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Phase 2/3

Efficacy and Safety of EXOSOME-MSC Therapy to Reduce Hyper-inflammation In Moderate COVID-19
Patients : 72 ECOVID-19E&ICE T AEXOSOME-MSCE LI £ 5 KAETLEINH] DB XM & 224 D 51

Effect of Microvesicles and Exosomes Therapy on B -cell Mass in Type | Diabetes Mellitus (T1DM) %!
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The Effect of Stem Cells and Stem Cell Exosomes on Visual Functions in Patients With Retinitis
Pigmentosa
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Use of Autologous Plasma Rich in Platelets and Extracellular Vesicles in the Surgical Treatment

of Chronic Middle Ear Infections
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Character of the
EV product

Producer
cells

Immortalization

Biomaterial for
facilitated administration

Carried molecules

Medicinal products

Native EVs

EV sub-
population

Primary cells
Autologous Allogenic

EVs / EV-enriched
secretome

None  hTERT  Oncogenes

Non-
Compendial

None Compendial

Endogenous molecules

Biotechnological product *

Advanced therapy medicinal products
Gene-therapy medicinal products

EVs as drug carriers
EVs / EV-enriched EV sub-
secretome population
Well-established Well-established
Autologous GMP cell line Allogenic GMP cell line

| allogenic xenogenic
None hTERT Oncogenes

None Compendial Now-
Compendial

Loaded small Endogenous over-expressed Exogenous expressed

molecules, peptides
(and proteins)

. Endogenous Exogenous

peptides/proteins peptides/proteins

EVs as carriers of a trans-gene RNA
(in charge of the therapeutic effect)

EVs / EV-enriched EV sup—
secretome population
Well-established Well-established
GMP cell line  Allogenic ~ GMP cell line
allogenic xenogenic
None hTERT Oncogenes
None Compendial Non-
Compendial
Endogenous Exogenous
RNA RNA

Cost-saving

— R

Amanda K.A. Silva, M. Morille, M. Piffoux et al. Advanced Drug Delivery Reviews 179 (2021) 114001
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on secretomes, extracellular vesicles, it B,
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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'"

GRXX & Y)

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.

Vv IETHORILERIIXELVRITEHEY., ZO9BOERAEE%.->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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Norimasa Nakamura % , Yoji Sato , Takahiro Ochlya Masahiro Kino- Oka Wﬂrkmg
Group of Attitudes for Pleparanon and Treatment of Exosomes of Japanese Sﬂciety of
Regenerative Medicine
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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 Ochlya Masahiro Kino-oka ™ **, Working
Group of Attitudes for Preparatlon and Treatment of onsomes of Japanese Society of
Regenerative Medicine

Tsuchiya et al. Regen Ther. 2022 May 19;21:19-24.
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AFTEvEEd)Lwi,) BRI h T3, — BT 2 ¥ Y — 2% & Tilllas /M (Extracellular
Vesicles: EVs) (L#ici3iF# L) &) iKonT, SABWCRET 254 - MlGaRORR 2B
%, EVs #4EORMBLONKE L, BEERSTLUMREONKLT I L2 RET S,

RETH, SBlk =7 Y Y - LERORERFEROKLD, 202143 10 A 227y Y —L0H
BUEBRICBT 2 F AN | RRL, L7, % DERD Position Paper % Regen Ther. 2022 May 19;21:19-
24. PMCID: PMC9127121.ic R L T & 7=, 20T, FHE 2 2 MEORER. MWiErbxzs vy
— LOMHAEOREL, ARl BOMERD LTO ) 22 OBREL. FIEE S 57k 2 AL R iaR
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[ D% Lo (22020 FFEEICHKHE X W BEFWERTITRYN [HEERELTLERRBECETZH
EERED ) A7 9F - EOBEARARBEORBE L ICET2HE) AT TRELHE] Lvwi.) To#
WMYHBERoTE, SE, RREZMERTICHA-T, BRNATYELICHT 2 EVs OMEME
BrLT [RELME oRN2To%k.

¥, EVs FAAERSTLUHFREONS L L TRNT 3 CliT 3 w5 AiconT, TRELFH
)BT THIKE) Tk < MEAEM) & LTEEI A, IEMITHE VW5 BECRYTIRELS
Wk, ¥7z, EVs REB#ENE e P~ O 50RO S M & L TolEs, BiRic B TREEGERN ICER
ffrcEzbcRAVEFZRITITNE,

EVs 2R oRMAAF ORI R & 5 AT, MIaWiH & LTRSS o L34S 545, #ilas
EAETINHEED X5 CRFUAR—-BICEL S, ELMRORHLHEREN & v o 2 diki@Eo
FofEL ) v 733 THEOEL R-oTHRAZ LI TETWS, $-BEEVs RS
i, LI NI RV SHEZ L RV T, “A TARLYERAThTH I hAo b, FEMRER
EEWTERANKE Y THEL., EHPRRL Y O cOoRE s - BoTWV3, THLES
L, EVs BB ERESLSURMBES 244 CIAN B oMRCER 2 ofbom T2+ &)
CREINIMRMIHOREL L TS L HAETHIEELLND,

The Japanese Society for Extracellular Vesicles E-mail: organizer@jsev.jp
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Dy of Molecular and Cellular Medici Fax: 4+81(0)3-6302-0265
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1. #1512 AMET, =7 YV Y — A% &U#kSIE(Extracellular vesicles : EV) %
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BLOTFi“z s vy —Lx&UHMESNEEY) ZHIA L 2 BmmsAlicl 2 9Mse
ZWELE LA, AEELE. EV IRCE SO ARARAZHEI LI A4 ~ET T,
RE-REUFSOFRIHE 1 FLLECE VBRI L.[2 2y v - a2 & billasMa(EV)
FRALARRARMACE I 2EE®) (AR S5E 1A 17 B)ELTABMLTVWET
(https://www.pmda.go.jp/files/000249829.pdf), < D#EHITHh - FEICIE, EAMicE
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—H T RINZALB Y ETEE. T2V V- L EVRE S22V V-4 (EV)
MR L LFEe, BRTH (ECBRBHM 1TbhTts T, BETIR, chd
DHEMDERD & XY RSOV THRENRBIHSCFBEI RT3 b DRFEL ¥
Hhe THIC, SO BB FF—5 0 RES 2 MEEREMIR & oMokt ki
Tt MRS L) %M BBmME CRED A RAERERSEZI L TEY .,
Wi hEERHR IS C LA IR T e T8, 20EMMTIZEV LRRLF, ¥
A A4 v EOMIESTWETTH SRS D ¥ ¥ (Ferndndez-Francos S et al., Int |
Mol Sci., 3576, 2021.). %% % b, fiiii L Ty 2 fakE LRI ERORETHY . B
ERELTHAL T2 DTRAVCLZEBL T LEXDIET,
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