-found-cause-of-blood-clotting-linked-to-astrazeneca-vaccine-11616169108?mod=flipboard&fbclid=IwAR0ui2eDUDr3ilyYdZaWyYzMgLofjKfW5b543rwBtiyImGT2Vf9RZeZu99w
https://www.wsj.com/articles/scientists-say-they-found-cause-of-blood-clotting-linked-to-astrazeneca-vaccine-11616169108?mod=flipboard&fbclid=IwAR0ui2eDUDr3ilyYdZaWyYzMgLofjKfW5b543rwBtiyImGT2Vf9RZeZu99w
https://www.wsj.com/articles/scientists-say-they-found-cause-of-blood-clotting-linked-to-astrazeneca-vaccine-11616169108?mod=flipboard&fbclid=IwAR0ui2eDUDr3ilyYdZaWyYzMgLofjKfW5b543rwBtiyImGT2Vf9RZeZu99w
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[https://www.reuters.com/article/us-health-coronavirus-astrazeneca-statem/astrazeneca-194 

to-flag-possible-blood-clot-side-effect-of-covid-19-vaccine-on-labelling-195 

idUSKBN2BU2Z5]. Recently, vaccine-induced immune thrombotic thrombocytopenia 196 

was coined to describe the pathogenesis of these cases[26]. 197 

 Ironically, the same sequence of denial, investigations appears to occur with the Johnson 198 

& Johnson adenovirus vectored SARS CoV-2  Ad26.COV2-S vaccine and the FDA 199 

initially declared that currently no causal thrombosis relationship is found 200 

[https://www.reuters.com/article/us-health-coronavirus-europe-vaccines/jj-covid-19-201 

vaccine-under-eu-review-over-blood-clots-idUSKBN2BW2FI ], but fortunately a prompt 202 

vigilant decision of a temporary pause of Ad26.COV2-S vaccine until further evaluation 203 

was issued [https://www.fda.gov/news-events/press-announcements/joint-cdc-and-fda-204 

statement-johnson-johnson-covid-19-vaccine]. Notably, we have formally contacted the 205 

FDA before this pause and emailed a draft of this manuscript and later we urged it to 206 

respond like EMA and wisely they did 207 

[https://edition.cnn.com/2021/04/23/health/johnson-vaccine-acip-208 

recommendation/index.html]. Most recently some European countries have fully 209 

suspended the use of ChAdOx1 nCOV-19 vaccine and even UK has restricted its use to 210 

people over 40 years old instead of those over 30 years old 211 

[https://www.reuters.com/world/uk/uk-advises-under-40s-take-alternative-astrazeneca-212 

covid-19-shot-2021-05-07/] and analysis of its association with the autoimmune Guillain-213 

Barré syndrome [https://www.reuters.com/business/healthcare-pharmaceuticals/eu-214 

regulator-reviews-reports-rare-nervous-disorder-after-astrazeneca-vaccine-2021-05-07/]. 215 

Unsurprisingly, British scientists have retaliated and recently exposed that post SARS 216 

CoV-2 vaccines thrombotic events are not limited to the cerebral vasculature as splanchnic 217 

and portal vein thrombosis with similar case fatality rate (18.8% versus 20% of cerebral 218 

venous thrombosis) within two weeks post vaccination are more common with BNT162b2 219 

and mRNA-1273  vaccines (44.9 per million versus 1.6 per million for their  ChAdOx1 220 

nCOV-19 vaccine) and they have mentioned that the incidence is much higher after 221 

COVID-19 but we suggest that their comparison is not out of bias especially when properly 222 

adjusted for the affected age and gender [27,28] and one may wonder what else is hidden 223 



9 
 

and when it will be exposed. Moreover, we would like to suggest that a fatal autoimmune 224 

myocarditis, which is known to be underdiagnosed, might also be responsible for some of 225 

the post SARS CoV-2 mRNA vaccination sudden death reports which are being attributed 226 

to other adverse effects which are not directly related to mRNA vaccine while they might 227 

be due to vaccine related myocarditis causing due to  fatal arrhythmias, acute-onset heart 228 

failure with cardiogenic shock, pericardial effusion with cardiac tamponade [29,30]. 229 

