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The pancreas is of endodermal origin. Following for-
mation, the endoderm differentiates into the embry-
onic gut tube that undergoes regional specification in 
response to molecular contexts. The pancreas develops 
as dorsal and ventral buds from the foregut between 
the duodenum and the stomach [2, 3]. The dorsal bud 
receives signals from the notochord and dorsal aorta 
[4], whereas the ventral bud receives signals from the 
overlying cardiac mesenchyme and the lateral plate 
mesoderm [5].

However, fibroblast growth factors (FGFs) and bone 
morphogenetic proteins (BMPs) exposed to endoder-
mal explants can redirect the fate of pancreatic cells to 
hepatic lineage. On the other hand, downregulation of 
the p300-dependent histone acetylation associated with 
gene expression reverses the hepatic phenotype [8]. On 
embryonic day E11.5, the mouse ventral and dorsal 
buds increase in size and merge into a single organ [9]. 
Along with this fusion, proliferation of pancreatic epi-
thelial cells is mainly guided by the growth factors of 

MOLECULAR MECHANISMS OF 
PANCREATIC DIFFERENTIATION
To gain insights into the pancreatic differentiation of 
cells in vitro, the primary stages of pancreatic organo-
genesis need to be clarified. Numerous studies in mouse 
models have greatly advanced our understanding of 
developmental mechanisms and delineated the stages 
of organ formation (Table).

The pancreas plays a crucial metabolic role by pro-
ducing various hormones and enzymes. The pancreas 
contains exocrine and endocrine cells. The exocrine 
compartment consists of acinar cells that produce di-
gestive enzymes, such as amylases, lipases, proteases, 
and nucleases. These enzymes are released into ducts 
which form the branching duct system lined with epi-
thelial cells [1]. The endocrine pancreas is composed of 
cell clusters called islets of Langerhans (iL). Each pan-
creatic islet is composed of α, β, δ, ε and PP cells that 
produce glucagon, insulin, somatostatin, ghrelin, and 
pancreatic polypeptide, respectively.
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mesenchymal cells (E12.5 in the mouse) [10]. Further 
proliferation promotes branching of epithelial ducts. 
In parallel with these processes, precursor endocrine 
cells detach from the epithelium and finally associate 
into iL. At E16.5, monohormonal insulin-positive and 
acinar cells arise [11]. The adult human pancreas con-
tains 1 mln iL [12]. During the endocrine differentia-
tion, the islet progenitor cells co-express various hor-
mones, eventually maturing into monohormonal cells 
[13, 14]. In a mouse model, it was shown that glucagon-
secreting cells are the first endocrine cells to occur, be-
ing detectable as early as E9.5 [15, 16]. This is followed 
by the formation of cells co-expressing insulin and 
glucagon, whereas first insulin-secreting β-cells and 
glucagon-secreting α-cells are observed from day 14. 
By E18, somatostatin-producing δ-cells and pancreatic 
polypeptide-producing PP cells can be detected in the 
islets [14, 15].

All endocrine cells originate from Pdx1-positive 
pancreatic progenitors. During pancreas development, 
Pdx1 is expressed in endocrine and exocrine progenitor 
cells; however, to the end of specification, Pdx1 expres-
sion is restricted to β- and δ-cells [16]. The endocrine 
cell fate determination is regulated by the transcription 
factor Ngn3. Its inhibition at E11.5 dramatically sup-
presses endocrine differentiation [17].

The use of genetic tools has improved our under-
standing of the transcription factors functions in the 
generation of different types of pancreatic endocrine 
cells. These factors include such markers as Sox9, Pdx1, 
Ngn3, Ia-1, Pax4, Arx, Nkx2.2, Nkx6.1, Nkx6.2, Pax6, 
and Mafa.

Sox9 is expressed in Pdx1+ epithelial cells from E9. 
At E14.5, Sox9 expression is restricted to uncommit-
ted cells with low Pdx1 expression and not observed in 
hormone-secreting cells. In postnatal mice, Sox9 local-
izes in centroacinar cells and certain ductal epithelial 
cells [19]. There is evidence that Sox9 acts as a marker 
of pancreatic progenitor cells: its expression remains 
unaltered in Ngn3- and Nkx6.1-knockout mice. Trans-
genic mice with pancreatic precursor cells artificially 
maintained in the progenitor state demonstrate ab-
normally constant levels of Sox9 expression. Sox9 and 

the proendocrine transcription factor Ngn3 are co-
expressed on embryonic day 15.5; however, they are 
not detected in Nkx2.2- and Isl1-positive cells found in 
mature iL. Deletion of Sox9 in Pdx1+ progenitor cells 
reduces the number of endocrine cells with premature 
cell differentiation into glucagon- and Isl1-expressing 
cells. Thus, Sox9 is a marker of progenitor cells and its 
activity is required to maintain them in a proliferative 
state and prevent their premature differentiation [20, 
21].

Both Sox9 and Pdx1 are co-expressed at E8.5 in the 
dorsal and ventral endoderm beneath the stomach 
and duodenum. Later, Pdx1 expression is confined to 
β-cells, regulating glucose-dependent insulin secretion 
[22–24]. There are studies that suggest that mature 
pancreatic cells derive from Pdx1+ progenitor cells [25]. 
This agrees with the pancreatic agenesis in Pdx1-de-
ficient mice [26]. Pdx1 inactivation at different stages 
of development and in mature β-cells revealed its ne-
cessity for the establishment and maintenance of the 
phenotype of β-cells [27, 28]. Furthermore, Gannon et 
al [29] demonstrated that down-regulation of Pdx1 in 
β-cells at late stages of embryonic development leads 
to a decrease in the proliferative capacity of insulin-
secreting cells, along with an increased proliferative ac-
tivity in glucagon-producing cells. These findings sup-
port the view that Pdx1 plays an essential role in the 
specification and differentiation of β-cells, as well as in 
maintaining the pool of endocrine cells at late stages of 
embryonic development [29].

In contrast to Pdx1, Ngn3 affects only the differ-
entiation of endocrine tissue. It can be detected from 
E8.5 with peak expression at E15.5, resulting in a low 
expression level in mature endocrine tissue. Ngn3 is 
crucial for all enteroendocrine and endocrine lineage 
specification [25, 30, 31]. Ngn3 inactivation in mature 
Pdx1+ cells impairs the functions of iL [32], whereas its 
upregulation induces endocrine cell differentiation [33, 
34]. Ectopic Ngn3 expression in Pdx1+ cells prematurely 
converts cells into endocrine lineage, which only pro-
duces glucagon [35, 36]. Villasenor et al [37] report that 
developmental Ngn3 expression occurs in two distinct 
temporal waves that are consistent with the “first” and 

Progression of human pancreas development in vivo [6, 7]
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“second” transitions previously described by Pictet et 
al [38], giving rise to early- and late-forming endocrine 
cells with different developmental potentials [37, 38]. A 
study by Johansson et al [39] showed that early Ngn3+ 
cells differentiate into α-cells. Activation of Ngn3 at 
late stages induces the lineage commitments of β- and 
РР-cells after embryonic day 11.5 and δ-cells after 
embryonic day 14.5, whereas the emergence of α-cells 
progressively decreased [39].

The transcription factor Ia-1 is a target of Ngn3 and 
participates in endocrine cell differentiation. In the 
case of Ia-1 mutations, endocrine cells are observed 
but most of them do not secrete hormones [40]. Unlike 
Ngn3, ectopic expression of Ia-1 in ductal cells is insuf-
ficient to induce endocrine differentiation. However, 
co-expression of Ngn3 and Ia-1 significantly improves 
endocrine induction efficiency as compared to Ngn3 
alone expression [41].

Arx and Pax4 play crucial roles in the specification 
of endocrine cells subtypes. Arx acts as a differentiation 
promoter of α- and PP-cells, while Pax4 specifies the β- 
and δ-lineages (Fig. 1). Pax4 deficiency fails to promote 

the differentiation of β- and δ- progenitors into their 
programmed pathways, leading to an increase in the 
population of α-cells [42]. On the other hand, Arx loss 
leads to an increase in β- and δ-cells, with the disap-
pearance of α-populations [43]. Closer analysis showed 
that the Arx and Pax4 factors act as antagonists. Si-
multaneous Pax4 and Arx knockout leads to the disap-
pearance of β- and α-cell populations with an increase 
in δ-cells concomitantly with no changes in the number 
of РР-cells [44]. The authors conclude that Pax4 is not 
necessary for the fate of β-/δ-cell determination but 
inhibits α-cells differentiation by Arx suppression.

At early stages of embryonic development, Nkx2.2 is 
important for the specification of the β-cells. However, 
in mature iL, Nkx2.2 appears as a α-, β- and РР-cells 
marker. Nkx2.2-deficient mice display a loss of α-cells 
as well as a reduced number of β- and PP-cells, where-
as the number of δ-cells remains unaltered [45, 46].

Another marker of pancreatic epithelial cells, 
Nkx6.1, is observed as early as E9.5. It is first detected 
in Ngn3+ endocrine progenitors, followed by mature 
β-cells, in which it regulates insulin secretion [47, 48]. 

Fig. 1. Schematic rep-
resentation of endo-
crine cell fate specifica-
tion during pancreatic 
development. A) An 
uncommitted endocrine 
progenitor cell can 
become an α-cell or 
transform into a second 
progenitor cell with 
the β- or δ-cell lineage 
fates expressing Arx 
and Pax4. B) A change 
in the cell fate decision 
is caused by the lack 
of Pax4; C) A change 
in the cell fate decision 
is caused by the lack 
of Arx; D) A change in 
the cell fate decision is 
caused by the lack of 
Pax4 and Arx [By 18]
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Nkx6.1-knockout mice mostly lack mature β-cells de-
spite the normal development of other islet cell types 
[47]. Nkx6.2, a paralog of Nkx6.1, shares expression 
patterns with Nkx6.1, but it is not observed in mature 
β-cells [49, 50]. Nkx6.2-knockout mice exhibit a wild-
type phenotype, whereas Nkx6.1/Nkx6.2 double-mu-
tant mice show phenotypic alterations characteristic 
of a Nkx6.1 mutant phenotype, concomitantly with a 
striking decline in glucagon-producing cells. Based on 
these findings, the authors suggest a broader role for 
Nkx-factors in α-cell specification [49].

