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NEWS | 25 March 2022

Can drugs reduce therisk oflong nature
COVID? What scientists know so far

Researchers are trying to establish whether existing COVID-19 vaccines and treatments can
prevent lasting symptoms.

Heidi Ledford

= Vaccination could reduce the risk of long COVID by about half among
those who become infected after vaccination®2

= |t's unclear whether any existing COVID-19 therapy has an effect on long-
COVID risk:

1. Early treatment in non-hospitalized patients (PANORAMIC
molnupiravir)

2. Long-term impact of treatments in hospitalized patients (SOLIDARITY)

!Antonelli, M. et al. Lancet Infect. Dis. 22, 43-55 (2022).
2Ayoubkhani, D. et al. Preprint at medRxiv https://doi.org/10.1101/2022.02.23.22271388 (2022).
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Identification of Plitidepsin as Potent
Inhibitor of SARS-CoV-2-Induced
Cytopathic Effect After a Drug
Repurposing Screen
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IC,,/ CC_ uM Previous Vendor

(Mean +/-SD) B Clinical Use Origen

Targets eukaryotic Elongation

Plitidepsin 0.06 +/-0.02/>01 Multiple myeloma PharmaMar

M . Factor 1A2 (éEF1A2) S
MDL 28170 0.14 +/-0.06 /> 87 Calpain Il inhibitor & Cathepsin B Pre-Clinical Merck
NPO-2142; 2143&-2260  ~054 />10 Calpain & Cathepsin Pre-Clinical ~ "ooemer
inhibitors Genmed
Remdesivir 216 +/-4.1/ >85 RNA Polymerase inhibitor Ebola Virus  Cayman Chemical

Hydroxycloroquine 109 +-11.3 /> 96 Clothmn mediaiod sndociicsys of Malaria Laboratorios Rubio
yoroxy q : ’ pH-dependent viral fusion inhibitor

Nelfinavir mesylate hydrate Mol caicriaied. Protease inhibitor HIV-1 Sigma Aldrich
I e but active < 10 1> 25 :
o Clathrin-mediated endocitosys or

2 hl i 3.86 />25 Malari Si Aldrich
107 1U/mL) Chloroquine 2 pH-dependent viral fusion inhibitor — Al

Interferon 2 alpha ~ 8.1+/-0.7 x10% 1U/mL />100 x10% IU/mL  INF stimulated antiviral proteins  Hepatitis & HIV-1 Sigma-Aldrich

Interferon gamma 11.2 x102 1U/mL />100 x102 1U/mL INF stimulated antiviral proteins Granulomatous disease Sigma-Aldrich
Fenofibrate 19.8+/-8 />100 Activates PPARa Dyslipidemia Lacer

Among the 72 compounds and 28 combinations tested, we only found 22 compounds with antiviral activity, and only
eight families had an ICsq below 25 uM or 102 IU/mL. These families tackle different steps of the viral life cycle.

Rodon et al. (2021), Frontiers in Pharmacology



Aplidium albicans

Marine origen
Viruses are the most abundant biological
particles in the ocean

108 viruses / mL of water

1030 viruses in the oceans > n. stars in the
Milky Way!
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Unraveling the antiviral activity of plitidepsin against SARS-CoV-2 by
subcellular and morphological analysis
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Preclinical and randomized phase | studies of plitidepsin
in adults hospitalized with COVID-19

Jose F Varona*@®, Pedro Landete®, Jose A Lopez-Martin®@®, Vicente Estrada®’, Roger Paredes®’, Pablo Guisado-Vasco™",
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Daniel Abad"" Sonia Zuniga®?®, Isabel Sola?, Jordi Rodon®@®, Julia Vergara-Alert?>, Nuria Ilzquierdo-Useros** @,
Salvador Fudio®@®, Maria Jose Pontes?, Beatriz de Rivas?, Patricia Giron de Velasco®, Antonio Nieto?®, Javier Gomez?%,
Pablo Aviles®, Rubin Lubomirov®, Alvaro Belgrano®® Belen Sopesen®°?! Kris M White™***@®, Romel Rosales®®*,

Soner Yildiz*®, Ann-Kathrin Reuschl*, Lucy G Thorne*@®, Clare Jolly*, Greg ) Towers®, Lorena Zuliani-Alvarez>>?%*,
Mehdi Bouhaddou®*3"%, Kirsten Obernier>**8@, Briana L McGovern®**@®, M Luis Rodriguez**®, Luis Enjuanes®,

Jose M Fernandez-Sousa®, Nevan J Krogan®2*>***738@, Jose M Jimeno>*, Adolfo Garcia-Sastre®>¥%4*@

* Plitidespin showed to be safe in CoVID-19 patients at 1.5mg, 2mg or 2.5mg
per day for 3 days.

e Viral load was reduced.

* Phase II/Ill studies currenly running



Intra-patient time-course variation in C-Reactive Protein, per dose-cohort.

1.5 mg/d

2 mg/d 2.5 mg/d

< Plitidepsin

TR Y

()

o
1

N

AU\
" {vi‘.,!‘\A\\\\
v A\l

N

=
o
1L

C — Reactive Protein (mg/1)

< Plitidepsin < Plitidepsin

047 15 21

31 047 1521 31 047 15 21 31
time points (days)

Jose F Varona et al. LSA 2022;5:e202101200

© 2022 Varona et al.

Pbo b
p2p2)
P22y,
PPy

Life Science Alliance



! nderstand |f Plltldepsm hasaneffec‘ -

—...on Iong COVID r|sk =

1. Early treatment in non-hospitalized patients

2. Long-term impact in hospitalized treated patients
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