Importantly, a 19-year-old Israeli patient suffered from tachycardia, dyspnea, and angina 230 

like pain after receiving his second dose of BNT162b2 vaccine to be hospitalized five days 231 

later with a confirmed diagnosis of myocarditis. Importantly, since IL-6 has been suggested 232 

to play an integral role in the pathogenesis of clinical and experimental viral 233 

myocarditis[31,32], we would like to suggest that the potential clinical benefits of few days 234 

administration of NSAIDs with SARS CoV-2 vaccines[33] either concomitantly or on the 235 

day after both the first and second (if there is one) jabs might eventually exceed the 236 

inconclusive potential risk to lower the immune response developed from the vaccines[34]. 237 

Recently and fortunately, EMA has begun an investigation to assess the association 238 

between SARS CoV-2 mRNA vaccines and myocarditis has started with the usual 239 

declaration that no indication at present that these cases were due to the vaccines 240 

[https://www.reuters.com/business/healthcare-pharmaceuticals/eu-regulator-reviews-241 

reports-rare-nervous-disorder-after-astrazeneca-vaccine-2021-05-07/]. 242 

Notably, supraphysiological expression levels of spike proteins in some individuals who 243 

receive nucleic acid based vaccination might share in development of autoimmune 244 

reactions and we suggest the dose of the nucleic acid based vaccines should be optimized 245 

to the lowest possible dose and potential tools to prevent such reactions should be further 246 

developed and tested [12]. Moreover, an immunopathological phenomenon called antibody 247 

dependent enhancement that might cause COVID-19 enhancement, discussed later, should 248 

be tested for a potential concomitant correlation. Some vaccines recipients who were 249 

previously primed by either SARS CoV-2 as silent infection or possibly through other 250 

commonly encountered corona viruses, might express an autoimmune lung reaction which 251 

was suggested to reason for COVID-19 pathogenesis[5,35] and we suggest it might better 252 

suit COVID-19 complications whether or not linked to vaccination. 253 
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BNT162b2 vaccine potential extra risk 254 

Importantly and unfortunately, the sequence used in BNT162b2 vaccine was suggested to 255 

induce misleading errors in translational decoding and protein synthesis that were 256 

hypothesized to produce serious long-term health damage including neurodegenerative 257 

diseases and multiple sclerosis[36]. Furthermore, several adjuvants newly used in vaccines 258 

are known to trigger the innate and adaptive immune system with a theoretical, not 259 

confirmed, risk to induce autoimmune diseases[6]  and since most of the serious adverse 260 

effects and fatalities are reported with the BNT162b2 vaccine, there is a likelihood for at 261 

least a short-term potential hazard that might be a company specific, to be also fully 262 

investigated and compared as regards to sequence and used adjuvants it to its mRNA-1273 263 

counterpart as an essential component of any investigation. Furthermore, we would like to 264 

recommend CDC to urgently change its neutral  recommendation and to advice against 265 

administration of nucleic acid-based vaccines to persons complaining from autoimmune 266 

diseases [https://www.cdc.gov/vaccines/covid-19/info-by-product/clinical-267 

considerations.html]. Finally, we recommend consideration of an immediate reevaluation 268 

of the emergency approval granted by the FDA to BNT162b2 vaccine until full 269 

investigations of the claims against its design and its potential causation of some of the 270 

reported deaths are performed and discussed.  271 

Antibody dependent COVID-19 enhancement potential risk: vaccines and 272 

convalescent plasma links 273 

Importantly, an unexplored risk for all types of SARS CoV-2 vaccines, especially the 274 

inactivated ones, that aim to develop antibodies against its spike protein is an 275 

immunopathological well recognized phenomenon called antibody dependent 276 

enhancement which was reported and described with other respiratory and corona viruses 277 

