The first dose of Sinopharm vaccine in the elderly with Parkinson's disease was associated with death within the first 24 hours
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Abstract
Severe Acute Respiratory Coronavirus Syndrome 2 (SARS-CoV-2) is a new human coronavirus family discovered during the highly communicable respiratory disease outbreak in Wuhan, China, in 2019. Various COVID-19 vaccines are up to 95% effective against symptomatic infections caused by the COVID-19. Whether people with PD or PS have an increased risk of COVID-19 and are associated with a higher risk of death is still uncertain. In this study, we report eleven cases of PD patients who died whitin 24 hours after vaccination with the Sinopharm. All patients were over 79 years old (84.64 ± 5.08). All patients were SARS-CoV2 PCR negative and took their first dose of the Sinopharm. All patients had a duration of more than 5 years with PD. All patients presented to the hospital less than 12 hours after vaccination. All patients died less than 24 hours after vaccination. In this study, All the patients were elderly  and hypertension and diabetes were seen in 11 (100%) and 7 (63.6%) patients which could reinforce the hypothesis that older patients with PD should be vaccinated more cautiously and these patients should be discussed the vaccine with their physician especially in patients who have other comorbidities. Because our report was a case series study, we only identified patients, and the causality could not be assumed or proven. 


















Introduction
Severe Acute Respiratory Coronavirus Syndrome 2 (SARS-CoV-2) is a new human coronavirus family discovered during the highly communicable respiratory disease outbreak in Wuhan, China, in 2019[1]. SARS-CoV-2 causes coronavirus 19 (COVID-19) and is currently spreading worldwide, causing a global pandemic[1]. By the end of March 2022, more than 6 million across the globe have been killed by SARS-COV-2. In Iran, COVID-19 affected 7,220,402 people and 141,058 mortalities were reported up to April 27th, 2022. The increasing number of infected patients and the mortality rate caused by Covid 19 have made public vaccination more urgent. Various COVID-19 vaccines are up to 95% effective against symptomatic infections caused by the COVID-19[2]. As of April 2021, 16 vaccines are approved for public use by at least one or more national regulatory authorities[3]. The Islamic Republic of Iran has launched an initial vaccination campaign as part of its ongoing efforts to control the spread of SARS-CoV-2. Sinopharm, Sputnik, and Oxford-AstraZeneca were the first vaccines approved and introduced in Iran. Initial authorization for these vaccines was obtained for vulnerable and high-risk groups, like health care workers and the elderly with chronic diseases, then publicly available, excluding children and pregnant women. Several studies have reported reactions and side effects of Covid-19 vaccines[4-7]. Sinopharm COVID-19 vaccine is an inactivated vaccine that presents a dead version of SARS-CoV-2 into the body by a two-dose program, 14 or 21 days apart. By injecting a dose of the vaccine intramuscularly, the dead virus antigens are used to make antibodies that prepare the immune system for the subsequent attacks of the virus[8]. Classic inactivated whole-virus vaccines do not cause clinical disease. In this technology, inactivated viruses preserve their ability to replicate in vivo with mild or no symptoms[9]. Clinical trials of the Sinopharm vaccine have shown that BBIBP-CorV can protect against SARS-CoV-2 infection but have not indicated how long that protection lasts. There are two sorts of antibodies: one against the nucleocapsid or the N protein inside the virus, and the other against the spike or S protein on the surface of the virus, which the virus utilizes to enter our cells[10]. Patel et al. demonstrated that people infected with SARS-CoV-2 had antibodies against the N protein and the S protein[11].
Individuals with Parkinson's disease (PD) and Parkinsonism (PS) show a paradigmatic pattern of defenselessness, being elderly, and constantly having multiple age‐related comorbidities, including mental impairment and a higher risk of polypharmacy[12]. Whether people with PD or PS have an increased risk of COVID-19 and are associated with a higher risk of death is still uncertain[13-17]. In A telephone survey, including an outpatient clinic group of Individuals with PD and their family members as a control group,  the prevalence of "probable" or "confirmed" COVID-19 was similar[14]. In contrast, another telephone survey showed a higher prevalence of COVID-19 than anticipated for the general population[18]. 
