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Abstract

The pancreatic islet displays diverse patterns of endocrine cell arrangement. The prototypic islet,
with insulin-secreting B-cells forming the core surrounded by other endocrine cells in the
periphery, is largely based on studies of normal rodent islets. Recent reports on large animals,
including humans, show a difference in islet architecture, in which the endocrine cells are
randomly distributed throughout the islet. This particular species difference has raised concerns
regarding the interpretation of data based on rodent studies to humans. On the other hand, further
variations have been reported in marsupials and some nonhuman primates, which possess an
inverted ratio of B-cells to other endocrine cells. This review discusses the striking plasticity of
islet architecture and cellular composition among various species including changes in response to
metabolic states within a single species. We propose that this plasticity reflects evolutionary
acquired adaptation induced by altered physiological conditions, rather than inherent disparities
between species.
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Introduction

Pancreatic islets are highly-vascularized micro-organs®2 which consist of several endocrine
cell types that function together to maintain glucose homeostasis. The major hormone-
secreting cell types include B-cells (insulin), a-cells (glucagon),3= &-cells (somatostatin),3:6
PP-cells (pancreatic-polypeptide)”8 and e-cells (ghrelin).®10 Murine islets are the most well
studied and are often described as having a highly ordered structure that is composed
primarily of B-cells clustered in a central core, surrounded by smaller numbers of a-cells, -
cells, PP-cells and e-cells in the periphery.3:11:12 Current islet studies, however, starkly
distinguish human islet architecture from that of rodents.13-16 Unlike the defined p-cell core
and a-cell mantle characteristic of rodent islets, human islets have been described as
maintaining a more scattered organization of endocrine cells and a higher percentage of a-
cells.13:14 Differences in islet structure have additionally been noted in studies of more
distantly related organisms as well. The expanded presence of a-cells in marsupial isletsl’~
19 and §-cells in bird islets,16 and the presence of scattered endocrine cells throughout the
pancreatic tissue and absence of distinct islets in some reptiles2? are only a few such
examples.

We have recently shown that islet composition varies not only between species, but also
within species.18 Murine islets display a wide array of morphologies under various
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physiological conditions, including pregnancy, obesity and diabetes. In db/db mice, which
are obese and diabetic due to a mutation in the leptin receptor, islet architecture and cellular
composition resemble that of humans. Here we review pancreatic islet architecture and
endocrine cell composition from fish to humans.

Laboratory mice (Mus musculus) and rats (Rattus norvegicus) have played a central role in
studies of islet biology. Their islets have a well-defined structure with a central core of B-
cells representing 60—-80% of the cells of the islet and a layer of other endocrine cells
surrounding the core including a-cells (15-20% of the cells of the islet), 5-cells (<10% of
islet cells) and PP-cells (<1% of cells).13-16:21,22 The g-cells appear in many tissue sections
to form a continuous mantle around the B-cell core. However, three-dimensional analysis of
their distribution shows that the a-cells form a non-continuous mantle.1® The size of mouse
and rat islets can vary considerably, from ten or fewer cells to thousands of cells.16:22

In the adult guinea pig (Cavia porcellus), the islets are composed primarily of p-cells that
are distributed throughout the islet in large groups.2%:24 The a-cells are primarily located in
the periphery, with a few scattered a-cells located in the interior. The 3-cells are often
centrally located within the islet whereas PP-cells are peripherally located, either singly or in
groups of two to three cells. In the African ice rat (Otomys sloggetti robertsi), the B-cells
form a central core surrounded by two to three layers of a-cells.2> This species displays a
greater proportion of a-cells and &-cells than other species of rats and mice. The p-cells are
also centrally located in the islets of the common vole (Microtus arvalis).2

Our studies of mouse islets in different physiological states including diabetes, pregnancy
and obesity have revealed a high degree of structural plasticity.1® The islets from diabetic
db/db leptin receptor mutant mice display a random internal organization with a higher ratio
of a-cells similar to that seen in humans, while average islet size is similar to normal mice.16
They also show an increased ratio of 3-cells that are present all throughout the islet.
Pregnant mouse islets maintain a cellular arrangement similar to the one observed in normal
mice, except for a small population of a-cells occasionally appearing in islet centers and a
slightly increased ratio of a-cells especially in small islets.15:16 The islets of obese ob/ob
mice who have a mutation in leptin are nearly entirely composed of B-cells with a-cells
scattered along the periphery.18 Diabetic non-obese diabetic (NOD) mice have decreased
numbers of islets and those islets that are present have severely reduced number of p-cell
and elevated numbers of a-cells, 8-cells and PP-cells.27~29 Studies in obesity-prone yellow
A%/~ mice have shown that increased B-cell mass precedes the onset of obesity.30