including SARS CoV and MERS [5,37]. It was previously reported that in the presence of 278 

vaccine-elicited antiviral antibodies, SARS-CoV displayed an altered tropism toward 279 

primary human immune cells which were otherwise refractory to the virus. Furthermore, 280 

vaccines developed against animal coronaviruses has demonstrated an immune 281 

enhancement of disease in vaccinated recipients[38]. Importantly, individuals suffering 282 

from severe COVID-19 were suggested to be primed by one or more prior coronavirus 283 

https://www.cdc.gov/vaccines/covid-19/info-by-product/clinical-considerations.html
https://www.cdc.gov/vaccines/covid-19/info-by-product/clinical-considerations.html
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exposures, and due to antigenic epitope heterogeneity, are experiencing the effects of ADE 284 

similar to that previously postulated with SARS CoV[39]. Additionally, recurrent COVID-285 

19 infection was described, in a significant minority due to a variable immune response, to 286 

be more severe and potentially fatal[40]. Interestingly, SARS CoV-2 vaccines were also 287 

suggested to possess the same risk and a modification of their design was suggested to 288 

lower the potential risk[5]. Notably, a higher antibody titres against SARS-CoV-2 being 289 

was associated with more severe disease and suggested to be linked to ADE as one possible 290 

probability that was not excluded by the other suggested mechanisms. Moreover, several 291 

studies in murine and non-human primate models for SARS-CoV vaccines showed 292 

enhanced immunopathology, enhanced respiratory disease [41] or skewing immunological 293 

or inflammation-resolving response[37,42,43] on challenge with SARS CoV after 294 

immunization and thus the benefit of using SARS-CoV vaccine in humans was 295 

doubted[44] and a very interesting commentary that unfortunately has been unnoticed 296 

possibly because of multiple prior rejections at more visible journals has tested the 297 

outcomes of SARS CoV-2 infection in 33 African green monkeys which were vaccinated 298 

with mRNA SARS CoV-2 vaccines and ARDS has developed in one[45]. Accordingly, we 299 

disagree with Fu et al. [46]  in their suggestion that an early, sub-optimal neutralizing 300 

antibody activity reasons for ADE responsible for the severe SARS CoV induced 301 

pulmonary disease and with Lee et al.[41] and in their suggestion, basing on interpretations 302 

of some murine models findings, that SARS CoV-2 vaccines that elicit high neutralizing 303 

antibody titres have a minimal risk of ADE which is supported by a preprinted study that 304 

used a SARS CoV-2 murine model[47] to be noted that neutralizing antibodies are 305 

described to induce ADE [42,48] and a SARS CoV-2 DNA study that has been performed 306 

in non-human primates and frequently cited to acquit COVID-19 from ADE potential has 307 

clearly stated that it was not designed to examine safety issues. Furthermore, it 308 

recommended future studies to specifically address the probability of enhanced respiratory 309 

disease due to ADE implying that their favorable impression should never be cited as 310 

potentially conclusive[49]. Importantly, another argument that is used as a principle to 311 

refute or underestimate COVID-19 ADE risk is that antibodies can have very different 312 

properties in animals compared to those in the human host, because of altered functional 313 

species-specific interactions between the antibody and immune cells[50] should be used 314 
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likewise in favor of the contradictory perspective as explained, further we suggest that 315 

results coming from non-corona viruses should not be considered of much significant value 316 

when trying to interpret the potential risk of ADE in COVID-19. Moreover, we suggest 317 

that while COVID-19 does not worsen after treatment with plasma from convalescent 318 

patients[50], it should also be considered irrelevant in a context that underestimate COVID-319 

