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Development of allogeneic adipose tissue—derived multilineage
progenitor cells as a cellular medicinal product applied for

severe heart failure
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derived multilineage progenitor cell preparation

EINAAFSERTSIE N RS - R - SRITIERT
ERARMER BIRIRB S - EE MHEREEME KAES
National Institute of Biomedical Innovation, Health and Nutrition,

Platform of Therapeutics for Rare Disease, Expert. Hamayuki Okura

II. ERROHE (BEEAFIEERE)
(R F SR S D R 7 13 KRB LA IS [RISF O PERE DM B 2 S35 Z £ A TE D/l

1



b5, KREFHEEN & LT micro carrier (548 E L, JEREFE AL L7 FIEZEZER L7, 168
IR ClC LG HEITRERGELIE COHFIE L [A—D b D & 7p o7z, Fihiki# 15 & micro-carrier 1£T
FRGEFENEE SR TWS D R&EMEEZ /R L 2720 O PMDA O A3 SWERHMEEH %
B L, JBBE CMC IoHs &7, IRBR7 1 b a—u, JEMGE. WVE part ZHA L CIRBREHE
X (CTD) IZHY £ &7z, 2ok, 1FFER T OMEERIM M EEE 2L TGF- B A& £ T
0. BRAETERIRE A IR E A LS TLE D 2 D, BMEREEOE NI Lo Tz

The strength of the homologous cell-based medicinal products is the ability to produce cell
in large quantities and at low cost. We selected a micro carrier method as a mass culture
technique and prepared the SOP for expansion culture. By the time of clinical trial, the
manufacturing method was the same as the method after marketing. Based on the PMDA's
indication that the planar culture method and the micro-carrier one are not biologically
equivalent because the manufacturing method has been changed, the quality evaluations were
re-examined and corresponded to the report of the trial notification. Clinical protocols, nonclinical,
quality parts were integrated and summarized in a CTD package. the Unfortunately, introduction
of serum-free culture method was not successful, because almost all the serum-free medium for
mesenchymal stem cells contained TGF-B, which change the MSC characters into fibroblasts in

their expansion.
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