Zucker fatty rats who like db/db mice have a mutation in the leptin receptor are insulin-
resistant, although not overtly diabetic. In these animals, 3-cell mass begins to increase after
six weeks of age, peaking at nineteen weeks; over this time, the pancreatic volume density
of B-cells increases from 2 to 4%.31

There may also be regional differences in islet distribution in the rodent pancreas. Some
studies suggest that there is a higher number of islets in the tail of the pancreas compared to
the head.1 Our studies suggest that islet size and distribution is similar in different regions
of the adult mouse pancreas.1 PP-cells are more common in the head region of the
pancreas, while o-cells are more common in the tail.32:33

We have examined the formation of mouse islets during development. Our studies suggest
that islets form through a process of fission that occurs in the first two weeks of life.34 The
endocrine cells in newborn mice are present in cord-like structures with a-cells peripherally
located around a core of B-cells. These cord-like structures then divide into discrete islets.

Islets. Author manuscript; available in PMC 2011 May 1.
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The B-cells and a-cells continue to divide with B-cell replication outpacing that of a-cells
and, the percentage of -cells increases from ~60% to greater than 90%.

Human islets tend to contain fewer -cells and more a-cells compared to rodent islets. 13~
16,35 The endocrine cells in human islets also do not have a distinct distribution as in rat
islets where B-cells form the core of the islet and there is a mantle of other endocrine cells.
In human islets, the a-, B- and 6-cells appear to be randomly distributed throughout the islet.
13,16,34 The adult human islet is about ~50% p-cells, ~40% a-cells, 10% &-cells and few PP-
cells.13:14 Cabrera reported little difference in the proportion of endocrine cells in islets from
different regions of the pancreas although Brissova and Stefan described greater numbers of
PP-cells in the head and greater numbers of a-cells and B-cells in the neck, body and tail.
13,14,36 gmall islets appear to be composed of mainly p-cells, whereas large islets have
intermingled a- and p-cells.16 It is worth noting that diabetic mouse islets show a similar
intermingling of a- and B-cells, suggesting a high degree of plasticity in islet morphology in
response to changing physiological conditions.16

Studies of islet structure during human development suggest that the organization of
endocrine cells in islets in human embryos is similar to those of adult mice.3” In 12-14 week
gestation human pancreas, the endocrine cells are located in clusters, in which B-cells form a
core with a periphery of a-cells and &-cells similar to mouse islets. However, by 18-weeks of
gestation, the peripheral a-cells and 5-cells dissociate from the -cell core to form
juxtaposed homogenous islets. Presumably, these homogenous islets would reintegrate after
week 22 to form the configuration seen in adult islets. Previous studies present a similar
observation in islet plasticity; while the amount of insulin content increases with age, the
amount of glucagon peaks in the fetus (at ~20 wk), decreases in infants, and then increases
in adults.38

A recent study has suggested that p-cell replication is the major mechanism of B-cell mass
expansion in early childhood as it is in rodents.3° This B-cell growth occurs most rapidly in
infants, prior to the age of five. B-cell proliferation does not increase during adolescence.

In obese humans, B-cells increase in humber to compensate for increased insulin demand.
40,41 | patients with type 2 diabetes, there are reduced numbers of p-cells due to increased
apoptosis; however, islet morphology is not significantly different between type 2 diabetic
and non-diabetic subjects except for the presence of amyoloid deposits in the islets of type 2
diabetic subjects.#! In subjects with type 1 diabetes, p-cell mass is drastically reduced, and
50-70% of the islet is composed of a-cells.*2

Nonhuman Primate

B-cells are the predominant cell type in the islets of nonhuman primates, as they are in mice.
43,44 However, unlike murine islets, the a-cells are located in the interior and the p-cells
peripherally.22:43

B-cells are arranged in an irregular mantle around the islet or in single cells or clusters on the
exterior of the islet in some species, such as the crab-eating macaque (Macaca fascicularis).
22 1n Platyrrhini monkeys, which include the common marmoset (Callithrix jacchus), the
squirrel monkey (Saimiri boliviensis), the owl monkey (Aotus azarae) and the brown
capuchin monkey (Cebus apella), p-cells are located in a peripheral mantle or in polar
regions, although in some islets B-cells are found in the interior.#4 B-cells comprise 60-90%
of islet cells in Platyrrhini monkeys.*

Islets. Author manuscript; available in PMC 2011 May 1.
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The a-cells are typically located centrally in the islet, although they are occasionally found
in the periphery.22:43 In Platyrrhini monkeys, the a-cells are found in ribbons running
through the core region, or in the polar regions of islets.** a-cells comprise 20% of islet cells
in Platyrrhini monkeys.#* In the Chacma baboon (Papio ursinus), o-cells are most
commonly found in islets from the tail of the pancreas.

