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Overview
Leader in development & commercialization of marine derived

oncology drugs
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Unique fully integrated platform
R&D capabilities to bring cancer drugs to the market
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Oncology portfolio
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Aplidin® (Plitidepsin)
Collection of Aplidium albicans

Aplidium albicans

 Aplidium albicans was collected in 1988 and Aplidine was isolated in 1989

Es vedrá, South Ibiza, Balearic Islands
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Aplidin® (Plitidepsin)
Chemical structure elucidated

• Aplidine is a member of the class of compounds known as Didemnins

• Didemnin B was the first marine compound entering clinical trials 

Aplidium albicans

Trididemnum solidum

CONFIDENTIAL



Aplidin® (Plitidepsin)
Solving of supply problem

Rinehart et al reported the first total synthesis of Didemnins in 1987. Subsequently,
different research laboratories published several synthesis, differing mainly in the
selection of the two amino acids to achieve macrocyclization (1989-1997).
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Aplidin® (Plitidepsin)
In vivo effect of Aplidine in MM

SCID mice bearing RPMI-8226 xenografts received

Aplidine: 9 Daily Dose & Velcade®: q3dx2 

SCID mice bearing MM1S xenografts received

Aplidine: 5 Daily Dose/week & Revlimid®: 5 Daily Dose/week

Aplidine + Velcade® (Bortezomib) Aplidine + Revlimid® (Lenalidomide)
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Aplidine Synergizes with Bortezomib and Lenalidomide in MM Xenografts

Mitsiades et al. Aplidin, a Marine Organism-Derived Compound with Potent Antimyeloma
Activity in vitro and in vivo. Cancer Res. 2008, 68, 5216–5225

CONFIDENTIAL



Aplidin® (Plitidepsin)
Understanding the Mechanism of Action

HeLa-APL

HeLa-APL/eEF1A2

HeLa-WT

Aplidine (M)
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• Re-introduction of 

eEF1A2 sensitizes the 

resistant cells to 

Aplidine treatment

• Resistant cells recover 

intracellular signals 

induced by Aplidine

eEF1A2 Sensitizes to Aplidine

Losada et al. Translation Elongation Factor eEF1A2 is a Novel Anticancer Target for the Marine 
Natural Product Plitidepsin. Sci. Rep. 2016, 6, 35100; doi: 10.1038/srep35100.
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Aplidin® (Plitidepsin)
Phase II APL-B-014-03

APL-B-014-03: Phase II Study with Aplidin® in Multiple Myeloma

Clin Cancer Res. 2010, 16, 3260-3269
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Aplidin® (Plitidepsin)
Phase III in Relapsed/Refractory Myeloma (ADMYRE)

Aplidine 5 mg/m2 q2w + Dexamethasone 40 mg qw
(167 pts)

Dexamethasone 40 mg qw
(83 pts)

Phase III MM
>3 prior lines

1 endpoint PFS
(250 pts)

Random 
2:1

Go RR≥30%
(40  pts)

IRC IDMC
Crossover 

allowed when PD

Phase III Randomized Trial of Aplidine + Dexamethasone vs
Dexamethasone in Patients with Relapsed/Refractory Multiple Myeloma 
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Aplidin® (Plitidepsin)
Phase III in Relapsed/Refractory Myeloma (ADMYRE)
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Aplidin® (Plitidepsin)
Phase III in Relapsed/Refractory Myeloma (ADMYRE)

CONFIDENTIAL



Aplidin® (Plitidepsin)
First Approval Australia December 2018
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COVID-19
Schematic diagram of the coronavirus structure and genomic structure
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Drug repurposing

Nat. Rev. Drug. Discov. 
2019, 18, 41–58.
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COVID-19: Aplidin® (Plitidepsin)
Bibliography references
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COVID-19: Aplidin® (Plitidepsin)
Bibliography references
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COVID-19: Aplidin® (Plitidepsin)
In vitro & in vivo activity
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COVID-19: Aplidin® (Plitidepsin)
APLICOV Phase I-II

Plitidepsin has a positive therapeutic index in adult patients with COVID-19 requiring hospitalization 
https://www.medrxiv.org/content/10.1101/2021.05.25.21257505v1

15 pacientes tratados 1.5 mg x 3 d

15 pacientes tratados 2 mg x 3 d

15 pacientes tratados 2.5 mg x 3 d

46 pacientes reclutados
45 pacientes tratados
Solo hospitales españoles

Resultado del estudio: POSITIVOCONFIDENTIAL



COVID-19: Aplidin® (Plitidepsin)
NEPTUNO Phase III
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www.pharmamar.com
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Procesos Químicos Farmacéuticos, I+D
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