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(54) Title: PRIMITIVE AND PROXIMAL HEPATIC STEM CELLS

(57) Abstract: Hepatic progenitors comprise two popula-
tions of human hepatic stem cells, primitive and proximal
hepatic stem cells, and two populations of committed pro-
genitors, one for biliary cells and one for hepatocytes. Hu-
man primitive hepatic stem cells are a very small fraction
of the liver cell population and give rise to proximal he-
patic stem cells constituting a much larger fraction of the
liver. Human proximal hepatic stem cells give rise to biliary
and hepatocyte committed progenitors. Primitive and prox-
imal stem cells are the primary stem cells for the human
liver. Human primitive hepatic stem cells may be isolated
by immunoselection from human livers or culturing human
liver cells under conditions which select for a human prim-
itive hepatic stem cell. Proximal hepatic stem cells may be
isolated by immunoselection, or by culturing human liver
cells under conditions which include a developmental fac-
tor. Proximal hepatic stem cells may also be isolated by
culturing colonies comprising a primitive hepatic stem cell
under conditions which include a developmental factor. Re-
sulting compositions may be used for treating liver disor-
ders and for producing bioartificial organs.



patic stemcells constituting a nuch larger fraction of the |Iliver. Human
proxinmal hepatic stemcells give rise to biliary and hepatocyte comitted
progenitors. Prinmtive and prox- imal stemcells are the primary stem cells
for the human I|ver
by i i 6 6
condi ti ons which sel ect for hurran rlm |t|ve hepatlc stem ceII PI’OXI mal

hepat i c®8t oLy i hitelisdel ect i on,
et %}%géﬁ %g‘% ‘égpgg?‘g b e Pvéqe 6! ”"O,,epg% (HL RIS

Pr oxi mal r@pﬁkl}@ @@%Q@ ﬁ@y@ 5@ > 1S0 cu turi ng coI oni es
conpri si Ng.kaLLE MUV, e, ive:, Bk e, ey, | der_cond i.ncl ude a
devel opnemtaMziuE NoioM, RePL.sURORNgscengosit ? Bie "frPﬁE/"c?at‘é“ th‘%j“’frf)cfe(‘i PSR ng.s
liver di so;ﬂz—SZI&EZT%VEWéfﬁdTTf%UbeQdﬁ%U%QNbY‘bart| ficial organs.

(15) Information about Correction:
see PCT Gazette No. 50/2003 of 11 December 2003, Sec-
tion II

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European patent (AT, BE, BG, CH, CY, CZ, DE, DK, EE,
ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, For two-letter codes and other abbreviations, refer to the "Guid-
SE, SI, SK, TR), OAPI patent (BF, BJ, CF, CG, CI, CM, ance Notes on Codes and Abbreviations" appearing at the begin-
GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). ning of each regular issue of the PCT Gazette.