Depending on the species, the 5-cells are located in the islet core (as in the bonnet macaque,
Macaca radiata), distributed throughout the islet (as in Macaca fascicularis), or in the
periphery (as in Platyrrhini monkeys).22:43 The §-cells comprise ~5% of islet cells.#4

PP-cells are rare and primarily located in the islet periphery in Macaca fascicularis.?? In
Papio ursinus, PP-cells are found in clumps in islets from the uncinate process of the head
of the pancreas. 4> Co-localization of glucagon and pancreatic polypeptide has also been
noted in islets of the Vervet monkey (Chlorocebus pygerythrus), both during development
and in the adult.4”

The islets of streptozotocin-induced diabetic rhesus monkeys (Macaca mulatta) have
decreased numbers of B-cells and a relative increase in the proportion of a- and 3-cells.

The architecture of islets from the type 2 diabetic baboon (Papio hamadryas), is similar to
those humans with type 2 diabetes. 48 Amyloid deposits are spread throughout the islet, with
increased numbers of a-cells present in the islet core and fewer B-cells throughout the islet,
all of which are arranged in a manner that resembles type 2 diabetic human islets.

Domestic Cat

The islets of the domestic cat (Felis domesticus) are composed mainly of B-cells with a few
scattered a- and 3-cells.4 Some islets are found in the interlobular connective tissue. These
islets have a centralized area of a-cells with an equal number of surrounding p-cells and a
few solitary 6-cells. a-, B- and 3-cells have also been observed in pancreatic ducts and
nerves, and in ganglia of ductules near interlobular pancreatic ducts.

The relative proportion of a, p and 8-cells is similar to human islets.#® Thirty percent of islet
cells are a-cells in all regions of the pancreas except in the head.% PP-cells are numerous in
the body and tail of the pancreas, but present single cells or in small groups in the head.?!

Domestic Dog

The islets of dogs (Canis lupus familiaris) at 6-mo of age are composed of a core of B-cells
(>50% of the islet) and are generally surrounded by peripherally located a-cells (<30%).52
However, a-cells can occasionally be found in the interior of the islet and B-cells are
sometimes found on the periphery.22:53 About 75% of the p-cells are present in the islets,
with the other 25% being located in the exocrine tissues near the acinar glands.>* The 8-cells
tend to be randomly distributed through the islet.52:53

The size and cellular composition of canine islets varies according to their location in the
pancreas. The tail of the pancreas tends to contain islets that are large and compact, while
the head contains smaller islets and single cells. The a-, B- and &-cells tend to congregate in
organized islets in the tail lobe.22:54 The §-cells comprise <15% of islet cells in the tail lobe,
and very few a-cells are found in the head.52:53 PP-cells comprise <4% of all pancreatic
endocrine cells, and tend to predominate in the head of the pancreas.5®:°6 The a-, p- and &-
cells are found in very small numbers in the head of the pancreas.?? Canine islets typically
contain 20-30 cells, although clusters of a few cells are found in connective tissues adjacent
to the exocrine ducts.22:53

Islets. Author manuscript; available in PMC 2011 May 1.
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Studies have been performed on dogs with diabetes or chronic pancreatic insufficiency. The
degenerative condition of chronic pancreatic insufficiency primarily affects the exocrine
tissues, but dogs affected by the disorder are found to have dispersed islets with irregular
islet morphology.>” The B-cells in these islets are speculated to be due to p-cell regeneration.
In a line of diabetic Keeshond dogs aged from birth to 6-months of age, B-cells are
congenitally absent.>

The most abundant endocrine cell type found in seal (Arctocephalus pusillus) islets are p-
cells, which are confined to the core, followed by a-, 6- and PP-cells that are localized in the
periphery.®® While o and 5-cells are randomly distributed around the periphery, PP-cells are
typically restricted to one pole. Variation in the shape and distribution of endocrine cells in
the mantles is similar to that of other carnivores, particularly cats and dogs. There are fewer
but larger, elongated islets in the head of the pancreas, as opposed to smaller and more
circular ones in the body and tail. Overall, seal islets show considerable heterogeneity in
shape.

