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Abstract. Diabetes mellitus, which may cause hypergly-
cemia and a number of complications, mostly results from 
a deficiency of β cell mass (type 1 diabetes) or a limitation 
of β cell function (type 2 diabetes). Currently, enhancing 
β cell regeneration and increasing cell proliferation have not 
only been described in experimental diabetes models, but 
have also been proven to improve outcomes for patients with 
diabetes. Therefore, understanding the mechanisms control-
ling the development and regeneration of β cells in the human 
pancreas may be helpful for the treatment of β cell-deficient 
disease. In this review, we first introduce the various cell types 
in the adult pancreas and thereby clarify their functions and 
origins. Then, the known mechanisms of β cell development 
and expansion in the normal human pancreas are described. 
The potential mechanisms of β cell regeneration, including 
β cell self-replication, neogenesis from non-β cell precursors 
and transdifferentiation from α cells, are discussed in the next 
part. Finally, the ability of the pancreas to regenerate mature 
β cells is explored in pathological conditions, including type 1 
diabetes, chronic pancreatitis and persistent hyperinsulinemic 
hypoglycemia of infancy.
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1. Introduction to cell types

The pancreas, a key regulator of nutrient digestion, absorption 
and utilization, is a mixed gland composed of two functionally 
and morphologically distinct tissues, with exocrine (99%) and 
endocrine (1%) components (1). The exocrine pancreas consists 
of acinar and ductal cells. Food ingestion triggers the nerve and 
hormonal responses in the intestine and induces the release of 
gastrin, secretin and cholecystokinin from the gastric G-cells, 
duodenal K-cells and duodenal L-cells, respectively. Then acinar 
cells are activated, which secrete multiple types of digestive 
enzymes, which are drained towards the duodenum by mature 
duct cells and directly participate in nutrient digestion (2,3).

The endocrine pancreas disperses in the exocrine paren-
chyma and is formed of islets of Langerhans. It consists of five 
cell types, namely α, β, δ, ε and pancreatic polypeptide (PP) 
cells (3). In rodents, 80% of islet cells are formed by β cells, 
which are considered as the only source of insulin (3-5). The 
other cells (α, δ, ε and PP cells) secrete glucagon, somatostatin, 
ghrelin and PP, respectively (4,5). Following food intake, the 
rising blood glucose levels cause β cells to produce insulin. 
The insulin represses glycogenolysis and neoglucogenesis, 
and thereby promotes glucose uptake by muscular or adipose 
tissue. However, when blood glucose is low, α cells secrete 
glucagon and stimulate hepatic glycogenolysis and neogluco-
genesis, which causes glucose to return to its normal level. The 
function of somatostatin and PP is to negatively regulate the 
secretive ability of α, β and acinar cells. Ghrelin is able to 
repress β cell secretion. All of these hormones are involved in 
the regulation of nutrient metabolism and glucose homeostasis.

2. β cell development and expansion in normal pancreas

It is reported that the first clear morphological signs of the 
pancreas appear at approximately 8.5 days (6-8). In the 
mouse, the first insulin and glucagon-expressing cells may be 
observed at E9.5 and E10.5, respectively (9,10). However, these 
cells cannot be considered as mature endocrine pancreas, even 
if they produce insulin or glucagon. The initial pancreatic cells 
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proliferate and peak at E13.5 (11). The multipotent progenitor 
cells express Ptf1a, c-myc and carboxypeptidaseA1 (CPA1) 
which are located at the distal tip of growing epithelium (12). 
These CPA1-positive cells have the ability to generate 
numerous types of pancreatic cells (12). Another significant 
molecular marker is Ngn3, which controls endocrine cell fate. 
Ngn3-labeled endocrine progenitors differentiate to endocrine 
hormone-producing cell subtypes (13). In the absence of Ngn3, 
endocrine cells fail to develop (14). At E14.5, CPA1-positive 
progenitors move towards acinar lineage. At the same time, 
maturing insulin- or glucagon-labeled endocrine cells and 
amylase-labeled acinar cells increase and accumulate. 
From E15.5 to birth, δ cells appear and begin to express 
somatostatin (12). Then PP cells emerge and thereby the 
mature islets of Langerhans are formed (11).