19 potential ADE risk for two reasons; the first is the timing as these antibodies are being 320 

administered to combat an undergoing infection and the other is that in fact these antibodies 321 

might actually have worsened COVID-19 if proper validation of cardiac events was 322 

conducted and thus an early ADE should not be excluded[51]. Alarmingly, unlike the one 323 

year spent to develop a vaccine for SARS CoV-2 (a single-stranded RNA virus), the 324 

journey to develop RSV (another enveloped non-segmented single stranded RNA virus) 325 

vaccine took more than 60 years and has not ended yet. More alarmingly, 80% of young 326 

infants previously vaccinated with inactivated RSV who have been subsequently infected 327 

with wild RSV experienced enhanced respiratory disease that required hospitalization and 328 

two died and [52] and an atypical measles illness accompanied by peripheral edema and 329 

pneumonia occurred in ten children who had received inactivated measles (a third 330 

enveloped non-segmented single stranded RNA virus) vaccine five to six years earlier and 331 

significant pleural effusions were noted in three of them[53]. Importantly, we wish to 332 

strongly recommend against any suggested administration of SARS CoV-2 vaccines to 333 

children especially the inactivated ones. Moreover, we confirm our recommendation using 334 

the lowest possible vaccination dose optimized to produce high-affinity anti-SARS CoV-2 335 

IgG as this might be our route to decrease this and other potential likelihoods. Additionally, 336 

we reconfirm the need for developing suggested neutralizing nanobodies as well as new 337 

immunofocusing vaccines basing on the spike, N or other potential SARS CoV-2 338 

immunological targets[37]. Finally, though reports of SARS CoV-2 infection early after 339 

vaccination have not reported ADE[54], yet the recent terrible surge of COVID-19 340 

mortality in India should be further investigated whether SARS CoV-2 B.1.617 variants 341 

are the sole culprit and whether the enthusiastic Indian vaccination program might helped 342 

in the emergence of these potentially more lethal variants [55] and the timing of infection 343 

might also play a factor in development of ADE as well as some individualized immune-344 
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genetic factors and thus, from our point of view, an advice for close and vigilant follow up 345 

should not be ignored and any report of such adverse effect should not be underestimated.   346 

Who are the higher-risk groups, and could we lower their potential risk? 347 

Notably, we would like to explore some groups of individuals who are potentially more 348 

vulnerable to autoimmune diseases, aiming to recommend a personalized risk benefit ratio 349 

to be considered before a decision to be immunized by adenovirus and RNA based SARS 350 

CoV-2 vaccine until encouraging post marketing safety data are revealed for all SARS 351 

CoV-2 types of vaccines. The first higher-risk group are female[56] and this is a non-352 

modifiable risk factor and the second are smokers; cigarette smoke has been reported to 353 

lead to an enhanced risk of inflammatory and autoimmune diseases[57]. Smokers are more 354 

likely to develop critical COVID-19 requiring mechanical ventilation [58] that might lead 355 

to a higher mortality rate [59,60]. Interestingly, alarms about the danger of misreading non-356 

significant or inconclusive frequentist results containing several possible biases of a 357 

contradictory hypotheses have been raised [61,62].  358 

Two other important groups that might be closely monitored include obese and diabetic 359 

individuals; obesity was suggested to be a major environmental factor contributing to the 360 

onset and progression of autoimmune diseases[63] and a concomitant autoimmune disease 361 

was encountered as 1 in 4 of 179,248 people diagnosed with type 1 diabetes[64]. Notably, 362 

a meta-analysis has showed diabetes, but not obesity, to be linked to a higher COVID-19 363 

mortality[65]. However, increasing risks of COVID-19 hospital death were noticed to be 364 

associated with increasing levels of obesity (BMI >40 fully adjusted HR 2.27, 95% CI 365 