Another member of the Pax family, Pax6, is critical 
for the differentiation of islet cells. Рах6 is expressed 
in all endocrine hormone-producing cells. Рах6 guides 
the differentiation of the four islet cell types and iL de-
velopment, as evidenced by Pax6 loss in mice [51, 52].

Members of the Maf gene family (Mafa, Mafb and 
cMaf) control the terminal differentiation of β- and 
α-cells. Mafa binds to the promoter in the insulin gene 
and acts as a strong transactivator of insulin gene ex-
pression [53–55]. Mafa gene expression is induced at 
E13.5 and confined to just insulin+ cells during embry-
onic development and after birth [56]. Mice lacking 
Mafa have diabetes type 1 with a pronounced decrease 
in insulin blood levels and perturbed islet organization. 
Mafa deficiency abrogates glucose-dependent secre-
tion of insulin in isolated insulin+ cells [57]. In addition, 
ectopic Mafa expression in the endoderm of chicken 
embryos and in cell cultures of nonpancreatic cells is 
sufficient to trigger insulin production [58].

Overall, the description of the key genes’ roles in the 
specification of different endocrine cells unveils the 
complexity of their regulation mechanisms. The ob-
jectives for the next few years are in vitro and in vivo 
studies of insulin-producing β-cells genesis for the opti-
mization of in vitro cell differentiation programs.

TRANSPLANTATION OF DONOR ISLETS OF LANGERHANS
Transplantation of a pancreas is a promising therapy 
for patients with diabetes [59]. However, this approach 
contains procedural risks for the recipient and leads to 
the need for lifelong immunosuppression.

Transplantation of allogeneic isolated islet cells al-
lows one to avoide abdominal surgery. In 1983, human 
iL were transplanted to rats with experimentally in-
duced diabetes [60]. The first allogenic iL transplanta-
tion into a Type I diabetic patient was reported in 1990 
[61]. However, the efficiency of this approach remained 
extremely poor until 2000. It is likely that this was due 
to the limited techniques of islet isolation available at 
the time, low islet yield, and severe immunosupression. 
Shapiro et al [62] developed the Edmonton protocol 
that reduced the alloimmune response and improved 
the survival rate of transplanted islets [62–64]. Ow-

ing to this protocol, the need for exogenous insulin was 
eliminated following islet transplantation. Moreover, 
Shamoon et al [65] reported that in patients receiving 
therapy glycosylated hemoglobin HbA1c reached a 
normal level. The Edmonton protocol employs an enzy-
matic dissociation of islet cells. Islets are infused intra-
portally by portal vein catheterization, after which the 
cells become trapped in the venous sinuses of the re-
cipient, have access to oxygen supply, and initiate glu-
cose-dependent insulin secretion. The important step in 
this procedure is a combination of immunosuppressive 
agents. Following infusion, the recipient receives dacli-
zumab to prevent initial rejection. The use of another 
immunosuppressive component, sirolimus, allows one 
to avoid corticosteroid use, which shows toxicity to is-
let cells. The third agent, tacrolimus, is administered at 
small doses to minimize the side-effects it has on the 
islet mass. Current immunosuppressive therapies are 
successful at reducing graft rejection rates and pro-
longing islet survival up to 5 years [66–68]. However, 
the risks of long-term immunosuppression, as well as 
profound shortage of donor material, hinder the wide-
scale application of this procedure.

The similarity of human and porcine insulin [69, 70] 
and successful use of porcine insulin in diabetic pa-
tients before the recombinant human insulin was first 
produced [71] allowed researchers to consider por-
cine islet cells as material for transplantation. Encap-
sulation procedures have been created to ameliorate 
rejection responses. A recent study from Living Cell 
Technologies showed that encapsulated porcine islets 
are safe and potent without the need for immunosup-
pressive agents when used in diabetes type 1 patients 
(http://www.lctglobal.com). Neither inflammation nor 
subsequent fibrosis, nor increase in glycosylated he-
moglobin levels, was observed following a progressive 
reduction in daily insulin doses [72–74].

There are a number of studies that have achieved a 
positive outcome with encapsulated human islets [73, 
75–78]. However, despite the absence or reduced need 
for immunomodulation, the limited availability of do-
nors remains the major limiting factor.

Encapsulation materials may include water-soluble 
(alginate hydrogels) and water-insoluble polymers [79]. 
Although alginates are water-soluble, they remain in-
tact over several years [78, 80–84]. Creating double-
layered capsules contributes to decreased membrane 
porosity and enhances membrane durability and better 
immunoisolation. For protection against immune de-
struction, membranes can be coated with poly-L-lysine 
and polyornithine in prejudice of mechanical stability 
and durability [79, 85, 86].

Alternative sites for grafting have remained the 
focus of numerous studies. To attenuate early graft 
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loss and to yield an insulin delivery environment, im-
planted islets need to be vascularized for appropriate 
oxygen and nutrient supply. Unfortunately, current 
research efforts have not been very successful with 
an ideal site for encapsulated islet transplants due to 
their sizes. Appropriate for the transplantation of a 
non-encapsulated pancreatic islet, grafts sites (such 
as the liver and spleen) are space-limited to accom-
modate a large capsule volume (diameter ranges from 
600 µm). Common laparoscopic techniques allow one 
to implant a capsule into the abdominal cavity. How-
ever, abdominal mesothelial cells trigger a severe im-
mune response indirectly through macrophages and 
directly by producing TNF-α, IL-1β, and IL -10, and 
other cytokines [87]. Better outcomes were observed 
both with encapsulated and non-encapsulated islets 
when implanted beneath the renal capsule or subcu-
taneously [88]. These sites yielded a mild cytotoxic re-
sponse, concomitantly with high islet survival rates 
and graft function [89].

THE USE OF PLURIPOTENT STEM CELLS
Pluripotent stem cells (PSCs) can become any cell of 
the three germ layers, which opens up the possibili-
ty to obtain insulin-secreting cells for diabetes treat-
ment. There are two types of pluripotent cells: em-
bryonic pluripotent stem cells (ES), derived from the 
inner blastocyst mass, and induced pluripotent stem 
cells (iPS), derived by reprogramming somatic cells 
into pluripotent ones. Thomson et al [90] were the first 
to report on culturing ES cells, thus marking the era 
of somatic cell reprogramming [91]. The differentia-
tion potential, proliferative capacity, morphology, and 
gene expression profiles are similar between ES and 
iPS cells, which allow one to use iPS cells without the 
ethical restrictions associated with embryo destruction 
[92, 93]. Autologous human iPS cells are not cleared by 
immune system post-transplantation; however, there 
are risks associated with the rejection of implanted in-
sulin-producing cells by the same autoimmune mecha-
nism that leads to the emergence of diabetes.

Both ES and iPS cells can undergo differentiation in 
vitro into insulin-secreting cells [94–98]. Differentiation 
of PSCs into insulin-producing cells normally follows 
a well-defined developmental program, consisting of 
several stages. The first stage is endoderm formation. 
ES cells express multiple endoderm markers such as 
Sox17, Foxa2, Cxcr4; however, Sox7 is not observed 
[95, 96, 99–102]. Differentiation of ES and iPS cells is 
triggered by Nodal and Wnt signaling [95, 99, 103, 104]. 
The Nodal pathway is activated by activin A, a mem-
ber of the TGF-β family, at a concentration of 50–100 
ng/ml [105, 106]. The proportion of differentiated cells 
can be increased by combining activin A and certain 

inhibitors (wortmannin, CHIR99021 [107], sodium bu-
tyrate [96]) and activators of the Wnt-signaling path-
way, such as CHIR9902 [108]. In addition, the efficacy 
of differentiation improves following exposure to IDE1 
and IDE2 [109]. There is evidence that endodermal cells 
could give rise to both pancreatic and hepatic lineages. 
Subsequent differentiation of pancreatic cells in vitro 
requires treatment with TGF-β and BMP4 antagonists 
such as SU5402 and Noggin, which suppress hepatic 
differentiation [101].

The second stage of pancreatic differentiation is the 
exposure to dorsomorphine or its homolog 1 that in-
duces the lineage commitment of Pdx1+ progenitors 
[96, 99, 109]. The mechanisms by which the cultured 
cells eventually become mature insulin-producing cells 
remain to be elucidated. There have been attempts to 
trigger differentiation in vitro with nicotinamide, insu-
lin-like growth factor 1, and hepatocyte growth factor 
[96, 101, 103]. Further differentiation of Pdx1+ cells was 
induced with indolactam V and enhanced by retinoic 
acid [108]. There is evidence suggesting that the ability 
of PSCs to differentiate into endocrine cells strongly 
depends on the cell seeding density [110, 111]. Impor-
tantly, cells differentiated in vitro tend to produce sev-
eral hormones and have an immature phenotype insen-
sitive to the glucose level [103, 112, 113]. In this regard, 
progenitors are implanted to allow for a permissive in 
vivo environment for differentiation [99, 105, 114–117]. 
Studies in normal [99, 105] and streptozotocin-induced 
diabetic mice [114] demonstrate that ES cells can dif-
ferentiate into functional insulin-producing cells. In ad-
dition, it is also shown that even encapsulated progeni-
tors can be converted into mature insulin-producing 
cells capable of insulin secretion in diabetic mice [118].