In this study, we report eleven cases of PD patients who died after vaccination with the Sinopharm.
Cases:
Of 11 patients, 6 were male and 6 were female. Demographic, clinical data of  the eleven cases are presented in table 1. All patients were over 79 years old. All patients were SARS-CoV2 PCR negative and took their first dose of the Sinopharm. All but one (patient no. 9) were healthy weight. In examining the comorbidities of the patients studied; hypertension and diabetes were seen in 11 (100%) and 7 (63.6%) patients. All patients had a duration of more than 5 years with PD. All patients took levodopa for at least 4 years. All patients reported fatigue and malaise. All patients presented to the hospital less than 12 hours after vaccination. All patients died less than 24 hours after vaccination. 
Discussion
Emergency use authorization for SARS-Cov-2 Vaccines obtained both hope and concern for Americans and others[20]. Vaccines with proven efficacy and what seem to be good safety profiles are now hopefully going to contribute significantly to concluding the Sars-Cov-2 pandemic that took many lives[21]. Currently(as of 5 May 2022), 12 Vaccines Approved for Use in Iran. There is also the question of how Sars-Cov-2 vaccines affect patients with PD. In this regard, it is essential to highlight that there is currently no scientific data examining the effectiveness and safety of COVID 19 vaccination for people with PD. Therefore, any specific claims about effectiveness and safeness for this particular population should be made with caution and are established solely on concluding evidence from older populations and the experience of PD people gradually being vaccinated around the world[21]. According to the International Parkinson and Movement Disorder Society (IPMDS), To address aspects of Covid-19 vaccination, particularly in patients with PD, available data demonstrate: 1. Approved mRNA-based vaccines and evolving vector vaccines induce immunization through mechanisms that do not interact with the neuronal degradation process in PD. Given the associated inflammation in PD pathogenesis, no evidence of interaction with the immune response to these vaccines is shown. 2. Phase III data reported from approved vaccines demonstrated that the types or incidence of side effects in patients with PD were not distinguishable from the general population. Although Vaccines seem safe for the elderly and have fewer side effects than for younger people, The Norwegian experience with frail elderly living in long-term care centers demonstrates that more caution is needed for this particular subgroup of the elderly with several clinically relevant comorbidities[19]. 3. Similar to responses to other immunizations, COVID-19 vaccination does not interfere with existing PD therapies. (https://www.movementdisorders.org/COVID-19-Pandemic-MDS/MDS-COVID-19-Vaccine-Statement-for-Patients.htm for individuals with PD).  According to IPMDS, the same reported effectiveness of Sars-Cov-2 vaccine is expected to be applied to patients with PD because there is no information to support other vaccine performance in PD patients. Similarly, the same data have been reported for types or occurrences of side effects. According to research conducted in databases, this is the first study that reports the mortality of PD patients by Sars-Cov-2 vaccine. Sinopharm was one the first vaccines approved for use in Tabriz, Iran. In this study, We identified eleven cases of PD died whitin 24 hours of the first dose of Sinopharm vaccine, on which we report here. In this study, All the patients were elderly   and hypertension and diabetes were seen in 11 (100%) and 7 (63.6%) patients which could reinforce the hypothesis that older patients with PD should be vaccinated more cautiously and these patients should be discussed the vaccine with their physician especially in patients who have other comorbidities.
Our study had some limitations. Firstly, Because our report was a case series study, we only identified patients, and the causality could not be assumed or proven. Second, due to the lack of accurate statistics on the incidence of PD patients and PD patients who took the Sars-Cov-2  vaccine in Tabriz, we could not assess the risk ratio of vaccination in these patients.
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