β cells arise from duct-associated precursor cells, and 
are detected in or near to the primitive duct epithelium (6). 
β cells in the fetal pancreas demonstrate a notable ability to 
proliferate. This contributes to the primary linear expansion 
of β cells until birth. Differentiation from ductal precursors 
also plays a significant role in β cell expansion during fetal 
life (6). In humans, the fetal pancreas cells secrete insulin and 
glucagon (6). During the postnatal period, β cells continue 
to proliferate, but this is accompanied by apoptosis (6,15,16). 
The apoptosis diminishes the number of developing β cells. 
It is still unclear whether ductal precursors participate in 
the expansion of β cells following birth. However, numerous 
insulin-positive cells, which are associated with ducts, have 
been observed in infants not only in the pancreas of persistent 
hyperinsulinemic hypoglycemia of infancy (PHHI) but also in 
the pancreas without metabolic problems (17). This fact indi-
cates a possibility that ductal precursors are one of the sources 
of β cells in the postnatal period.

In summary, both differentiation from duct-associated 
precursors and self-proliferation contribute to the expansion 
of the β cell mass in the fetal period, as well as possibly in 
the postnatal period. Considering that multiple abilities in the 
fetal pattern could be reactivated under specific conditions in 
adult organisms, it is likely that proliferation and differentia-
tion from precursor cells also participates in β cell neogenesis 
in the adult pancreas.

3. β cell self‑proliferation

It is known that the self-proliferation of β cells is an essen-
tial process for islet expansions. A series of lineage-tracing 
analyses has established that self-replication or proliferation 
is a notable source of β cell regeneration during physiological 
conditions as well as 70% partial pancreatectomy (PPX) (18). 
Brennand et al constructed an in vivo model to confirm the 
location where the insulin-secreting cells participate in the 
replication-mediated expansion of β cell mass (19). In addition, 
a DNA analog-based lineage-tracing technique proved that 
only β cells proliferate for β cell regeneration during normal 
physiological conditions, following 50% PPX or treatment 
with Exendin-4 (20).

In adult mice, it has been proven that the ability of β cells 
to replicate is an age-dependent process, which means that this 
type of proliferation decreases with aging (21,22). However, 
under the conditions of hyperglycemia and hyperinsulinemia, 

the older mice demonstrated an increase in β cell prolifera-
tion (23). This fact suggested that adult β cells maintained the 
ability to replicate, and may be used to satisfy the increasing 
metabolic demand. However, due to the limitation on the detec-
tion of dynamic β cell proliferation, human studies have to be 
carried out based on immunohistochemical markers of β cells, 
including Ki-67, which is negative in adult β cells (24). Notably, 
multiple studies have demonstrated that this marker was posi-
tive in diseased pancreas as well as normal pancreas (25,26). 
In addition, patients with type 2 diabetes do not exhibit an 
increased rate of β cell proliferation (26). All of these results 
from research on humans may not be so persuasive compared 
with animal experiments.

β cell self-proliferation requires the regulation of multiple 
cell cycle molecules, including cyclin D2, Cdk4, E2F1 and 
MLL (27-33). Cyclin D2 knockout mice have smaller islets, 
reduced β cell mass and notably limited β cell prolifera-
tion ability (27,28). In humans, overexpression of Cdk4 also 
induces β cell replication (29,30). Ectopic expression of E2F1 
and AKT increases the absolute cell numbers in primary 
β cells due to the promotion of β cell proliferation and inhibi-
tion of cell death (31). Another in vivo study of overexpression 
revealed that E2F1 indeed improved β cell proliferation, but 
this proliferation was not sufficient to support the expansion 
of β cell mass (31). Further research should be performed in 
this field. MLL is a type of trithorax TrxG protein. It has been 
proven that MLL was located at the p27kipl and p18Ink4c 
promoters and then modulated pancreatic islet growth (32,33).