The breakthrough work of Pagliuca et al [119] re-
ports on the development of a cell differentiation proto-
col to produce functional insulin-secreting cells. Differ-
entiation of human PSCs is conducted for 28–33 days in 
the presence of a wide set of growth factors and small 
molecules. The insulin-secreting cells obtained follow-
ing this protocol show a glucose-responsive phenotype 
comparable with mature β-cells. These cells package 
insulin into secretory granules with an ultrastructure 
similar to that of adult β-cells. These cells were able to 
normalize the glucose level after transplantation in dia-
betic mice [119].

It was found that Ucn3, a corticotropin release fac-
tor, has a high expression level in β-cells and regulates 
glucose-dependent insulin secretion [120]. Cells dif-
ferentiated in vitro fail to express Ucn3 [121]. At the 
same time, the expression levels of Ucn3 in mature and 
immature β-cells may differ up to 7-fold. Thus, matu-
ration of cells in vivo is important to its functionality. 
This suggests the presence of some specific signals in 
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the transplantation sites which trigger the differentia-
tion and maturation of β-cells.

DIRECT REPROGRAMMING
Reprogramming protocols developed to produce iPS 
cells find wide application in biomedical research. Di-
rect reprogramming is based on the use of genetic 
constructs for the direction of various cell types into 
the desired cell type without a reversal to pluripo-
tency. Similar to obtaining iPS cells, the direct repro-
gramming technique entails DNA integration (mainly 
through viral vectors). In particular, artificially induced 
Pdx1 gene expression in the liver of diabetic mice has 
led to the appearance of insulin+ cells near blood ves-
sels. The conversion, however, was incomplete. There-
fore, this motivated researchers to search for other 
genes with a synergistic effect between themselves 
and with Pdx1. Moreover, the search for cells suitable 
for programming has begun. Ductal cells show prom-
ise. In as early as 1980, Noguch et al [122] showed that 
β-cells can be derived from ductal cells. Pdx1 expres-
sion in human ductal cells activates insulin production 
[122]. An intraperitoneal infection of recombinant Pdx1 
into streptozotocin-induced diabetic mice induced ame-
lioration of hyperglycemia [123]. Ductal cells of adult 
mice transduced with an adenoviral vector carrying 
the Pdx1, Pax4, Ngn3, and NeuroD genes start insulin 
secretion [124].

According to recent research, pancreatic acinar tis-
sue of mice can be reprogrammed through artificially 
induced gene expression: acinar cells first undergo dif-
ferentiation into ductal cells, followed by conversion 
into islet cells [125]. The large number of acinar cells in 
the pancreas makes them an ideal model for β-cell gen-
eration studies. Acinar cells readily differentiate into 
insulin-producing cells when cultured in vitro in the 
presence of a low serum content supplemented with 
the epidermal growth factor and nicotinamide. The 
expression levels of glucagon, somatostatin, and pan-
creatic polypeptide also increase [126]. Under certain 
culture conditions, human acinar cells can change into 
duct-like structures. Dexamethasone supplementation 
induces an acinar-to-ductal transition, but, unfortu-
nately, they do not differentiate into insulin-producing 
cells [127]. It is shown that hyperglycemia elevates the 
infiltration of acinar tissue by T-cells and induces dif-
ferentiation of acinar cells into either β-cells or duct-
like structures that can eventually become β-cells [128]. 
Desai et al reported on acianar-islet transdifferentia-
tion in dexamethasone-treated rat pancreas [129]. Re-
cent research suggests that acinar cells of mice can be 
reprogrammed by inducing expression of the Pdx1, 
Ngn3, and Mafa genes. The experimental mice showed 
a decrease in blood glucose levels, though full recovery 

was not observed. It is likely that the implanted cells 
failed to aggregate, which finally affected the cell com-
munication regulating glucose-stimulated insulin se-
cretion [130–132]. These results were confirmed by in 
vitro studies on a AR42J acinar cell line and then on a 
human exocrine cells culture [133, 134]. Importantly, 
Wang et al discovered that hyperglycemia in diabetic 
mice is better corrected in the case of a strong immune 
response elicited by the adenoviral capsid used as a 
vector for gene delivering [135].

The primary physiological role for α-cells is gluca-
gon secretion, counteracting insulin by promoting glu-
cose mobilization. The conversion of α-cells into β-cells 
is induced by an increase in the ectopic expression of 
Pax4 and Ngn3 [136]. Enforced Pdx1 expression under 
the Ngn3 promoter can cause α-to-β conversion during 
the early embryonic period; however, at later stages 
activation of Pdx1 has no effect on the β-cell allocation 
[137]. In a recent study, Chung et al employed pancre-
atic duct ligation and observed large numbers of β-cells 
generated from α-cells within 2 weeks [138]. Notably, 
the α-to-β conversion seems to occur following deep 
depletion of pre-existing β-cells [138, 139]. Studies in-
volving partial elimination of β-cells failed to observe 
this conversion [140].

APPLICATION OF COMMITTED CELS
The use of ES cells is ethically ambiguous, but it has 
other pitfalls. For example, ES- and iPS-derived trans-
plants may generate teratomas from the residual pool 
of uncommitted cells. In addition, the need for immu-
nosuppression still exists [141, 142]. Postnatal stem cells 
can sidestep these limitations [143–146].

Skin-derived precursors represent an available 
source of progenitors. They were first described by 
Toma et al [147]. They harbor broad differentiation 
plasticity, giving rise to multiple cell types in vitro (glial 
cells, smooth muscle cells, adipocytes). Bakhtiari et al 
[148] reported an efficient method for cryopreservation 
of human skin-derived precursors for long-term stor-
age. The skin is now a promising source of autologous 
cells with a wide differentiation capacity and long-term 
storage ability [148]. Skin-derived precursors were con-
verted in vitro into cells capable of glucose-dependent 
insulin and С-peptide secretion. The obtained cells ex-
pressed markers such as Pdx1, Nkx2.2, Pax4, NeuroD, 
and Isl1 found in mature β-cells [149].

The most frequently mentioned in the context of re-
generative medicine postnatal stem cells are mesen-
chymal stem cells (MSCs) residing in various tissues 
[150]. They can be successfully cultured in vitro and 
readily undergo differentiation into osteogenic, adipo-
genic, and chondrogenic lineages using standard differ-
entiation protocols [151]. Eyelid adipose-derived MSCs 
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appear to be more suitable for differentiation into in-
sulin-producing cells, since these cells originate from 
neural crest cells. MSCs from human periodontal liga-
ment are also derived from neural crest cells [152–154]. 
However, it is currently impossible to bring MSCs close 
to the phenotype of β-cells under in vitro conditions. 
MSCs from umbilical cord blood offer more flexibility. 
Prabakar et al discovered that the properties of these 
MSCs are similar to those of ES cells, including the dif-
ferentiation potential towards a pancreatic endocrine 
phenotype [155]. Another therapeutic option is the in-
fusion of undifferentiated MSCs, resulting in various 
degrees of regeneration [153, 154, 156, 157]. Such host 
responses are likely to be due to the immunomodula-
tory, anti-inflammatory, pro-angiogenic, and trophic 
functions of MSCs. A more pronounced immunomodu-
latory effect has been described for hematopoietic stem 
cells that were successfully used to reset the immune 
system in diabetes [158, 159]. Multipotent stem cells 
derived from umbilical cord blood seem to be involved 
in the instruction of the immune system. When loaded 
into a circulatory device pre-seeded with umbilical-
cord-blood-derived MSCs of healthy individuals, lym-
phocytes of type 1 diabetic patients seem to receive in-
structions and acquire the ability to ameliorate type 1 
diabetic symptoms [160, 161].

There exists a hypothesis that an injury to the pan-
creas activates facultative progenitors to increase the 
population of β-cells. It was shown that ductal progeni-
tors of mice can give rise to β-cells [161]. In addition, in 
a cohort study of chronic pancreatitis and asymptom-
atic fibrosis patients Gianani et al found that the pan-
creas of all patients analyzed had neogenic cells aggre-
gated into islet-ductal structures, which appeared to be 
an association of the endocrine compartment with the 
ductal system [162]. Streptozotocin-induced diabetic 
mice have two types of β-cell progenitors expressing 
Glut2 and Pdx1/somatostatin. These cells are likely to 
be of ductal origin [163, 164]. Studies dedicated to in-
vestigating embryonic pancreas in vitro demonstrated 
that insulin-producing cells can originate from ductal 
epithelial cells. Porcine ductal cells harvested during 
the neonatal period can be enforced to express insulin 
and markers of endocrine precursors [165]. Following 3- 
to 4-wk incubation, human ductal cells form 3D struc-
tures which express insulin and other islets hormones. 
This means that they are in a state of differentiation. 
Moreover, insulin release in these cells is glucose-de-
pendent [161]. Pdx1 can dramatically accelerate in vi-
tro differentiation of ductal epithelial cells towards an 
insulin-producing phenotype [166]. In streptozotocin-
induced diabetic mice, it was determined that ductal 
cells express insulin in the early stages of inflamma-
tion, followed by termination of production [167]. This 

finding suggests induction of β-cell regeneration by an 
early-stage inflammatory response in type 1 diabetes. 
It is likely that new β-cells are highly prone to apopto-
sis. TNF-α expression induced in β-cells of mice leads to 
insulit rather than diabetes. This is accompanied by the 
development of intraislet ducts with β-cell placement, 
which could imply a regenerative process [168]. Simi-
larly, transgenic mice expressing IFN-γ showed resis-
tance to streptozotocin treatment. The transgenic mice 
exhibited regeneration of pancreatic duct cells and iL 
neogenesis [169]. Expression of Pdx1 and Msx2 in the 
duct cells of these mice suggests a connection between 
the expressed markers and ductal cells differentiation 
in this model [170]. In individuals with autoimmune 
chronic pancreatitis, T-cell mediated β-cell destruction 
promotes β-cell regeneration from ductal cells [171]. 
Type 1 diabetes patients demonstrate generation of in-
sulin-producing Pdx1+ duct cells following a combined 
transplantation of the pancreas and a kidney.