Endocrine tissue comprises ~10% of the volume of the pancreas in the Egyptian fruit bat
(Rousettus aegyptiacus).>® The islets are large and irregularly shaped. p-cells are found
throughout the islet and comprise ~50% of islet cells. a-cells comprise ~30% of islet cells
and are typically found toward the periphery of the islet without forming a complete mantle
around it, but can also be found within the interior. -cells comprise ~10% of islet cells and
can be found individually or in small clusters within the islet but generally in the periphery.
PP-cells consist of ~15% of islet cells and are scattered throughout the islet, with most in the
periphery.

B-cells comprise the majority of the endocrine cell population of islets and form a near
continuous mantle around the islet in horses (Equus ferus caballus). A central mass of a-
cells is observed, almost entirely surrounded by a mantle of p-cells.6%:61 §-cells are found
discontinuously in the islet periphery, either in the outermost periphery with 3-cells or
between the a- and p-cell groups.52:63 PP-cells are found sporadically in the periphery as
well.%0 As has been noted with other species, islet composition and size vary between the
pancreatic regions. The duodenal region of the pancreatic body has a greatly reduced a-cell
population (0.1% compared to ~30% in the other regions), while the concentration of PP-
cells is greatly increased (12% compared to ~1% in the other regions).69:61 In the head, p-
cells comprise the majority of islets, with 5-cells located among B-cells singly or in small
clusters, and PP-cells located in the periphery of islets, either in clusters or in a layer.60:62
Islets are also smaller in the head, with an average diameter of about half of that in the other
regions.50

Cattle (Bos taurus) islets exhibit a central mass of p-cells, which comprise the primary
endocrine cell population.84=6 This central mass is partially surrounded by a mantle of a-
cells, although B-cells sometimes extend into the periphery. 3-cells are also located primarily
in the periphery of the islet, sometimes extending into the central portion, while PP-cells are
located in a dense region in the periphery of the islet. Two populations of islets are
observed: small islets, 25-200 um in diameter, and larger islets.54 The relative population of
large islets decreases as the animal ages, with the number of large islets becoming negligible

Islets. Author manuscript; available in PMC 2011 May 1.
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in the adult.54 Two types of islet are reported: islets with high numbers of a-cells and islets
with high numbers of PP-cells (and p-cells).%” In addition, there are more &-cells in islets
with higher proportions of a-cells, and more PP-cells in islets with lower proportions of a-
cells.

Studies of the endocrine cell development in fetal calves show that a-cells, B-cells, 5-cells
and PP-cells appear before the 100t day of gestation.®® The fetal islets are organized with a
central core of B-cells surrounded by a-cells in the periphery.

Domestic Goat

B-cells are the primary endocrine cell population in goat (Capra aegagrus hircus) islets.5?
The B-cells are centrally located and a-cells are typically located in the periphery. 5-cells are
arranged in ribbons that run throughout the islet, and are present in both the interior and
periphery. PP-cells are located in a dense segment within the islet.5

Domestic Sheep

Fetal endocrine cell development and islet formation has been studied in domestic sheep
(Ovis aries).’® The B-cells are present as both clusters (i.e., islets) and as single cells near
ducts from 60-80 days gestation. From 80 days, nearly all B-cells are identified as part of a
developing islet. The a-cells have a distribution similar to p-cells, although they are less
numerous and concentrated peripherally in the islet. They are represent a greater proportion
of endocrine cells in islets >80 days gestation. At 40 days gestation, PP-cells are rare and
only found as single cells, but as the fetus develops, the number of PP-cells increases. The
PP-cells are located peripherally, and occasionally in the islet core. The islet composition of
d-cells mirrors that of PP-cells, with a very small proportion of single 5-cells early on that
located peripherally and centrally with the developing islet and higher numbers at later
stages of fetal development.