In summary, β cells proliferate in the adult pancreas of 
humans and mice. This proliferation may be regulated by 
multiple cell cycle-related molecules. Although immunohisto-
chemical experiments demonstrated a positive result, whether 
β cell proliferation is a major part of β cell regeneration in 
the adult human pancreas needs to be further studied and 
discussed.

4. Neogenesis from non‑β cell precursors

The hypothesis is that injury (for example, inflammation) 
induces the activation of facultative precursor cells leading to 
the expansion of β cell mass (34,35). The differentiation of 
these precursors controls the function of the embryogenesis 
of endocrine pancreas (34,35). In adult mice, an experiment 
using partial pancreatic duct ligation proved the existence of 
endocrine progenitors, which can be labeled by a proendocrine 
factor Ngn3. These adult Ngn3-positive cells isolated from the 
adult pancreas included four major endocrine cell subtypes. 
Ngn3 knockout mice lose the ability to produce pancreatic 
endocrine cells (36).

The possibility of β cell neogenesis from non-β cell precur-
sors was controversial until the appearance of lineage-tracing 
technology. A previous study revealed that β cells regenerate 
from ductal cell precursors in the mouse pancreas (37). In addi-
tion, neogenesis from ductal epithelium has been observed in 
the human pancreas based on the morphological structures of 
islet-ductal complexes (38). In these complexes, the endocrine 
pancreas appears to have an association with ductal struc-
tures. This phenomenon is observed in the human pancreas 
in chronic pancreatitis (CP) and asymptomatic pancreatic 
fibrosis in numerous clinical diagnoses (38). Although β cell 
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neogenesis has not been proven by lineage-tracing experi-
ments, fluorescence immunoassay of endocrine and ductal 
markers partly demonstrated the possibility of the presence of 
islet-duct complexes (39).

In addition to the ductal precursors, intra-islet precursor 
cells and acinar cells were also considered to participate in the 
neogenesis of β cells (35,40,41). In streptozotocin (STZ)-treated 
and normoglycemic by exogenous insulin (STZ/IN) mice and 
aging animals, there were two different β cell precursors in 
islets, which were characterized by Glut-2 and Pdx1/soma-
tostatin, respectively (35). Although the details of these putative 
precursor cells remain unclear and controversial, certain 
researchers consider them to have a ductal origin (34,35).

In summary, in the adult injured pancreas, the duct epithe-
lium often contains insulin-, glucagon- or Glut-2-expressing 
cells, which suggested the presence of islet neogenesis. 
Whether these insulin-positive cells in ductal structures 
are mature β cells remains to be confirmed; however, β cell 
neogenesis from non-β cell precursors (e.g. ductal precursors) 
may be a notable source of β cell regeneration in the human 
pancreas. In addition, these ductal progenitors may differen-
tiate to hormone-producing cells, leading to the expansion of 
β cells or adjacence between new islets and the duct epithelium.

5. β cell formation from transdifferentiation of α cells

Previous studies have revealed that α cells, another endocrine 
cell type in the pancreas, may be a source of β cells in the 
adult mouse model (42,43). This phenomenon has not yet 
been reported in the human pancreas. However, researchers 
have observed that certain pancreatic cells exhibited double 
positivity of insulin and glucagon (16). In CP, α cells increased 
due to the neogenesis from ductal cells. These newly formed 
α cells have the potential to transdifferentiate to β cells. 
This phenomenon gained more attention since α cells are 
able to resist immune-mediated destruction in autoimmune 
diabetes (42-44).

Conditional expression of Pax4 initiates the conversion of 
α cells to functional β cells by activating certain transcrip-
tion factors (45). Glucagon shortage induced the neogenesis 
of glucagon-producing cells. This phenomenon has also been 
observed in a glucagon receptor knockout mouse model, which 
demonstrated α cell hyperplasia (46). These α cells, originating 
from the reactivation of Ngn3, converted to a β cell phenotype 
and thereby produced insulin (45,47). The constitutive activa-
tion of Cdk4 was observed to increase the proliferation of 
β cells as well as ductal cells (48). Adult mice expressing the 
human diphtheria toxin receptor also demonstrated a regenera-
tion of β cells through spontaneous conversion of α cells (42).