The hyperglycemia in alloxan-induced diabetic 
mice can be reversed through EGF and CNTF treat-
ment due to the generation of insulin-producing cells 
[172]. To elucidate the origin of the newly formed in-
sulin-expressing cells, the authors utilized the Cre/
LoxP system to track the acinar and ductal cells. It was 
discovered that a total of 40% of newly formed insulin-
expressing cells originated from acinar cells, whereas 
other cell types contributed only 4%. This allows one to 
suggest the existence of transdifferentiation in mam-
malian pancreas.

There are a number of studies that are searching for 
non-pancreatic sources of cells which can secrete insu-
lin. One of the promising sites is large salivary glands. 
Egéa et al identified preproinsulin I and II mRNA ex-
pression in adult rat submandibular glands [173]. In-
sulin in the parotid gland of rats has been found using 
the immunohistochemistry method [174]. It was shown 
that the submandibular salivary glands perform a com-
pensatory function in diabetic mice [175]. After trans-
plantation of the submandibular gland under the renal 
capsule, streptozotocin-induced diabetic mice restored 
normoglycemia [176]. Human and animal (mouse, rat, 
swine) submandibular gland cells are readily amenable 
for culture in vitro [177–179]. Under 3D culture condi-
tions, they acquire the capacity of glucagon, albumin, 
or insulin expression [177, 178]. Human submandibu-
lar gland cells acquire the ability to produce C-peptide 
in a glucose-dependent manner in a spheroid culture 
system in the presence of nicotinamide [179]. Rat sub-
mandibular gland cells expressing α6β1/c-Kit main-
tained the morphology, proliferative capacity, and 
multipotency typical of stem cells for over 92 passages. 
The presence of activin А, exendine-4, and retinoic acid 
in the medium induces the expression of pancreatic 
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markers in these cells, such as Pdx1, insulin, pancreatic 
polypeptide, and Ngn3 [180].

THE USE OF BIOMATERIALS FOR THE CONSTRUCTION 
OF THREE-DIMENSIONAL SCAFFOLDS
It is widely known that three-dimensional culture 
systems can provide different advantages, compared 
to standard two-dimensional cultures. Cells are kept 
in conditions much closer to native: so, cell-cell and 
cell-medium interactions are promoted, and differen-
tiation is accelerated [181]. These systems closely mimic 
the natural environment found in vivo. This stays true 
for pancreatic cells cultivation in vitro and their in vivo 
delivery.

Studies have shown that seeding cells onto a po-
rous scaffold increases their viability and enhances 
the functionality of isolated iL in vitro, thus improving 
transplant outcomes. For example, rat islet cells showed 
an almost two-fold increase in viability and produced 
4-fold more insulin when cultured on a porous polygly-
colic acid scaffold as compared to 2D culturing [182]. In 
yet another study, a porous scaffold of poly(lactic-co-
glycolic acid) (PLGA) prepared by electrospinning with 
type I collagen-loaded pores was used. RINm5F cells 
were cultured on it, and insulin secretion was enhanced 
by 2-fold [183].

Another advantage of porous scaffolds is the oppor-
tunity to co-culture different cell types that allows one 
to mimic in vivo cell interactions. Murine islet cells co-
cultured with human umbilical cord endothelial cells 
and human prepuce fibroblasts on a PLLA\PGLA scaf-
fold improved the survival of islet cells by up to 75%. 
Furthermore, the addition of fibroblasts and epithelial 
cells promoted the expression of Gcg, Pdx1, Nkx6.1, 
and Glut2 markers. The insulin secretion increased by 
1.5 fold [184].

Scaffolds obviously offer a 3D structure for cell cul-
turing; however, the fundamental role of a native ex-
tracellular matrix (ECM) on a cell’s state is increasingly 
being recognized. It provides not only mechanical sup-
port, but also affects cell adhesion, molecular contents, 
cell-to-cell interactions, and growth factors binding. 
Importantly, the rigidity and flexibility of ECM con-
siderably contributes to differentiation, proliferation, 
viability, cell polarity, and migration [185].

The most fully characterized ECM components are 
laminins, a family consisting of 15–20 glycoproteins 
[186], each of which independently enhances insulin 
secretion [187]. Laminins interact with cells by bind-
ing integrins – transmembrane proteins responsible 
for cell adhesion and transduction of external signals to 
the cytoskeleton [188]. The 3D-structure of native ECM 
determines the topographic pattern of endocrine cells 
that affects secretory activity [189]. Furthermore, such 

components as collagens, glycoproteins, and glycosami-
noglycans can independently suppress the β-cell apop-
tosis triggered by the loss of cell anchorage [189–195]. 
It was discovered that ECM components can enhance 
insulin secretion even in the absence of glucose [196]. 
ECM also has the ability to bind, store, and regulate the 
activity of growth factors, such as TGF-β1, which me-
diates the development, functioning, and regeneration 
of islets in the pancreas [197, 198].

Attempts are made during the development of ma-
terials for artificial 3D-scaffolds to modify their surface 
by coating it with molecules derived from native ECM. 
However, to date ECM decellularization treatment is 
believed to be the most promising (Fig. 2) [200–204]. 
Current approaches enable the elimination of cellular 
material, DNA, and surface antigens, retaining the in-
tact structure [205]. Recent experiments have allowed 
researchers to obtain a porcine pancreatic extracellu-
lar matrix with preserved ECM components, includ-
ing different types of collagen, elastin, fibronectin, and 
laminin. [206]. A decellularized membrane serves as a 
matrix for cell rehabitation of the organ. To date, there 
have been successful recellularizations of ECMs of such 
organs as liver [207], lungs [208], bladder [209], and 
mammary gland [210]. This provides hope for a positive 
result in the case of the pancreas as well.

CHALLENGES AND OPPORTUNITIES
Current treatments for patients with type I diabetes 
are limited and do not eliminate long-term complica-
tions. Progress is evident in all lines of research con-
nected with efforts to revive the insulin-producing 
function of the pancreas. Standard transplantation 
approaches are hampered by the shortage of donors 
and the risks associated with the need for immuno-
suppression. Those risks could be overcome by encap-
sulation technologies. However, there are unresolved 
issues in this case as well, such as poor islet longevity 
and a size/cell count ratio of encapsulated islet mass 
sufficient to provide normoglycemia without burden-
ing the patient with discomfort. The ability of such 
cell types as MSCs and hematopoietic cells to address 
host immune responses can be very useful in prevent-
ing neogenic β-cells from repeated autoimmune abla-
tion.

The choice of stem cells is a critical step. ES and iPS 
cells can differentiate towards pancreatic progenitors 
and/or insulin-producing cells. The use of allogenic 
ES cells, however, still requires immunosuppressive 
therapy or encapsulation. Autologous iPS cells are very 
costly on an individual basis and require complicated 
differentiation protocols. In addition, the probability of 
graft rejection is high due to the autoimmune response 
that initially leads to type 1 diabetes. The tumorigenic 
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potential of residual undifferentiated PSCs in the im-
plant also remains to be resolved.

Briefly, an ideal theoretical therapeutic approach 
would include a combined treatment: differentiated 
towards a pancreatic progenitor phenotype autologous 
iPS cells are cultured in 3D conditions in the presence 
of ECM components and autologous MSCs. Another 
possible way may be to reset the immune system with 
hematopoietic stem cells and to obtain new insulin-
producing cells by direct reprogramming. Studies as-
sessing the feasibility of this approach are underway 
to perform a thorough analysis of the potential risks 
associated with the biological safety and tumorigenic 
activity of the cells being used.

Direct reprogramming appears to be a promising 
method. However, data on the used protocols and the 
safety of this approach for obtaining insulin-producing 
cells is insufficient. Thus, it cannot yet proceed to the 
practical level.

A large number of studies have proved the positive 
effect of three-dimensional cell culture systems. In ad-
dition, the possibility to co-culture cells allows one to 
obtain a transplant which is as close to the native organ 
as possible. The use of decellularized ECM has shown 
promise; however, in vivo studies are in need for an un-
derstanding of the effects of the aforementioned struc-
tures on an organism.

Attempts to bring committed cells closer to the phe-
notype of β-cells in vitro have so far been unsuccessful. 
Overall, the current challenge in cell biology is to iden-
tify an available and accessible source of cells that are 
able to differentiate effectively into glucose-responsive 
insulin-producing cells. 

This work was supported by The Russian Scientific 
Foundation grant № 14-50-00029.
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Intravascular delivery  
of decellularization solution

Intravascular and transmural delivery 
 of organ-specific and/or stem cells

Decellularization Recellularization

= native animal cells = autologous cells of the patient

Fig. 2. Schematic overview of decellularization-recellularization technology. A) The intact organ contains cellular compo-
nents (red ellipses) and ECM (blue network), as well as growth factors (green dots); B) An acellular organ scaffold after 
complete removal of cellular elements; C) The organ scaffold after recellularization with autologous cells (yellow ellipses) 
[By 199]



40 | ACTA NATURAE |   VOL. 8  № 3 (30)  2016

REVIEWS

REFERENCES
1. Githens S., Schexnayder J.A., Moses R.L., Denning G.M., 

Smith J.J., Frazier M.L. // In vitro Cell. Dev. Biol. Anim. 
1994. V. 30A. P. 622–635.

2. Lammert E., Cleaver O., Melton D. // Science. 2001. V. 294. 
P. 564–567.

3. Field H.A., Dong P.D.S., Beis D., Stainier D.Y. // Dev. Biol. 
2003. V. 261. P. 197–208.

4. Hebrok M., Kim S.K., Melton D.A. // Genes Dev. 1998. 
V. 12. P. 1705–1713.

5. Kumar M., Jordan N., Melton D., Grapin-Botton A. // Dev. 
Biol. 2003. V. 259. P. 109–122.

6. Riedel M.J., Asadi A., Wang R., Ao Z., Warnock G.L., Kief-
fer T.J. // Diabetologia. 2012. V. 55. № 2. P. 372–381.

7. Jennings R.E., Berry A.A., Kirkwood-Wilson R., Roberts 
N.A., Hearn T., Salisbury R.J., Blaylock J., Piper Hanley K., 
Hanley N.A. // Diabetes. 2013. V. 62. № 10. P. 3514–3522.

