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(57) Abstract: A method for producing a highly proliferative cell, which is a method for producing a highly proliferative
cell or an epiblastic progenitor cell, the method comprising (i) preparing an epiblastic cell that serves as a raw material, (ii)
performing culture in a culture medium containing a low-molecular-weight signaling pathway inhibitor while bringing
the inhibitor into contact with the epiblastic cell that serves as the raw material, and (iii) performing additional culture
in a culture medium containing the inhibitor after the above-mentioned contact to produce a culture containing a highly
proliferative cell having increased cell proliferation capability compared with the epiblastic cell that serves as the raw
material; a highly proliferative cell which has the characteristic properties of an epiblastic cell and has such a proliferation
capability that the number of cells after the elapse of a culture period of longer than 28 days while contacting with a
low-molecular-weight signaling pathway inhibitor is more than 1.0 time the number of cells of the epiblastic cell that is
cultured for the same culture period under the same culture conditions except that the cells are not in contact with the
inhibitor; a cell secretion derived from the aforementioned highly proliferative cell or a highly proliferative cell produced
by the highly proliferative cell production method; a cell secretion containing a specific protein and/or miRNA; a phar-
maceutical composition which contains each of the cell secretions and is used for the prevention or treatment of a disorder
associated with a peripheral nerve cell or a central nerve cell; and a method for depressing a sympathetic nervous system,
the method comprising bringing the highly proliferative cell produced by the production method or a cell secretion secret-
ed from the highly proliferative cell into contact with a nerve cell.

RrE2 )



WO 2023/008564 A1 {[1IMAID 000080000 O A0 0

84) IBEE(RTOHRWRY, £ TOBEDEER
EMTHE): ARIPO (BW, GH, GM, KE, LR, LS,
MW, MZ, NA, RW, SD, SL, ST, SZ, TZ, UG, ZM,
ZW), 1—35 < 7 (AM, AZ. BY. KG, KZ, RU, TJ,
T™M), 3—0O v /% (AL, AT, BE, BG, CH, CY, CZ,
DE, DK, EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT,
LT, LU, LV, MC, MK, MT, NL, NO, PL, PT, RO, RS,
SE, SI, SK, SM, TR), OAPI (BF, BJ, CF, CG, CI, CM,
GA, GN, GQ, GW,KM, ML, MR, NE, SN, TD, TG).

NI RRES

— ERAEERSE (RHE215%03)

— BMZEORNMEDESS E LTERLAEES Y X b
(38815.2(a))

G EN : BIBEMEMRORESETH->T. (i) RHCQZAREEMRBEZAS TS, (i)
BOFIITTNVEERBHEEHNZ2CHEMAT, XEEHEZaERME Q2 A EELSMEICEMRS
THEBEITZZE, LU, (i i i) AICEME ACHASNZ2CEMP TEMEEZTV. ALK
BeosARESMRESLY SHREBEE N SOONZSBENMRZSOEBMERZ 22D,
BIBTEME F 2 I ARES AR ORESE  AREMHRORBERX, BoF2 7/ FIVimE
REBESEA CEMI T2 8 HBU LOREREROMBKA, KMAEH &IFEMTH 2 LM EE—
DEBERGTRA—OEEHBICOAEYBEESINARELHBOMBEDO 1. OF%HEA 2EBHEREE
B9 2, SEELHME; CcoRBEgEEMRRE L LEoRBEEMROREAFICIYBLNE RIS
EFEME MRS ICHR T MW MEDY YR IVES LY Fldm i RNAZZTHMESBY ; &
hooMiesBM 20, REMEMRE 2 EhRMEMIRICERT 2EFTOT/HH L IZAERICAL
LNBEERMAMY : RO5TIL, LREOREAZFICLYRONARIBENMAC X =13 L5205 BT 4
Rah 525 S - HiRE 2B & MHEHIAR IC M S € 5 £ & 2 SURBMREROIIHIEE,