In summary, although further research needs to be carried 
out, the possibility that α cells transform to insulin-producing 
cells may provide one source of β cell regeneration in autoim-
mune-associated diabetes (type 1 diabetes), CP and pancreatic 
fibrosis.

6. β cell regeneration in pathological conditions

Type 1 diabetes. Type 1 diabetes is a chronic autoimmune 
disease in which β cells are destroyed by autoimmune reac-
tions (49). Prior to a discussion on β cell regeneration in type 1 

diabetes, the question of whether the pancreas still has the 
ability to retain β cells following β cell destruction should be 
addressed. A number of clinical studies have observed that 
most patients with type 1 diabetes had residual β cells (50). 
In addition, a Juvenile Diabetes Research Foundation-funded 
network for pancreatic organ donors initiative has been estab-
lished for a number of long-standing childhood onset diabetic 
organ donors (51). This suggests that the pancreas of patients 
still had residual β cells even with long-standing type 1 
diabetes. Previous studies revealed that these residual β cells 
demonstrated heterogeneity in type 1 diabetes, and could be 
divided into two patterns, pattern A and B (16,52). Pattern A 
has almost no insulin-producing cells but has other endocrine 
pancreatic cells. Patients with pattern A do not exhibit residual 
β cells, but have another type of β cells, which are different 
from normal β cells due to their higher expression of Class I 
human leukocyte antigen and survivin. Pattern B has residual 
β cells. However, these residual β cells may not be associated 
with β cell regeneration. The possible reasons can be inferred 
as follows: i) All β cells are killed following the onset of 
disease, but certain partial β cells regenerate and restore fewer 
β cells. ii) The disease kills most but not all β cells. Further 
research should be performed to clarify how these regenerated 
β cells arrive in the pancreas and how they function.

7. Chronic pancreatitis (CP) and pancreatic fibrosis

CP is a progressive and destructive inflammatory process of 
multifactorial etiology that leads to irreversible obliteration of 
pancreatic tissue (53). In animal models, a number of studies 
have demonstrated the potential of pancreatic β cell regenera-
tion following injury. Islet neogenesis is a possible mechanism 
for normal islet growth and regeneration following birth. 
Ductal-islet complexes and insulin-glucagon double-positive 
cells are observed in the adult pancreas with either CP or 
pancreatic fibrosis (38). This fact indicates the possibility of 
the presence of β cell regeneration in inflammatory pancreatic 
disease. Another study identified pancreatic ductal precur-
sors as one source of islet neogenesis in human patients (39). 
Although the underlying mechanisms still need to be further 
explored, the studies above provide direct evidence of β cell 
regeneration in the human adult pancreas.

Extensive stellate cell-mediated fibrosis is a main character-
istic of CP as well as pancreatic cancer (53,54). It was observed 
that bone marrow-derived stem cells could incorporate into the 
pancreas and differentiate to the exocrine compartment (55). 
This differentiation adopted various phenotypes depending on 
whether cells are recruited to an inflammatory or a carcinogenic 
pancreas. It is reported that autologous islet cell transplantation 
following total pancreatectomy for the treatment of CP with 
severe abdominal pain is the standard therapy (56). Moreover, 
Yatagai et al (57) reported that fibrosis exhibited insulin-glucagon 
double-positive cells, and proposed that fibrotic pancreas may 
be a potential source of β cells in the adult pancreas.