8. Pan F.C., Wright C. // Dev. Dyn. 2011. V. 240. P. 530–565.
9. Villasenor A., Chong D.C., Henkemeyer M., Cleaver O. // 

Development. 2010. V. 137. P. 4295–4305.
10. Bhushan A., Itoh N., Kato S., Thiery J.P., Czernichow P., 

Bellusci S., Scharfmann R. // Development. 2001. V. 128. 
P. 5109–5117.

11. Landsman L., Nijagal A., Whitchurch T.J., VanderLaan 
R.L., Zimmer W.E., MacKenzie T.C., Hebrok M. // PLoS 
Biol. 2011. V. 9. e1001143.

12. McClenaghan N.H. // Exp. Physiol. 2007. V. 92. № 3. 
P. 481–496.

13. Peck A.B., Cornelius J.G., Schatz D., Ramiya V.K. // 
J. Hepato-Biliary-Pancreatic Surgery. 2002. V. 9. № 6. 
P. 704–709.

14. Teitelman G., Alpert S., Polak J.M., Martinez A., Hanahan 
D. // Development. 1993. V. 118. № 4. P. 1031–1039.

15. Herrera P.L., Huarte J., Sanvito F., Meda P., Orci L., Vas-
salli J.D. // Development. 1991. V. 113. № 4. P. 1257–1265.

16. Shao S., Fang Z., Yu X., Zhang M. // Bioch. Biophys. Res. 
Commun. 2009. V. 384. № 4. P. 401–404.

17. Prasadan K., Tulachan S., Guo P., Shiota C., Shah S., 
Gittes G. // Biochem. Biophys. Res. Commun. 2010. V. 396. 
№ 4. P. 1036–1041.

18. Kordowich S., Mansouri A., Collombat P. // Mol. Cell 
Endocrinol. 2010. V. 323. № 1. P. 62–69.

19. Seymour P.A., Freude K.K., Tran M.N., Mayes E.E., Jense 
J., Kis R., Schere G., Sande M. // Proc. Natl. Acad. Sci. USA. 
2007. V. 104. № 6. P. 1865–1870.

20. Seymour P.A., Freude K.K., Dubois C.L., Shih H.P., Patel 
N.A., Sander M. // Dev. Biol. 2008. V. 323. № 1. P. 19–30.

21. Lynn F.C., Smith S.B., Wilson M.E., Yang K.Y., Nekrep 
N., German M.S. // Proc. Natl. Acad. Sci. USA. 2007. V. 104. 
№ 25. P. 10500–10505.

22. Ohlsson H., Karlsson K., Edlund T. // EMBO J. 1993. V. 12. 
P. 4251–4259.

23. Stoffers D.A., Heller R.S., Miller C.P., Habener J.F. // 
Endocrinology. 1999. V. 140. P. 5374–5381.

24. Guz Y., Montminy M.R., Stein R., Leonard J., Gamer L.W., 
Wright C.V., Teitelman G. // Development. 1995. V. 121. 
P. 11–18.

25. Gu G., Brown J.R., Melton D.A. // Mech. Dev. 2003. V. 120. 
P. 35–43.

26. Offield M.F., Jetton T.L., Labosky P.A., Ray M., Stein R.W., 
Magnuson M.A., Hogan B.L., Wright C.V. // Development. 
1996. V. 122. P. 983–995.

27. Ahlgren U., Jonsson J., Jonsson L., Simu K., Edlund H. // 
Genes Dev. 1998. V. 12. P. 1763–1768.

28. Holland A.M., Gonez L.J., Naselli G., Macdonald R.J., Har-
rison L.C. // Diabetes. 2005. V. 54. P. 2586–2595.

29. Gannon M., Ables E.T., Crawford L., Lowe D., Offield 
M.F., Magnuson M.A., Wright C.V. // Dev. Biol. 2008. V. 314. 
P. 406–417.

30. Gradwohl G., Dierich A., Lemeur M., Guillemot F. // Proc. 
Natl. Acad. Sci. USA. 2000. V. 97. P. 1607–1611.

31. Jenny M., Uhl C., Roche C., Duluc I., Guillermin V., Guil-
lemot F., Jensen J., Kedinger M., Gradwohl G. // EMBO J. 
2002. V. 21. P. 6338–6347.

32. Wang S., Jensen J.N., Seymour P.A., Hsu W., Dor Y., 
Sander M., Magnuson M.A., Serup P., Gu G. // Proc. Natl. 
Acad. Sci. USA. 2009. V. 106. № 24. Р. 9715–9720.

33. Schwitzgebel V.M., Scheel D.W., Conners J.R., Kalamaras 
J., Lee J.E., Anderson D.J., Sussel L., Johnson J.D., German 
M.S. // Development. 2000. V. 127. P. 3533–3542.

34. Heremans Y., van De Casteele M., In’t Veld P., Gradwohl 
G., Serup P., Madsen O., Pipeleers D., Heimberg H. // J. Cell. 
Biol. 2002. V. 159. P. 303–312.

35. Apelqvist A., Li H., Sommer L., Beatus P., Anderson D.J., 
Honjo T., Hrabe De Angelis M., Lendahl U., Edlund H. // 
Nature. 1999. V. 400. P. 877–881.

36. Grapin-Botton A., Majithia A.R., Melton D.A. // Genes 
Dev. 2001. V. 15. P. 444–454.

37. Villasenor A., Chong D.C., Cleaver O. // Dev. Dyn. 2008. 
V. 237. P. 3270–3279.

38. Pictet R.L., Clark W.R., Williams R.H., Rutter W.J. // Dev. 
Biol. 1972. V. 29. P. 436–467.

39. Johansson K.A., Dursun U., Jordan N., Gu G., Beermann 
F., Gradwohl G., Grapin-Botton A. // Dev. Cell. 2007. V. 12. 
P. 457–465.

40. Gierl M.S., Karoulias N., Wende H., Strehle M., Birchmei-
er C. // Genes Dev. 2006. V. 20. P. 2465–2478.

41. Mellitzer G., Bonne S., Luco R.F., van De Casteele M., 
Lenne-Samuel N., Collombat P., Mansouri A., Lee J., Lan 
M., Pipeleers D., et al. // EMBO J. 2006. V. 25. P. 1344–1352.

42. Sosa-Pineda B., Chowdhury K., Torres M., Oliver G., 
Gruss P. // Nature. 1997. V. 386. P. 399–402.

43. Collombat P., Mansouri A., Hecksher-Sorensen J., Serup 
P., Krull J., Gradwohl G., Gruss P. // Genes Dev. 2003. V. 17. 
P. 2591–2603.

44. Collombat P., Hecksher-Sorensen J., Broccoli V., Krull J., 
Ponte I., Mundiger T., Smith J., Gruss P., Serup P., Man-
souri A. // Development. 2005. V. 132. P. 2969–2980.

45. Prado C.L., Pugh-Bernard A.E., Elghazi L., Sosa-Pineda 
B., Sussel L. // Proc. Natl. Acad. Sci. USA. 2004. V. 101. 
P. 2924–2929.

46. Sussel L., Kalamaras J., Hartigan-O’connor D.J., Meneses 
J.J., Pedersen R.A., Rubenstein J.L., German M.S. // Devel-
opment. 1998. V. 125. P. 2213–2221.

47. Sander M., Sussel L., Conners J., Scheel D., Kalamaras J., 
Dela Cruz F., Schwitzgebel V., Hayes-Jordan A., German 
M. // Development. 2000. V. 127. P. 5533–5540.

48. Oster A., Jensen J., Edlund H., Larsson L.I. // J. Histo-
chem. Cytochem. 1998. V. 46. P. 717–721.

49. Henseleit K.D., Nelson S.B., Kuhlbrodt K., Hennings 
J.C., Ericson J., Sander M. // Development. 2005. V. 132. 
P. 3139–3149.

50. Pedersen J.K., Nelson S.B., Jorgensen M.C., Henseleit 
K.D., Fujitani Y., Wright C.V., Sander M., Serup P. // Dev. 
Biol. 2005. V. 288. P. 487–501.

51. St-Onge L., Sosa-Pineda B., Chowdhury K., Mansouri A., 
Gruss P. // Nature. 1997. V. 387. P. 406–409.

52. Sander M., Neubüser A., Kalamaras J., Ee H.C., Mar-



REVIEWS

  VOL. 8  № 3 (30)  2016  | ACTA NATURAE | 41

tin G.R., German M.S. // Genes Dev. 1997. V. 11. № 13. 
P. 1662–1673.

53. Zhao L., Guo M., Matsuoka T.A., Hagman D.K., Paraz-
zoli S.D., Poitout V., Stein R. // J. Biol. Chem. 2005. V. 280. 
P. 11887–11894.

54. Matsuoka T.A., Zhao L., Artner I., Jarrett H.W., Friedman 
D., Means A., Stein R. // Cell. Biol. 2003. V. 23. P. 6049–6062.

55. Aramata S., Han S.I., Yasuda K., Kataoka K. // Biochim. 
Biophys. Acta. 2005. V. 1730. P. 41–46.

56. Matsuoka T.A., Artner I., Henderson E., Means A., Sander 
M., Stein R. // Proc. Natl. Acad. Sci. USA. 2004. V. 101. 
P. 2930–2933.

57. Zhang C., Moriguchi T., Kajihara M., Esaki R., Harada A., 
Shimohata H., Oishi H., Hamada M., Morito N., Hasegawa 
K., et al. // Mol. Cell. Biol. 2005. V. 25. P. 4969–4976.