Domestic Pig

B-cells are found as single cells or grouped together to form the core of islets at all ages in
domestic pigs (Sus domesticus).”! Some a-cells are located in the center of islets, but most
reside in the periphery, along with a smaller number of 6-cells and an even smaller number
of PP-cells.”2 The number of 8-cells and PP-cells in islets decrease as animals age. PP-cells
are more abundant in the head, as opposed to the tail area of the pancreas.’! Pig islets are
smaller than 250 um in diameter at 5-wk gestation, but become larger than 250 um at 12 and
24-wk.”! Though the number of larger islets increases with gestational age, the percentage
volume density of B-cells does not.

In pigs at 8-months of age, there are differences in the cellular composition of islets from
different regions of the pancreas with islets in the head being rich in PP-cells and poor in a-
cells, while islets in the tail are rich in a-cells and poor in PP-cells.”3

Dromedary Camel

B-cells form the primary endocrine cell type and are concentrated in the core of the islet in
dromedary camels (Camelus dromedarius).”* They are surrounded by a mantle of o-cells
with a small number of 5-cells. PP-cells are detected within the islet, as well as in the
exocrine tissue. The endocrine cells are found in roughly equal quantities and proportions in
various regions of the pancreas.

Islets. Author manuscript; available in PMC 2011 May 1.
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In adult rabbits (Oryctolagus cuniculus), B-cells comprise more than two thirds of islet
endocrine cells.” Islets are composed either entirely of B-cells, or of several cell types, with
the majority being B-cells. a-cells are the next most populous cell type, comprising ~25% of
endocrine cells, and can typically be found forming a mantle around a p-cell core.16:75 The
d-cells are found in lower numbers than a-cells, and tend to form clusters within the islet.

The rabbit pancreas is characterized as a mesenterial-type, which means that only the tail
portion of the pancreas is a compact organ.’® There are minor differences in the distribution
of a- and 5-cells between neonatal and adult pancreata. There are also cells that appear to
express both glucagon and PP.75 Rabbit islets are especially heterogeneous in with respect to
endocrine cell composition. There are islets with a high percentage of -cells, then a-cells,
and a few §-cells, islets containing more &- than a-cells, islets with a- and 8-cells both
located at only one pole, and islets composed entirely of B-cells. There are islets with -cells
in the core and a- and d-cells in the periphery, and there are also islets with a more random
distribution of endocrine cells.”®

Striped Hyena

B-cells are found both in the core and periphery of the islet in striped hyenas (Hyaena
hyaena).”® Some B-cells are scattered among the exocrine tissues. a-cells are only located
peripherally, forming an incomplete mantle. 3-cells and PP-cells are fewer in number; 5-
cells are located evenly throughout the entire islet, while PP-cells are seen only in the
periphery of islets.

Water Buffalo

Pancreatic islets can be divided into three types in water buffalos (Bubalus bubalis).”” Large
islets (~500 um in diameter) are composed primarily of B-cells, occasionally with
interspersed a-cells, 3-cells and PP-cells arranged singly. Smaller islets (~150 pm in
diameter) contain all four endocrine cell types, with a core of B-cells surrounded by a-cells
that can form ribbons across the periphery. -cells consist of the majority of cells, and -
cells and PP-cells form a mantle around the periphery of this islet type. In these islets, PP-
cells are the least common cell type. Small islets (~10 um in diameter), the third islet type,
are composed primarily of PP-cells, which aggregate at one pole of the islet (in a few cases
comprising nearly the entirety of the islet). The a-, B- and &-cells can also be found in these
islets.

When neonatal and early juvenile specimens are compared to adults, the relative percentage
of B-cells and PP-cells are observed to decrease during development, while the percentages
of a-cells and §-cells increase.”” Nonetheless, B-cells maintain a majority throughout
development.

Beluga Whale

Islets contain both a- and B-cells, though some islets are exclusively composed of one or the
other endocrine cell type in beluga whales (Delphinapterus leucas).’® While most a-cells are
located in the periphery and B-cells in the core, the relative numbers of a- and p-cells are
found to vary considerably between individual whales. The average percentage of a-cells is
~40% but the range is 3-70%. This variation is not associated with age, gender or body
mass.

Islets. Author manuscript; available in PMC 2011 May 1.
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African Elephant

In African elephants (Loxodonta africana), B-cells are located in the islet center while o and
5-cells are mainly located in the periphery.”® There is a higher percentage of islets in the
body and tail of the pancreas than in the head. A few a and 6-cells are found in the ductal
epithelium, though with no difference between the head and tail regions.”® A few single PP-
cells and numerous slender neuropeptide Y (NPY)-cells are also found in islets.”®

Three-Toed Sloth

Marsupial

Echidna

B-cells are typically located in the islet core, and are most numerous in the head region of
the pancreas in three-toed sloths (Bradypus variegatus).8% The a-cells reside in the islet
periphery and are slightly more numerous than p-cells. The a-cells are more abundant in the
body and tail of the pancreas and largely absent from the head. a-cells are also found in the
vicinity of capillaries. 5-cells are few in number scattered throughout the islet. PP-cells are
not detected.