8. Persistent hyperinsulinemic hypoglycemia of infancy 
(PHHI)

PHHI is another pathological condition with evidence of β cell 
regeneration in the human pancreas. In PHHI, the majority 
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of patients exhibit β cell abnormalities, which are associated 
with genetic mutations regulating β cell function. In a third 
of these patients, β cell hypertrophy may be observed (58,59). 
These endocrine cells appear as islet-like structures and are 
separated by acinar cells or other connective tissues (58,59). It 
is also reported that the proliferation of the endocrine cells is 
notably increased. In these islet-like structures, the percentage 
of β cells is 70-90%, which is much higher than that in normal 
tissue (60,61). The increased number of β cells makes certain 
islets larger than normal. Thus, β cell hyperplasia in adults 
contributes to PHHI. The main pathogenetic mechanism of 
endocrine cell hyperplasia is possibly the increased endocrine 
cell neogenesis rather than existing cell proliferation.

9. Conclusion

In this review, the mechanisms of β cell regeneration in 
physiological and pathological conditions are summarized, 
and the main factors regulating the regenerating processes 
are synopsized. Even in autoimmune-associated diabetes 
(type 1 diabetes) and inflammatory injury (CP and pancreatic 
fibrosis) the pancreas retains the potential of β cell regen-
eration. Future efforts should focus on the identification of 
underlying mechanisms of β cell regeneration in the human 
pancreas.

References

 1. Desgraz R, Bonal C and Herrera PL: β-cell regeneration: the 
pancreatic intrinsic faculty. Trends Endocrinol Metab 22: 34-43, 
2011.

 2. Zhang Y, Sun W, Zhang F, Huang J and Fan Z: Pancreaticobiliary 
maljuction combining with pancreas divisum: report of four 
cases. Exp Ther Med 7: 8-10, 2014.

 3. Prado CL, Pugh-Bernard AE, Elghazi L, Sosa-Pineda B and 
Sussel L: Ghrelin cells replace insulin-producing beta cells in 
two mouse models of pancreas development. Proc Natl Acad Sci 
USA 101: 2924-2929, 2004.

 4. Guo L, Xu Y, Zhang X, Luo Y, Liu W and Chen B: Insulinization: 
a promising strategy for the treatment of type 2 diabetes mellitus. 
Exp Ther Med 6: 1300-1306, 2013.

 5. Granata R, Baragli A, Settanni F, Scarlatti F and Ghigo E: 
Unraveling the role of the ghrelin gene peptides in the endocrine 
pancreas. J Mol Endocrinol 45: 107-118, 2010.

 6. Meier JJ, Köhler CU, Alkhatib B, Sergi C, Junker T, Klein HH, 
Schmidt WE and Fritsch H: Beta-cell development and turnover 
during prenatal life in humans. Eur J Endocrinol 162: 559-568, 
2010.

 7. Ackermann AM and Gannon M: Molecular regulation of 
pancreatic beta-cell mass development, maintenance, and 
expansion. J Mol Endocrinol 38: 193-206, 2007.

 8. Murtaugh LC: Pancreas and beta-cell development: from the 
actual to the possible. Development 134: 427-438, 2007.

 9. Teitelman G: On the origin of pancreatic endocrine cells, prolif-
eration and neoplastic transformation. Tumour Biol 14: 167-173, 
1993.

10. Herrera PL: Adult insulin- and glucagon-producing cells differ-
entiate from two independent cell lineages. Developmen 127: 
2317-2322, 2000.

11. Pictet RL, Clark WR, Williams RH and Rutter WJ: An ultra-
structural analysis of the developing embryonic pancreas. Dev 
Biol 29: 436-467, 1972.

12. Zhou Q, Law AC, Rajagopal J, Anderson WJ, Gray PA and 
Melton DA: A multipotent progenitor domain guides pancreatic 
organogenesis. Dev Cell 13: 103-114, 2007.

13. Johansson KA, Dursun U, Jordan N, Gu G, Beermann F, 
Gradwohl G and Grapin-Botton A: Temporal control of 
neurogenin3 activity in pancreas progenitors reveals competence 
windows for the generation of different endocrine cell types. Dev 
Cell 12: 457-465, 2007.

14. Gradwohl G, Dierich A, LeMeur M and Guillemot F: 
Neurogenin3 is required for the development of the four 
endocrine cell lineages of the pancreas. Proc Natl Acad Sci 
USA 97: 1607-1611, 2000.