58. Artner I., Hang Y., Guo M., Gu G., Stein R. // J. Endocri-
nol. 2008. V. 198. P. 271–279.

59. Frank A., Deng S., Huang X., Velidedeoglu E., Bae Y.S., 
Liu C., Abt P., Stephenson R., Mohiuddin M., Thambipillai 
T., et al. // Ann. Surg. 2004. V. 240. № 4. Р. 631–640.

60. Blumkin V.N., Skaletskiy N.N., Popov V.L., Shalnev B.I., 
Danilov M.I // Bulletin of Experimental Biology and Medi-
cine. 1983. № 5. P. 89–91.

61. Scharp D.W., Lacy P.E., Santiago J.V., McCullough C.S., 
Weide L.G., Falqui L., Marchetti P., Gingerich R.L., Jaffe 
A.S., Cryer P.E. // Diabetes. 1990. V. 39. № 4. P. 515–518.

62. Shapiro A.M., Ricordi C., Hering B.J., Auchincloss H., 
Lindblad R., Robertson R.P., Secchi A., Brendel M.D., Ber-
ney T., Brennan D.C. // N. Engl. J. Med. 2006. V. 355. № 13. 
Р. 1318–1330.

63. Ryan E.A., Lakey J.R., Rajotte R.V., Korbutt G.S., Kin T., 
Imes S., Rabinovitch A., Elliott J.F., Bigam D., Kneteman 
N.M., et al. // Diabetes. 2001. V. 50. № 4. Р. 710–719.

64. Dedov I.I., Balabolkin M.I., Klebanova E.M. // Diabetes. 
2004. № 2. P. 34–41.

65. Shamoon H., Duffy H., Fleischer N., Engel S., Saenger P., 
Strelzyn M., Litwak M., Wylie-Rosett J., Farkash A., Geiger 
D., et al. // N. Engl. J. Med. 1993. V. 329. № 14. P. 977–986.

66. Bellin M.D., Barton F.B., Heitman A., Harmon J.V., Kan-
daswamy R., Balamurugan A.N., Sutherland D.E., Alejan-
dro R., Hering B.J. // Am. J. Transplant. 2012. V. 12. № 6. 
P. 1576–1583.

67. Shapiro A.M. // Curr. Diab. Rep. 2011. V. 11. № 5. P. 345–
354.

68. Calafiore R., Basta G. // Adv. Drug. Deliv. Rev. 2013. № 4. 
P. 67–68:84–92.

69. O’Connell P.J., Cowan P.J., Hawthorne W.J., Yi S., Lew 
A.M. // Curr. Diab. Rep. 2013. V. 13. № 5. P. 687–694.

70. Graham M.L., Schuurman H.J. // Xenotransplantation. 
2013. V. 20. № 1. P. 5–17.

71. Burman K.D., Cunningham E.J., Klachko D.M., Burns 
T.W. // Mol. Med. 1973. V. 70. № 6. P. 363–366.

72. Skinner S.J.M., Tan P.L.J., Garkavenko O., Muzina M., 
Escobar L., Elliott R.B. // InTech. 2011. V. 11. P. 391–408.

73. Elliott R.B., Escobar L., Tan P.L., Muzina M., Zwain S., 
Buchanan C. // Xenotransplantation. 2007. V. 14. № 2. 
P. 157–161.

74. Elliott R.B., Technologies L.C. // Curr. Opin. Organ 
Transplant. 2011. V. 16. № 2. P. 195–200.

75. Soon-Shiong P. // Drug Deliv. Rev. 1999. V. 35. P. 259–270.
76. Tuch B.E., Keogh G.W., Williams L.J., Wu W., Foster J.L., 

Vaithilingam V., Philips R. // Diabetes Care. 2009. V. 32. 
P. 1887–1889.

77. Basta G., Montanucci P., Luca G., Boselli C., Noya G., 
Barbaro B., Qi M., Kinzer K.P., Oberholzer J., Calafiore R. 

// Diabetes Care. 2011. V. 34. P. 2406–2409.
78. Strautz R.L. // Diabetologia. 1970. V. 6. P. 306–312.
79. De Vos P., Hamel A.F., Tatarkiewicz K. // Diabetologia. 

2002. V. 45. P. 159–173.
80. Soon-Shiong P., Heintz R.E., Merideth N., Yao Q.X., Yao 

Z., Zheng T., Murphy M., Moloney M.K., Schmehl M., Har-
ris M., et al. // Lancet. 1994. V. 343. P. 950–951.

81. De Vos P., De Haan B., van Schilfgaarde R. // Biomateri-
als. 1997. V. 18. P. 273–278.

82. De Vos P., De Haan B.J., Wolters G.H., Strubbe J.H., van 
Schilfgaarde R. // Diabetologia. 1997. V. 40. P. 262–270.

83. De Vos P., van Straaten J.F., Nieuwenhuizen A.G., de 
Groot M., Ploeg R.J., De Haan B.J., van Schilfgaarde R. // 
Diabetes. 1999. V. 48. P. 1381–1388.

84. Duvivier-Kali V.F., Omer A., Parent R.J., O’Neil J.J., Weir 
G.C. // Diabetes. 2001. V. 50. P. 1698–1705.

85. Strand B.L., Ryan T.L., In’t Veld P., Kulseng B., Rokstad 
A.M., Skjak-Brek G., Espevik T. // Cell Transplant. 2001. 
V. 10. P. 263–275.

86. King A., Sandler S., Andersson A. // J. Biomed. Mater. 
Res. 2001. V. 57. P. 374–383.

87. Yao V., McCauley R., Cooper D., Platell C., Hall J.C. // 
Surg. Infect. 2004. V. 5. P. 229–236.

88. Dufrane D., Steenberghe M.Y., Goebbels R.M., Saliez A., 
Guiot Y., Gianello P. // Biomaterials. 2006. V. 27. P. 3201–
3208.

89. Vériter S., Mergen J., Goebbels R.M., Aouassar N., 
Grégoire C., Jordan B., Levêque P., Gallez B., Gianello P., 
Dufrane D. // Tissue Eng. Part A. 2010. V. 16. P. 1503–1513.

90. Thomson J.A., Marshall V.S. // Curr. Top. Dev. Biol. 1998. 
V. 38. P. 133–165.

91. Takahashi K., Yamanaka S. // Cell. 2006. V. 126. № 4. 
P. 663–676.

92. Yu J., Vodyanik M.A., Smuga-Otto K., Antosiewicz-Bour-
get J., Frane J.L., Tian S., Nie J., Jonsdottir G.A., Ruotti V., 
Stewart R., et al. // Science. 2007. V. 318. P. 1917–1920. 

93. Rao M., Condic M.L. // Stem Cells Dev. 2008. V. 17. P. 1–10.
94. Maehr R., Chen S., Snitow M., Ludwig T., Yagasaki L., 

Goland R., Leibel R.L., Melton D.A. // Proc. Natl. Acad. Sci. 
USA. 2009. V. 106. P. 15768–15773.

95. Zhang D., Jiang W., Liu M., Sui X., Yin X., Chen S., Shi Y., 
Deng H. // Cell Res. 2009. V. 19. P. 429–438.

96. Jiang J., Au M., Lu K., Eshpeter A., Korbutt G., Fisk G., 
Majumdar A.S. // Stem Cells. 2007. V. 25. P. 1940–1953.

97. Chen S., Borowiak M., Fox J.L., Maehr R., Osafune K., Da-
vidow L., Lam K., Peng L.F., Schreiber S.L., Rubin L.L., et 
al. // Nat. Chem. Biol. 2009. V. 5. P. 258–265.

98. Tateishi K., He J., Taranova O., Liang G., D’Alessio A.C., 
Zhang Y. // J. Biol. Chem. 2008. V. 283. P. 31601–31607.

99. Kroon E., Martinson L.A., Kadoya K., Bang A.G., Kelly 
O.G., Eliazer S., Young H., Richardson M., Smart N.G., Cun-
ningham J., et al. // Nat. Biotechnol. 2008. V. 26. P. 443–452.

100. D’Amour K.A., Agulnick A.D., Eliazer S., Kelly O.G., 
Kroon E., Baetge E.E. // Nat. Biotechnol. 2005. V. 23. 
P. 1534–1541.

101. Mfopou J.K., Chen B., Mateizel I., Sermon K., Bouwens 
L. // Gastroenterology. 2010. V. 138. P. 2233–2245.

102. Johannesson M., Ståhlberg A., Ameri J., Sand F.W., Nor-
rman K., Semb H. // PLoS One. 2009. V. 4. № 3. e4794.

103. D’Amour K.A., Bang A.G., Eliazer S., Kelly O.G., Agul-
nick A.D., Smart N.G., Moorman M.A., Kroon E., Carpenter 
M.K., Baetge E.E. // Nat. Biotechnol. 2006. V. 24. P. 1392–
1401.

104. McLean A.B., D’Amour K.A., Jones K.L., Krishnamoor-
thy M., Kulik M.J., Reynolds D.M., Sheppard A.M., Liu H., 



42 | ACTA NATURAE |   VOL. 8  № 3 (30)  2016

REVIEWS

Xu Y., Baetge E.E., et al. // Stem Cells. 2007. V. 25. P. 29–38.
105. Shim J.H., Kim S.E., Woo D.H., Kim S.K., Oh C.H., McK-

ay R., Kim J.H. // Diabetologia. 2007. V. 50. P. 1228–1238.
106. Kubo A., Shinozaki K., Shannon J.M., Kouskoff V., Ken-

nedy M., Woo S., Fehling H.J., Keller G. // Development. 
2004. V. 131. P. 1651–1662.