Islet structure has been studied in a large number of marsupials. B-cells represent only 8% of
islet endocrine cells in red kangaroos (Macropus rufus, formerly Megaleia rufa) and 15% in
grey kangaroos (Macropus giganteus). The a-cells are the predominant endocrine cells
comprising up to 70% of the islet cells, depending on the species.1” A predominance of a-
cells has also been reported in opossum species, including the Virginia opossum (Didelphis
virginiana) and the common brushtail opossum (Trichosurus vulpecula; B-cells and a-cells,
~50% and ~40% of endocrine cells, respectively).17—19

The distribution of endocrine cells within the islets differs among species. In the kangaroo
species examined, the B-cells are found in peripheral clusters, with occasional B-cells in the
islet interior which is composed of a-cells.1’ In Trichosurus vulpecula, p-cells are found in
the periphery and a-cells in the islet center, except where they reached the periphery through
B-cell clusters.17:19 5-cells are reportedly found throughout the islet.1” In Didelphis
virginiana and the Australian fat-tailed dunnart (Sminthopsis crassicaudata), p-cells are
located in the center of the islet, surrounded by a mantle of o-, 8- and PP-cells.18:81 5-cells
are typically located two or three cell layers beneath the islet surface, and a-cells are found
to form knot-like structures and occur individually.18 In Trichosurus vulpecula, some islets
are composed of predominantly PP-cells.1? Islets are found to contain a mean of ~33
endocrine cells in grey kangaroos, ~43 cells in red kangaroos, and ~48 cells in Trichosurus
vulpecula.18

Pancreatic development studies have been conducted in Didelphis virginiana. Endocrine
cells are found in high concentrations in newborn animals, with a-cells and PP-cells
predominating. Islets are often poorly defined. The relative abundance of endocrine cells
decreases as the animals grow, primarily due to exocrine tissue expansion rather than
reduction of endocrine tissue.18

Islets are uniformly distributed through all regions of the pancreas in echidnas
(Tachyglossus aculeatus).82 Islets are grouped into two categories: those producing either
insulin or pancreatic polypeptide. These islet types are found in different pancreatic lobes,
with PP islets present in the head region. Insulin-producing islets contain a-, -, 5- and PP-
cells, with p-cells being the most numerous. PP-cell islets are primarily composed of PP-
cells, with few or no other endocrine cells present.

Islets. Author manuscript; available in PMC 2011 May 1.
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Three different types of islets have been observed in birds, primarily studies of the white-
crowned sparrow (Zonotrichia leucophrys gambelii), the mallard (Anas platyrhynchos) and
the chicken (Gallus gallus).83:84 They include: (1) Dark-staining islets consisting of a- and
d-cells and a few isolated B-cells; (2) Light-staining islets consisting of pericapillary p-cells
with a thin layer of 3-cells at the periphery; and (3) Mixed islets consisting of a-, 8- and -
cells. The proportions of a-, 5- and B-cells are similar and do not vary seasonally, by
photostimulation, or by the amount of fat deposition in Zonotrichia leucophrys gambelii.83
Some species, such as the Australian wedge-tailed eagle (Aquila audax), have mixed islets
of random distribution, rather than light and dark islets.8®

In the rufous-collared sparrow (Zonotrichia capensis subtorquata), p-cells are located
predominantly in the center of the islet. The a- and &-cells, though mainly present in the
periphery, are also found in the interior of islets. PP-cells are exclusively in the periphery of
islets and peptide YY ( PYY)-containing cells are rarely seen.86 -cells are present in all
four pancreatic lobes (i.e., dorsal, ventral, third and splenic) of the rose-ringed parakeet
(Psittacula krameri) and a-cells only in the splenic and third lobes.8 In pancreatic islets of
the Houbara bustard (Chlamydotis undulata), B-cells are located centrally and represent 70%
of the endocrine cells, a-cells are found in the periphery at 15%, 6-cells are found in both
central and peripheral regions at 22%, PP-cells are also in the periphery at 11%, and there is
20% overlap between o- and PP-cells.88 In some birds, such as the zebra finch (Taeniopygia
guttata), p-cells are rare and 8-cells are more common.16

In chickens (Gallus gallus domesticus), most a-cells, as well as other endocrine cells, are
concentrated in the tail region of the pancreas, while PP-cells are nearly absent in this region
and found [indicate region] in both adults and chicks.8?