15. Maulis M and Gianani R: Beta-cell regeneration in human 
pancreas: the lessons of pancreatic pathology. Adv Exp Med 
Biol 771: 310-318, 2012.

16. Kusama Y, Takayanagi S, Tategu M and Yoshida K: Expression 
and tissue distribution of human X-linked armadillo repeat 
containing-6. Exp Ther Med 1: 395-399, 2010.

17. Kaczirek K and Niederle B: Nesidioblastosis: an old term and a 
new understanding. World J Surg 28: 1227-1230, 2004.

18. Dor Y, Brown J, Martinez OI and Melton DA: Adult pancreatic 
beta-cells are formed by self-duplication rather than stem-cell 
differentiation. Nature 429: 41-46, 2004.

19. Brennand K, Huangfu D and Melton D: All beta cells contribute 
equally to islet growth and maintenance. PLoS Biol 5: e163, 
2007.

20. Teta M, Rankin MM, Long SY, Stein GM and Kushner JA: 
Growth and regeneration of adult beta cells does not involve 
specialized progenitors. Dev Cell 12: 817-826, 2007.

21. Scaglia L, Cahill CJ, Finegood DT and Bonner-Weir S: Apoptosis 
participates in the remodeling of the endocrine pancreas in the 
neonatal rat. Endocrinology 138: 1736-1741, 1997.

22. Teta M, Long SY, Wartschow LM, Rankin MM and Kushner JA: 
Very slow turnover of beta-cells in aged adult mice. Diabetes 54: 
2557-2567, 2005.

23. Salpeter SJ, Klein AM, Huangfu D, Grimsby J and Dor Y: 
Glucose and aging control the quiescence period that follows 
pancreatic beta cell replication. Development 137: 3205-3213, 
2010.

24. Farilla L, Hui H, Bertolotto C, Kang E, Bulotta A, Di Mario U and 
Perfetti R: Glucagon-like peptide-1 promotes islet cell growth 
and inhibits apoptosis in Zucker diabetic rats. Endocrinology 143: 
4397-4408, 2002.

25. Krishnamurthy J, Ramsey MR, Ligon KL, Torrice C, Koh A, 
Bonner-Weir S and Sharpless NE: p16INK4a induces an 
age-dependent decline in islet regenerative potential. Nature 443: 
453-457, 2006.

26. Rieck S and Kaestner KH: Expansion of beta-cell mass in 
response to pregnancy. Trends Endocrinol Metab 21: 151-158, 
2010.

27. Georgia S and Bhushan A: Beta cell replication is the primary 
mechanism for maintaining postnatal beta cell mass. J Clin 
Invest 114: 963-968, 2004.

28. Kushner JA, Ciemerych MA, Sicinska E, Wartschow LM, 
Teta M, Long SY, Sicinski P and White MF: Cyclins D2 and D1 
are essential for postnatal pancreatic beta-cell growth. Mol Cell 
Biol 25: 3752-3762, 2005.

29. Marzo N, Mora C, Fabregat ME, Martín J, Usac EF, Franco C, 
Barbacid M and Gomis R: Pancreatic islets from cyclin-dependent 
kinase 4/R24C (Cdk4) knockin mice have significantly increased 
beta cell mass and are physiologically functional, indicating that 
Cdk4 is a potential target for pancreatic beta cell mass regen-
eration in Type 1 diabetes. Diabetologia 47: 686-694, 2004.

30. Marzo N, Ortega S, Stratmann T, García A, Ríos M, Giménez A, 
Gomis R and Mora C: Cyclin-dependent kinase 4 hyperactivity 
promotes autoreactivity in the immune system but protects 
pancreatic cell mass from autoimmune destruction in the 
nonobese diabetic mouse model. J Immunol 180: 1189-1198, 
2008.

31. Grouwels G, Cai Y, Hoebeke I, Leuckx G, Heremans Y, 
Ziebold U, Stangé G, Chintinne M, Ling Z, Pipeleers D, et al: 
Ectopic expression of E2F1 stimulates beta-cell proliferation and 
function. Diabetes 59: 1435-1444, 2010.