107. Takeuchi H., Nakatsuji N., Suemori H. // Sci. Rep. 2014. 
V. 4. P. 4488.

108. Kunisada Y., Tsubooka-Yamazoe N., Shoji M., Hosoya M. 
// Stem Cell Res. 2012. V. 8. P. 274–284.

109. Borowiak M., Maehr R., Chen S., Chen A.E., Tang W., 
Fox J.L., Schreiber S.L., Melton D.A. // Cell Stem Cell. 2009. 
V. 4. P. 348–358.

110. Bose B., Shenoy S.P., Konda S., Wangikar P. // Cell Biol. 
Internat. 2012. V. 36. P. 1013–1020.

111. Gage B.K., Webber T.D., Kieffer T.J. // PLoS One. 2013. 
V. 8. e82076.

112. Basford C.L., Prentice K.J., Hardy A.B., Sarangi F., Mi-
callef S.J., Li X., Guo Q., Elefanty A.G., Stanley E.G., Keller 
G., et al. // Diabetologia. 2012. V. 55. P. 358–371.

113. Micallef S.J., Li X., Schiesser J.V., Hirst C.E., Yu Q.C., 
Lim S.M., Nostro M.C., Elliott D.A., Sarangi F., Harrison 
L.C., et al. // Diabetologia. 2012. V. 55. P. 694–706.

114. Rezania A., Bruin J.E., Riedel M.J., Mojibian M., Asadi 
A., Xu J., Gauvin R., Narayan K., Karanu F., O’Neil J.J., et 
al. // Diabetes. 2012. V. 61. P. 2016–2029.

115. Rezania A., Bruin J.E., Xu J., Narayan K., Fox J.K., O’Neil 
J.J., Kieffer T.J. // Stem Cells. 2013. V. 31. P. 2432–2442.

116. Schulz T.C., Young H.Y., Agulnick A.D., Babin M.J., 
Baetge E.E., Bang A.G., Bhoumik A., Cepa I., Cesario R.M., 
Haakmeester C., et al. // PLoS One. 2012. V. 7. e37004.

117. Kirk K., Hao E., Lahmy R., Itkin-Ansari P. // Stem Cell 
Res. 2014. V. 12. P. 807–814.

118. Bruin J.E., Rezania A., Xu J., Narayan K., Fox J.K., 
O’Neil J.J., Kieffer T.J. // Diabetologia. 2013. V. 56. P. 1987–
1998.

119. Pagliuca F.W., Millman J.R., Gürtler M., Segel M., Van 
Dervort A., Ryu J.H., Peterson Q.P., Greiner D., Melton D.A. 
// Cell. 2014. V. 159. № 2. P. 428–439.

120. Xie R., Everett L.J., Lim H.W., Patel N.A., Schug J., 
Kroon E., Kelly O.G., Wang A., D’Amour K.A., Robins A.J., 
et al. // Stem Cell. 2013. V. 12. P. 224–237.

121. Blum B., Hrvatin S.S., Schuetz C., Bonal C., Rezania A., 
Melton D.A. // Nat. Biotechnol. 2012. V. 30. P. 261–264.

122. Noguchi H., Kaneto H., Weir G.C., Bonner-Weir S. // 
Diabetes. 2003. V. 52. P. 1732–1737.

123. Koya V., Lu S., Sun Y.P., Purich D.L., Atkinson M.A., Li 
S.W., Yang L.J. // Diabetes. 2008. V. 57. № 3. P. 757–769.

124. Noguchi H., Xu G., Matsumoto S., Kaneto H., Kobayashi 
N., Bonner-Weir S., Hayashi S. // Cell Transplant. 2006. 
V. 15. № 10. P. 929–938.

125. Kopinke D., Murtaugh L.C. // BMC Dev. Biol. 2010. V. 10. 
№ 38. doi: 10.1186/1471-213X-10-38.

126. Okuno M., Minami K., Okumachi A., Miyawaki K., Yokoi 
N., Toyokuni S., Seino S. // Am. J. Physiol. Endocrinol. 
Metab. 2007. V. 292. P. 158–165.

127. Lardon J., Huyens N., Rooman I., Bouwens L. // Vir-
chows Arch. 2004. V. 444. P. 61–65.

128. Lipsett M., Finegood D.T. // Diabetes. 2002. V. 51. P. 1834–
1841.

129. Desai B.M., Oliver-Krasinski J., De Leon D.D., Farzad C., 
Hong N., Leach S.D., Stoffers D.A. // J. Clin. Invest. 2007. 
V. 117. P. 971–977.

130. Zhou Q., Brown J., Kanarek A., Rajagopal J., Melton D.A. 
// Nature. 2008. V. 455. № 7213. P. 627–632.

131. Cabrera O., Berman D.M., Kenyon N.S., Ricordi C., Berg-
gren P.O., Caicedo A. // Proc. Natl. Acad. Sci. USA. 2006. 
V. 103. № 7. P. 334–339.

132. Konstantinova I., Nikolova G., Ohara-Imaizumi M., 
Meda P., Kucera T., Zarbalis K., Wurst W., Nagamatsu S., 
Lammert E. // Cell. 2007. V. 129. № 2. P. 359–370.

133. Zhang T., Saunee N.A., Breslin M.B., Song K., Lan M.S. 
// J. Cell Physiol. 2012. V. 227. № 6. P. 2470–2479.

134. Lima M.J., Muir K.R., Docherty H.M., Drummond R., 
McGowan N.W., Forbes S., Heremans Y., Houbracken I., 
Ross J.A., Forbes S.J., et al. // Diabetes. 2013. V. 62. № 8. 
P. 2821–2833.

135. Wang A.Y., Ehrhardt A., Xu H., Kay M.A. // Mol. Ther. 
2007. V. 15. № 2. P. 255–263.

136. Collombat P., Xu X., Ravassard P., Sosa-Pineda B., 
Dussaud S., Billestrup N., Madsen O.D., Serup P., Heimberg 
H., Mansouri A. // Cell. 2009. V. 138. P. 449–462.

137. Yang Y.P., Thorel F., Boyer D.F., Herrera P.L., Wright C.V. 
// Genes Dev. 2011. V. 25. P. 1680–1685.

138. Chung C.H., Hao E., Piran R., Keinan E., Levine F. // 
Stem Cells. 2010. V. 28. P. 1630–1638.

139. Thorel F., Nepote V., Avril I., Kohno K., Desgraz R., Ch-
era S., Herrera P.L. // Nature. 2010. V. 464. P. 1149–1154.

140. Nir T., Melton D.A., Dor Y. // J. Clin. Invest. 2007. V. 117. 
P. 2553–2561.

141. Fujikawa T., Oh S.-H., Pi L., Hatch H.M., Shupe T., Pe-
tersen B.E. // Am. J. Pathol. 2005. V. 166. P. 1781–1791.

142. Enseñat-Waser R., Santana A., Vicente-Salar N., Cigu-
dosa J.C., Roche E., Soria B., Reig J.A. // In vitro Cell Dev. 
Biol. Anim. 2006. V. 42. P. 115–123.

143. Fernandes K.J., McKenzie I.A., Mill P., Smith K.M., 
Akhavan M., Barnabé- Heider F., Biernaskie J., Junek 
A., Kobayashi N.R., Toma J.G. // Nat. Cell Biol. 2004. V. 6. 
P. 1082–1093.

144. Toma J.G., McKenzie I.A., Bagli D., Miller F.D. // Stem 
Cells. 2005. V. 23. P. 727–737.

145. Bi D., Chen F.G., Zhang W.J., Zhou G.D., Cui L., Liu W., 
Cao Y. // BMC Cell Biol. 2010. V. 11. P. 46.

146. Kim B., Yoon B.S., Moon J.-H., Kim J., Jun E.K., Lee J.H., 
Kim J.S., Baik C.S., Kim A., Whang K.Y. // Exp. Mol. Med. 
2012. V. 44. P. 26–35.

147. Toma J.G., Akhavan M., Fernandes K.J., Barnabé-Heider 
F., Sadikot A., Kaplan D.R., Miller F.D. // Nat. Cell Biol. 
2001. V. 3. P. 778–784.

148. Bakhtiari M., Mansouri K., Sadeghi Y., Mostafaie A. // 
Cell Prolif. 2012. V. 45. P. 148–157.

149. Mehrabi M., Mansouri K., Hosseinkhani S., Yarani R., 
Yari K., Bakhtiari M., Mostafaie A. // In vitro Cell Dev. Biol. 
Anim. 2015. V. 51. № 6. P. 595–603.

150. Da Silva M.L., Chagastelles P.C., Nardi N.B. // J. Cell Sci. 
2006. V. 119. № 11. P. 2204–2213.

151. Trounson A // BMC Med. 2009. V. 7. P. 29.
152. Kang H.M., Kim J., Park S., Kim J., Kim H., Kim K.S., 

Lee E.J., Seo S.I., Kang S.G., Lee J.E., et al. // Stem Cells. 
2009. V. 27. № 8. P. 1999–2008.

153. Le Douarin N.M., Creuzet S., Couly G., Dupin E. // De-
velopment. 2004. V. 131. № 19. P. 4637–4650.

154. Huang C.Y., Peláez D., Domínguez-Bendala J., Garcia-
Godoy F., Cheung H.S. // Regen. Med. 2009. V. 4. № 6. 
P. 809–821.

155. Prabakar K.R., Domínguez-Bendala J., Molano R.D.., 
Pileggi A., Villate S., Ricordi C., Inverardi L. // Cell Trans-
plant. 2012. V. 21. № 6. P. 1321–1339.

156. Wu Y., Chen L., Scott P.G., Tredget E.E. // Stem Cells. 
2007. V. 25. № 10. P. 2648–2659.



REVIEWS

  VOL. 8  № 3 (30)  2016  | ACTA NATURAE | 43

157. Ball S.G., Shuttleworth C.A., Kielty C.M. // J. Cell. Mol. 
Med. 2007. V. 11. № 5. P. 1012–1030.

158. Ferber S., Halkin A., Cohen H., Ber I., Einav Y., Goldberg 
I., Barshack I., Seijffers R., Kopolovic J., Kaiser N., Karasik 
A. // Nat. Med. 2000. V. 6. № 5. P. 568–572.

