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Late  in  2019,  SARS-CoV-2  (severe  acute  respiratory  syndrome
coronavirus-2)  emerged,  causing  an  unknown  type  of  pneumonia  today  called
coronaviruses  disease  2019  (COVID-19).  COVID-19  is  still  an  ongoing  global
outbreak  that  has  claimed  and  threatened  many  lives  worldwide.  Along  with  the
fastest vaccine developed in history to fight SARS-CoV-2 came a critical  problem,
SARS-CoV-2  variants.The  outbreak  caused  by  SARS-CoV-2  has  taken  many  lives
worldwide.  Although  vaccination  has  started,  the  development  of  drugs  to  either
alleviate or  abolish symptoms of  COVID-19 is  still  necessary.  Here,  four  synthetic
peptides  were  assayed  regarding  their  ability  to  protect  Vero  E6  cells  from
SARS-CoV-2 infection and their toxicity to human cells and zebrafish embryos. All
peptides  had  some ability  to  protect  cells  from infection  by  SARS-CoV-2  with  the
D614G mutation. Molecular docking predicted the ability of all peptides to interact
with  and  induce  conformational  alterations  in  the  spike  protein  containing  the
D614G  mutation.  PepKAA  was  the  most  effective  peptide,  by  having  the  highest
docking  score  regarding  the  spike  protein  and  reducing  the  SARS-CoV-2  plaque
number by 50% (EC50) at a concentration of 0.15 mg mL. Additionally, all peptides
had  no  toxicity  to  three  lines  of  human  cells  as  well  as  to  zebrafish  larvae  and
embryos. Thus, these peptides have potential activity against SARS-CoV-2, making
them promising to develop new drugs to inhibit cell infection by SARS-CoV-2.
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