32. Milne TA, Hughes CM, Lloyd R, Yang Z, Rozenblatt-Rosen O, 
Dou Y, Schnepp RW, Krankel C, Livolsi VA, Gibbs D, et 
al: Menin and MLL cooperatively regulate expression of 
cyclin-dependent kinase inhibitors. Proc Natl Acad Sci 
USA 102: 749-754, 2005.

33. Karnik SK, Hughes CM, Gu X, Rozenblatt-Rosen O, McLean GW, 
Xiong Y, Meyerson M and Kim SK: Menin regulates pancreatic 
islet growth by promoting histone methylation and expression 
of genes encoding p27Kip1 and p18INK4c. Proc Natl Acad Sci 
USA 102: 14659-14664, 2005.

34. Dor Y and Melton DA: Facultative endocrine progenitor cells in 
the adult pancreas. Cell 132: 183-184, 2008.

35. Li Y, Peng M and Gong G: Evaluation of the revised versus the 
simplified scoring system in patients with autoimmune hepatitis. 
Exp Ther Med 7: 131-136, 2014.



EXPERIMENTAL AND THERAPEUTIC MEDICINE  9:  653-657,  2015 657

36. Inada A, Nienaber C, Katsuta H, Fujitani Y, Levine J, Morita R, 
Sharma A and Bonner-Weir S: Carbonic anhydrase II-positive 
pancreatic cells are progenitors for both endocrine and exocrine 
pancreas after birth. Proc Natl Acad Sci USA 105: 19915-19919, 2008.

37. Bonner-Weir S, Li WC, Ouziel-Yahalom L, Guo L, Weir GC and 
Sharma A: Beta-cell growth and regeneration: replication is only 
part of the story. Diabetes 59: 2340-2348, 2010.

38. Gianani R, Putnam A, Still T, Yu L, Miao D, Gill RG, Beilke J, 
Supon P, Valentine A, Iveson A, et al: Initial results of screening 
of nondiabetic organ donors for expression of islet autoantibodies. 
J Clin Endocrinol Metab 91: 1855-1861, 2006.

39. Martin-Pagola A, Sisino G, Allende G, Dominguez-Bendala J, 
Gianani R, Reijonen H, Nepom GT, Ricordi C, Ruiz P, 
Sageshima J, et al: Insulin protein and proliferation in ductal cells 
in the transplanted pancreas of patients with type 1 diabetes and 
recurrence of autoimmunity. Diabetologia 51: 1803-1813, 2008.

40. Liu H, Guz Y, Kedees MH, Winkler J and Teitelman G: Precursor 
cells in mouse islets generate new beta-cells in vivo during aging 
and after islet injury. Endocrinology 151: 520-528, 2010.

41. Kodama S, Toyonaga T, Kondo T, Matsumoto K, Tsuruzoe K, 
Kawashima J, Goto H, Kume K, Kume S, Sakakida M and 
Araki E: Enhanced expression of PDX-1 and Ngn3 by exendin-4 
during beta cell regeneration in STZ-treated mice. Biochem 
Biophys Res Commun 327: 1170-1178, 2005.

42. Thorel F, Népote V, Avril I, Kohno K, Desgraz R, Chera S and 
Herrera PL: Conversion of adult pancreatic alpha-cells to beta-cells 
after extreme beta-cell loss. Nature 464: 1149-1154, 2010.

43. Chung CH, Hao E, Piran R, Keinan E and Levine F: Pancreatic 
β-cell neogenesis by direct conversion from mature α-cells. Stem 
Cells 28: 1630-1638, 2010.

44. Bending D, Zaccone P and Cooke A: Inflammation and type one 
diabetes. Int Immunol 24: 339-346, 2012.

45. Collombat P, Xu X, Ravassard P, Sosa-Pineda B, Dussaud S, 
Billestrup N, Madsen OD, et al: The ectopic expression of Pax4 
in the mouse pancreas converts progenitor cells into alpha and 
subsequently beta cells. Cell 138: 449-462, 2009.

