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Character of the
EV product

Producer
cells

Immortalization

Biomaterial for
facilitated administration

Carried molecules

Medicinal products

Biotechnological product * Advanced therapy medicinal products
Gene-therapy medicinal products
2 . EVs as carriers of a trans-gene RNA
Native EVs EVe a8 drug caniers (in charge of the therapeutic effect)
EVs/EV-enriched  EV sub- EVs / EV-enriched EV sub- EVs / EV-enriched EV sub-
secretome population secretome population secretome population
Primary cells Well-established Well-established = Well-established Well-established
Autologous Allogenic Autologous GMP cell line Allogenic GMP cell line GMP cell line  Allogenic ~ GMP cell line
allogenic xenogenic allogenic xenogenic
None hTERT Oncogenes None hTERT Oncogenes None hTERT Oncogenes
None Compendial  Non- Non- Compendial Non-
Compendial None Sompendia) Compendial Al - Compendial
Loaded small Endogenous over-expressed Exogenous expressed
Endogenous molecules molecules, peptides peptides/proteins peptides/proteins Endogenous Exogenous
(and proteins) RNA RNA
Endogenous Exogenous
Cost-saving

s )

Amanda K.A. Silva, M. Morille, M. Piffoux et al. Advanced Drug Delivery Reviews 179 (2021) 114001
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Review

Basic points to consider regarding the preparation of extracellular

vesicles and their clinical applications in Japan

Atsunori Tsuchiya *, Shuji Terai * ", Ikki Horiguchi ”, Yasuhiro Homma , Atsuhiro Saito °,

Norimasa Nakamura “ ", Yoji Sato #, Takahiro Ochiya " Masahiro Kino-oka ™ ™",

Working

Group of Attitudes for Preparation and Treatment of Exosomes of Japanese Society of

Regenerative Medicine

Tsuchiya et al. Regen Ther. 2022 May 19;21:19-24.
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Asadpour et al. Stem Cell Research & Therapy (2023) 14:111 ZFER LT WA )

Atiyeh Asadpour’, Badrul Hisham Yahaya?, Katrina Bicknell?, Graeme S. Cottrell* and Darius Widera'"
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As a result, multiple businesses and private clinics have now started to exploit this situation and are offering
secretome-based interventions despite the lack of supporting data. This poses significant risks for the
patients and could lead to a credibility crisis in the field.

)y IETHDRGLEFERIIXEAYVRITEY., COSBOERAEEKL->TLES,
We conclude that such business activity requires tight regulations and monitoring by the respective national
regulatory bodies to prevent patients from being conned and more importantly from being put at risk.
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