The a- and B-cells are the most common endocrine cell types in the islets of most species of
reptiles.29:90 Among snakes, B-cells can compose between 27% of islet cells as in the
viperine snake (Natrix maura) and 40% as in the common garter snake (Thamnophis
sirtalis). The a-cells comprise 35% of islet cells in Thamnophis sirtalis and 56% in Natrix
maura. In islets, B-cells tend to be centrally located and a-cells are peripheral to the p-
cells.99:91 |n Natrix maura and the European asp (Vipera aspis), a-cells are located in the
interior of the islet, but remain peripheral to p-cells.?® In Thamnophis sirtalis, a-cells and p-
cells are intermingled.%2 The §-cells are nearly as abundant as o- and p-cells in the
spectacled caiman (Caiman fuscus), and are located peripherally.2%:90=92 pp_cells can be
located singly or in small groups.2%:91:93 |n the spur-thighed tortoise (Testudo graeca), PP-
cells are not associated with islets.9 In Caiman fuscus, PP-cells can be occasionally
immunoreactive to glucagon.®! In some snake species, such as Vipera aspis and Natrix
maura, PP-cells are not detected; however, they are reported in Thamnophis sirtalis and in
the Italian wall lizard (Podarcis sicula).%0:92:94

Islet shape and organization is highly variable. Islets can be round or elongated, as in Vipera
aspis and Natrix maura;% they can be linked into a continuous structure, as in the ocellated
skink (Chalcides ocellatus);1 or endocrine cells may be diffuse, forming no true islet at all,
as in Caiman fuscus.2? In species such as the ocellated skink (Chalcides ocellatus) and
Testudo graeca, islets tend to predominate in the tail lobe of the pancreas.%1:93
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Amphibian

Fish

B-cells comprise ~40% of islet endocrine cells in the oriental firebellied toad (Bombina
orientalis) and occurs mainly as clusters of cells centralized in islets as well as single cells.
95,96 Similarly, a-cells which comprise ~20% of islet endocrine cells are found as clusters of
cells, both within the core of as well as dispersed throughout the islet, and as single cells.%
d-cells (~10% of endocrine cells) are found mainly as single or small clusters of cells
situated in the exterior area of islets. PP-cells (<10% of cells) are randomly located as single
cells in the islet.

The endocrine tissue of the eastern newt (Notophthalmus viridescens) constitutes ~10% of
the pancreas.®’ As in many mammals, newt islets are mostly composed of centrally located
B-cells, with a small portion of a- and 8-cells found predominantly in the periphery.

About 2% of the pancreas of the northern leopard frog (Rana pipiens) consists of endocrine
cells, which are typically arranged into islets.®® However, these cells can also be found
individually and in clusters of a single cell type within the exocrine tissue. Islets contain a
core of B-cells nearly surrounded by a mantle of a- and 3-cells, which can be several cells
thick. The a- and d-cells can also be found in clusters near ribbons of B-cells. Glucagon and
pancreatic polypeptide are also found colocalized, with cells only occasionally expressing
one or the other.

Fish display a wide variety of islet architecture and morphology. In the European river
lamprey (Lampetra fluviatilis), islets contain a core of B-cells, but appear to lack o-cells.9

In many teleosts, islets can be divided into principal and secondary islets.2% Principal islets
(also known as Brockman bodies) are large and few in number, and tend to be arranged as a
core of B-cells surrounded by a mantle of a-cells.?9=19 |n some species, -cells can
occasionally be found in the mantle layer.103 Depending on the species, §-cells can be found
in the core, as in zebrafish (Danio rerio) and carp (Cyprinus carpio), in the mantle, as in the
golden mandarin fish (Siniperca scherzeri), or occasionally distributed throughout the islet.
99-105 pp_cells can be found in small numbers in the periphery of principal islets (and
occasionally in the core in some species, such as Cyprinu carpio), but can make up the
majority of cells in secondary islets.101:103:105 Typjcally, all endocrine cell types can also be
found in the exocrine tissue. In the European sea bass (Dicentrarchus labrax), the primary
islet has a cord-like structure surrounded by a thin layer of endocrine cells; however, the
architecture is otherwise typical, with p-cells located in the interior of these cords.10°
Teleosts also produce two or more types of somatostatin, often produced by different
populations of 3-cells.107