46. Gelling RW, Du XQ, Dichmann DS, Romer J, Huang H, Cui L, 
Obici S, Tang B, Holst JJ, Fledelius C, et al: Lower blood glucose, 
hyperglucagonemia, and pancreatic alpha cell hyperplasia in 
glucagon receptor knockout mice. Proc Natl Acad Sci USA 100: 
1438-1443, 2003.

47. Guney MA and Gannon M: Pancreas cell fate. Birth Defects 
Res C Embryo Today 87: 232-248, 2009.

48. Lee JH, Jo J, Hardikar AA, Periwal V and Rane SG: Cdk4 regulates 
recruitment of quiescent beta-cells and ductal epithelial progenitors 
to reconstitute beta-cell mass. PLoS One 5: e8653, 2010.

49. Richardson SJ, Willcox A, Bone AJ, Morgan NG and Foulis AK: 
Immunopathology of the human pancreas in type-I diabetes. 
Semin Immunopathol 33: 9-21, 2011.

50. Baiu D, Merriam F and Odorico J: Potential pathways to 
restore β-cell mass: pluripotent stem cells, reprogramming, 
and endogenous regeneration. Curr Diab Rep 11: 392-401, 
2011.

51. Gianani R, Campbell-Thompson M, Sarkar SA, Wasserfall C, 
Pugliese A, Solis JM, Kent SC, Hering BJ, West E, Steck A, et al: 
Dimorphic histopathology of long-standing childhood-onset 
diabetes. Diabetologia 53: 690-698, 2010.

52. Meier JJ, Bhushan A, Butler AE, Rizza RA and Butler PC: 
Sustained beta cell apoptosis in patients with long-standing 
type 1 diabetes: indirect evidence for islet regeneration? 
Diabetologia 48: 2221-2228, 2005.

53. Liu L, Gong L, Zhang Y and Li N: Glycolysis in Panc-1 human 
pancreatic cancer cells is inhibited by everolimus. Exp Ther 
Med 5: 338-342, 2013.

54. Lonardo E, Frias-Aldeguer J, Hermann PC and Heeschen C: 
Pancreatic stellate cells form a niche for cancer stem cells and 
promote their self-renewal and invasiveness. Cell Cycle 11: 
1282-1290, 2012.

55. Li M and Ikehara S: Bone marrow stem cell as a potential 
treatment for diabetes. J Diabetes Res 2013: 329596, 2013.

56. Rodriguez Rilo HL, Ahmad SA, D’Alessio D, Iwanaga Y, Kim J, 
Choe KA, Moulton JS, Martin J, Pennington LJ, Soldano DA, 
et al: Total pancreatectomy and autologous islet cell trans-
plantation as a means to treat severe chronic pancreatitis. 
J Gastrointest Surg 7: 978-989, 2003.

57. Yatagai T, Suzuki T and Tobe T: Changes in microvascular 
structure of the fibrotic pancreas and their inf luence on 
pancreatic endocrine function. Int J Pancreatol 4: 291-301, 
1989.

58. Klöppel G, Reinecke-Lüthge A and Koschoreck F: Focal and 
Diffuse Beta Cell Changes in Persistent Hyperinsulinemic 
Hypoglycemia of Infancy. Endocr Pathol 10: 299-304, 1999.

59. Rahier J, Guiot Y and Sempoux C: Persistent hyperinsulinaemic 
hypoglycaemia of infancy: a heterogeneous syndrome unrelated 
to nesidioblastosis. Arch Dis Child Fetal Neonatal Ed 82: 
F108-F112, 2000.

60. Kapoor RR, James C and Hussain K: Hyperinsulinism in devel-
opmental syndromes. Endocr Dev 14: 95-113, 2009.

61. Bae GS, Park KC, Koo BS, Jo IJ, Choi SB, Song HJ and Park SJ: 
Nardostachys jatamansi inhibits severe acute pancreatitis via 
mitogen-activated protein kinases. Exp Ther Med 4: 533-537, 
2012.