1.99-2.58)[66]. 366 

Interestingly, quitting smoking at diagnosis was recently shown to decrease the risk of 367 

death in cancer patients[67], and quitting smoking was suggested to alleviate its impact in 368 

patients with pneumonia and other COVID-19 associated infections[60,62,68], thus a 369 

beneficial advice to quit smoking together with another to lose overweight and to control 370 

the blood glucose levels might also help to lower the chances of SARS CoV-2 adenovirus 371 

and RNA-based vaccine potential autoimmunity in those individuals. Most importantly, 372 

we would like to stress the utmost importance to remind the participants to report all 373 

experienced adverse effects to a well-prepared post marketing surveillance system. Further, 374 
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the search to improve methods that help to develop nucleic acid-based vaccines with 375 

minimal autoimmune potential risk should continue and until more reassuring post 376 

marketing safety data are released, we recommend considering an individualized risk 377 

benefit ratio especially for those higher risk groups of patients. 378 

Conclusion 379 

In conclusion, we totally condemn, from a medical point of view, any national policy that 380 

necessitates these experimental vaccines and we also condemn the European Court of 381 

Human Rights shameful ruling that compulsory vaccination would not contravene human 382 

rights law [https://www.dw.com/en/echr-rules-obligatory-vaccination-may-be-383 

necessary/a-57128443]. Moreover, though “experts” finally admit that their claimed 384 

vaccine induced herd immunity is very unlikely [69] or almost impossible 385 

[https://www.nytimes.com/2021/05/03/health/covid-herd-immunity-vaccine.html], they  386 

continue to make it almost compulsory and we condemn the trials made by some 387 

pharmaceutical companies to test those vaccines in children as well as their attempt to seek 388 

clearance of usage in children aged two years and above 389 

[https://www.nytimes.com/2021/05/04/health/pfizer-vaccine-children-390 

approval.html?action=click&block=associated_collection_recirc&impression_id=d81bf9391 

12-ad21-11eb-879f-e72e2db5680e&index=2&pgtype=Article&region=footer] as other 392 

than the discovered potential short term complications, long term ones are not excluded as 393 

well [36]. Notably, we are regretful that many “honorable” journals, including one 394 

affiliated to the CDC, have refused to peer review this manuscript though a draft was 395 

submitted to some several months ago and before the appearance of mortalities attributed 396 

to those vaccines. Ironically, nothing is comparable to this misfortunate dishonorable 397 

academic misconduct except the intended one year persistent denial, by dozens of similarly 398 

“reputable” journals to fairly review our immunomodulatory protocol that provides a safe, 399 

inexpensive cure to COVID-19 and even when it was accepted after peer review, some 400 

have intervened to remove it from publication[70]. We repeat urging the CDC to consider 401 

a change to its current recommendation to advise against use of nucleic acid based 402 

vaccination for COVID-19 patients complaining of autoimmune diseases and we suggest 403 

that FDA should investigate a potential extra risk that might be associated with BNT162b2 404 
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vaccine and calling for an independent re-evaluation of the post vaccination situation in 405 

Israel and we totally agreed with the EMA and FDA decisions to reevaluate the safety of 406 

ChAdOx1 nCOV-19 and Ad26.COV2-S vaccines, respectively. Furthermore, that risk 407 

benefit ratio from administering convalescent plasma to COVID-19 patients might be 408 

outbalanced due to potential early ADE. Moreover, a strict system for post vaccination 409 

surveillance must be secured to report any encountered serious adverse effect especially 410 

for those who would be reinfected with SARS CoV-2 despite vaccination. Additionally, 411 

the techniques used in development of all types of SARS CoV-2 vaccines, especially the 412 

newly emergency approved ones, should focus on innovative methods to decrease their 413 

potential autoimmunity and antibody dependent disease enhancement. Finally, in all cases 414 

we believe that a more careful consideration of these potential hazards must have been 415 

thoroughly discussed and/or refuted before a mass vaccination approval was granted as the 416 

public, which has been repeatedly denied a constitutional right to know, will not accept to 417 

prevent a minority of unaware recipients who experienced the presented adverse effects 418 

from their legal right to know first then decide, no matter if the adverse effects are rare as 419 

frequently claimed or not to the same extent that we will not withstand any political or 420 

economic gains that might have induced or would induce a man-made Hades currently or 421 

in the future and we wish to remind all stake-holders that no prior agreements will, ever, 422 

secure impunity.  423 
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