Studies in zebrafish embryos suggest that insulin-expressing cells begin forming in the
bilateral pancreatic anlages even before these structures join together to form a single organ.
106 These cells are initially somewhat dispersed, but aggregate in the head region roughly 24
hr after fertilization. However, studies in carp embryos show that endocrine cell clusters
steadily increase in size and proliferate along the veins of the pancreas.108

Conclusion

There is great diversity of islet structure among vertebrates, from the principal islet in many
species of fish to the individual islets that characterize mice and humans (Table 1, Fig. 1).
Moreover, islet structure is not static but changes in response to normal physiology and
pathophysiology such as diabetes mellitus (Fig. 2). This diversity suggests that there may be
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different mechanisms of islet formation between species. In this regard, studies in zebrafish
embryos have indicated islet formation by fusion,106 whereas our studies in mice and studies
in carp and humans suggest formation by fission.16 As technology advances and more
species are analyzed by 3D imaging techniques, more detailed information should be
available.

The variation in islet structure between species may result from variation in developmental
mechanisms. However, we suspect that differing metabolic requirements and physiological
conditions play a more prominent role in determining islet structure. We have previously
shown in mice that conditions such as pregnancy and obesity result in increased B-cell mass
and islet size accompanied with architectural changes.1>:18 This adaptability, along with
comparable islet size distributions between human and mouse islets, suggests that their
structural differences may be more due to different metabolic requirements and conditions
rather than to intrinsic differences in islet development between the species.

Studies of islet structure and formation in diverse species under normal and
pathophysiological conditions, such as pregnancy, diabetes and obesity, provide a
foundation for examining the changes in the organization of alpha- and beta-cells within the
islets. Together with lineage tracing, they may provide insight into how these structural
changes occur, whether migration of peripheral cells into the islet core or trans
differentiation of cells. Comparative studies may also provide insight into the cellular
signals, both intrinsic and extrinsic, regulating endocrine cell proliferation and function.
This understanding may lead to new approaches for treating diabetes including cell-based
therapies to replace pancreatic B-cell lost as a consequence of autoimmune attack or other
mechanisms.
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Figure 1.

Multi-species comparison of islet structure and composition. Islets from various species are
organized into a phylogenetic tree. Representative islets are pseudo-colored models of actual
islets based on immunohistochemical images composed of a-cells (red), p-cells (green) and
5-cells (blue). The following species are shown: mouse (Mus musculus); human (Homo
sapiens sapiens); rhesus macaque (Macaca mulatta); cat (Felis domesticus); dog (Canis
lupus familiaris); fur seal (Arctocephalus pusillus); Egyptian fruit bat (Rousettus
aegyptiacus); horse (Equus ferus caballus); cattle (Bos taurus); domestic goat (Capra
aegagrus hircus); domestic sheep (Ovis aries); domestic pig (Sus domesticus); European
rabbit (Oryctolagus cuniculus); striped hyena (Hyaena hyaena); water buffalo (Bubalus
bubalis); beluga whale (Delphinapterus leucas); African elephant (Loxodonta africana);
three-toed sloth (Bradypus variegatus); common brushtail opossum (Trichosurus
vulpecula); zebra finch (Taeniopygia guttata); European asp (Vipera aspis); northern
leopard frog (Rana pipiens) and rainbow trout (Salmo gairdneri). Note that high-quality
images were not available for the echidna and camel. No information on &-cells was

available for the beluga whale. The phylogenetic tree was derived from work by Miller et al.
109
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Figure 2.

Comparison of mouse and human islets under various pathophysiological conditions. Mouse
and human islets under various pathophysiological conditions are shown; a-cells (red), B-
cells (green), and 5-cells (blue) based on immunohistochemical images. (A) Wild-type
mouse (6 mo). (B) Pregnant mouse (3 mo). (C) ob/ob mouse (15 wk). (D) db/db mouse (15
wk). (E) Neonatal mouse (P14). (F) NOD mouse (40 wk). Note that lymphocytes (shown in
gray) infiltrate the islet replacing the majority of the endocrine cells.1®> (G) Normal human
(41 yr).16 (H) Type-2 diabetic human.4? Note that islets from patients with type 2 diabetes
often contain acellular amyloid deposits as shown in pink.
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