159. Horb M.E., Shen C.N., Tosh D., Slack J.M. // Curr. Biol. 
2003. V. 13. № 2. P. 105–115.

160. Li W.C., Horb M.E., Tosh D., Slack J.M. // Mech. Dev. 
2005. V. 122. № 6. P. 835–847.

161. Bonner-Weir S., Li W.C., Ouziel-Yahalom L., Guo L., Weir 
G.C., Sharma A. // Diabetes. 2010. V. 59. P. 2340–2348.

162. Gianani R., Putnam A., Still T., Yu L., Miao D., Gill R.G., 
Beilke J., Supon P., Valentine A., Iveson A., et al. // J. Clin. 
Endocrinol. Metab. 2006. V. 91. P. 1855–1861.

163. Dor Y., Melton D.A. // Cell. 2008. V. 132. P. 183–184.
164. Li Y., Peng M., Gong G. // Exp. Ther. Med. 2014. V. 7. 

P. 131–136.
165. Basta G., Racanicchi L., Mancuso F., Guido L., Luca G., 

Macchiarulo G., Brunetti P., Calafiore R. // Transplant. 
Proc. 2004. V. 36. P. 2857–2863.

166. Liu T., Wang C.Y., Yu F., Gou S.M., Wu H.S., Xiong J.X., 
Zhou F. // World J. Gastroenterol. 2007. V. 13. P. 5232–5237.

167. Anastasi E., Ponte E., Gradini R., Bulotta A., Sale P., Tib-
erti C., Okamoto H., Dotta F., Di Mario U. // Eur. J. Endo-
crinol. 1999. V. 141. P. 644–652.

168. Higuchi Y., Herrera P., Muniesa P., Huarte J., Belin D., 
Ohashi P., Aichele P., Orci L., Vassalli J.D., Vassalli P. // J. 
Exp. Med. 1992. V. 176. P. 1719–1731.

169. Gu D., Arnush M., Sawyer S.P., Sarvetnick N. // Am. J. 
Physiol. 1995. V. 269. P. 1089–1094.

170. Kritzik M.R., Jones E., Chen Z., Krakowski M., Krahl T., 
Good A., Wright C., Fox H., Sarvetnick N. // J. Endocrinol. 
1999. V. 163. P. 523–530.

171. Tanaka S., Kobayashi T., Nakanishi K., Okubo M., Murase 
T., Hashimoto M., Watanabe G., Matsushita H., Endo Y., Yo-
shizaki H., et al. // Diabetes Care. 2001. V. 24. P. 1661–1667.

172. Baeyens L., Lemper M., Leuckx G., De Groef S., Bonfanti 
P., Stangé G., Shemer R., Nord C., Scheel D.W., Pan F.C., et 
al. // Nat. Biotechnol. 2014. V. 32. № 1. P. 76–83.

173. Egéa J.C., Hirtz C., Gross R., Lajoix A.D., Traskawka E., 
Ribes G., de Périère D.D. // Eur. J. Oral. Sci. 2000. V. 108. 
№ 4. P. 292–296.

174. Smith P.H., Patel D.G. // Diabetes. 1984. V. 33. № 7. 
P. 661–666.

175. Shubnikova E.A., Pogodina L.S. // Ontogenez. 2000. 
V. 31. № 6. P. 476–480.

176. Gvazava I.G., Vasiliev A.V., Balan O.V., Terskikh V.V. // 
Tsitologiia. 2011. V. 53. № 2. P. 129–134.

177. Okumura K., Nakamura K., Hisatomi Y., Nagano K., Ta-
naka Y., Terada K., Sugiyama T., Umeyama K., Matsumoto 
K., Yamamoto T., et al. // Hepatology. 2003. V. 38. P. 104–113.

178. Hisatomi Y., Okumura K., Nakamura K., Matsumoto S., 
Satoh A., Nagano K., Yamamoto T., Endo F. // Hepatology. 
2004. V. 39. № 3. P. 667–675.

179. Sato A., Okumura K., Matsumoto S., Hattori K., Hattori 
S., Shinohara M., Endo F. // Cloning Stem Cells. 2007. V. 9. 
№ 2. P. 191–205.

180. Baek H., Noh Y.H., Lee J.H., Yeon S.I., Jeong J., Kwon H. 
// J. Tissue Eng. Regen. Med. 2014. V. 8. № 9. P. 717–727.

181. Vacanti J.P., Langer R. // Lancet. 1999. V. 354. P. 32–34.
182. Chun S., Huang Y., Xie W.J., Hou Y., Huang R.P., Song 

Y.M., Liu X.M., Zheng W., Shi Y., Song C.F. // Transplant. 
Proc. 2008. V. 40. P. 1658.

183. Kawazoe N., Tateishi T. // J. Bioact. Compat. Polym. 
2009. V. 24. P. 25.

184. Kaufman-Francis K., Koffler J., Weinberg N., Dor Y., 
Levenberg S. // PLoS One. 2012. V. 7. e40741.

185. Hynes R.O. // Science. 2009. V. 326. № 5957. P. 1216–1219.
186. Otonkoski T., Banerjee M., Korsgren O., Thornell L.E., 

Virtanen I. // Diabetes Obes. Metab. 2008. V. 10. № 4. 
P. 119–127.

187. Edamura K., Nasu K., Iwami Y., Ogawa H., Sasaki 
N., Ohgawara H. // Cell Transplant. 2003. V. 12. № 4. 
P. 439–446.

188. Stendahl J.C., Kaufman D.B., Stupp S.I. // Cell Trans-
plant. 2009. V. 18. № 1. P. 1–12.

189. Montesano R., Mouron P., Amherdt M., Orci L. // J. Cell 
Biol. 1983. V. 97. № 3. P. 935–939.

190. Weber L.M., Hayda K.N., Anseth K.S. // Tissue Eng. 
Part A. 2008. V. 14. № 12. P. 1959–1968.

191. Wang R.N., Rosenberg L. // J. Endocrinol. 1999. V. 163. 
№ 2. P. 181–190.

192. Rosenberg L., Wang R., Paraskevas S., Maysinger D. // 
Surgery. 1999. V. 126. № 2. P. 393–398.

193. Meda P., Hooghe-Peters E.L., Orci L. // Diabetes. 1980. 
V. 29. № 6. P. 497–500.

194. Rabinovitch A., Russell T., Mintz D.H. // Diabetes. 1979. 
V. 28. № 12. P. 1108–1113.

195. Thivolet C.H., Chatelain P., Nicoloso H., Durand A., Ber-
trand J. // Exp. Cell Res. 1985. V. 159. № 2. P. 313–322.

196. Lucas-Clerc C., Massart C., Campion J.P., Launois B., 
Nicol M. // Mol. Cell Endocrinol. 1993. V. 94. № 1. P. 9–20.

197. Han B., Qi S., Hu B., Luo H., Wu J. // J. Immunol. 2011. 
V. 186. № 10. P. 5833–5844.

198. Crisera C.A., Maldonado T.S., Kadison A.S., Li M., Al-
kasab S.L., Longaker M.T., Gittes G.K. // Differentiation. 
2000. V. 65. № 5. P. 255–259.

199. Salvatori M., Katari R., Patel T., Peloso A., Mugweru J., 
Owusu K., Orlando G. // J. Diabetes Sci. Technol. 2014. V. 8. 
№ 1. P. 159–169.

200. Song J.J., Ott H.C. // Trends Mol. Med. 2011. V. 17. № 8. 
P. 424–432.

201. Orlando G., Baptista P., Birchall M., De Coppi P., Farney 
A., Guimaraes-Souza N.K., Opara E., Rogers J., Seliktar 
D., Shapira-Schweitzer K., et al. // Transpl. Int. 2011. V. 24. 
№ 3. P. 223–232.

202. Orlando G., Wood K.J., Stratta R.J., Yoo J.J., Atala A., 
Soker S. // Transplantation. 2011. V. 91. № 12. P. 1310–1317.

203. Orlando G., Wood K.J., De Coppi P., Baptista P.M., Bind-
er K.W., Bitar K.N., Breuer C., Burnett L., Christ G., Farney 
A., et al. // Ann. Surg. 2012. V. 255. № 5. P. 867–880.

204. Badylak S.F., Weiss D.J., Caplan A., Macchiarini P. // 
Lancet. 2012. V. 379. № 9819. P. 943–952.

205. Gilbert T.W., Sellaro T.L., Badylak S.F. // Biomaterials. 
2006. V. 27. № 19. P. 3675–3683.

206. Mirmalek-Sani S.H., Orlando G., McQuilling J.P., Pareta 
R., Mack D.L., Salvatori M., Farney A.C., Stratta R.J., Atala 
A., Opara E.C., et al. // Biomaterials. 2013. V. 34. № 22. 
P. 5488–5495.

207. Baptista P.M., Siddiqui M.M., Lozier G., Rodriguez S.R., 
Atala A., Soker S. // Hepatology. 2011. V. 53. № 2. P. 604–617.

208. Song J.J., Kim S.S., Liu Z., Madsen J.C., Mathisen D.J., 
Vacanti J.P., Ott H.C. // Ann. Thorac. Surg. 2011. V. 92. № 3. 
P. 998–1006.

209. Loai Y., Yeger H., Coz C., Antoon R., Islam S.S., Moore 
K., Farhat W.A. // J. Biomed. Mater Res. A. 2010. V. 94. № 4. 
P. 1205–1215.

210. Wicha M.S., Lowrie G., Kohn E., Bagavandoss P., Mahn 
T. // Proc. Natl. Acad. Sci. USA. 1982. V. 79. № 10. P. 3213–
3217.


