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Morphological changes of the wall of the artificial urinary bladder are various and its
investigation continues from the moment of the creation of the first conduit on the
ileun’s section. The aim of the work is to explore the structural-functional transformation
of the mucous and the neobladder wall in 12 months after ileocystoplasty in the
experimental conditions on mini-pigs. The results of the neobladder’s experimental
model, created by the execution of cystectomy and ileocystoplasty in 9 experimental
mini-pigs are the material of this work. 12 months after the operation of modeling the
urinary bladder, animals were removed from the experiment of nembutal overdosing,
following the provisions of "The European convention for the Protection of vertebrate
animals being in use for experiments or for other scientific purposes”. Our morphological
changes of the artificial urinary bladder, formed from the segment ileum 12 months
after the orthotopic ileoplasty proved significant ultra-structural changes in the
neobladder’s epithelial layer. lleum'’s villi within the conditions of the artificial urinary
bladder are decreased and smoothed, epithelial cells are similar to the interjacent
epithelium. The connective-tissue plate is thickened and becomes callous, the
muscular layer is also thickened. The samples of the ileum, that remained in the
normal environment without the compatibility with urine, did not undergo the significant
morphological transformations and did not differ from the samples of the intact ileum.
Thetransplantation of the ileurn segment for performing new, not-programmedfunctions
causes it to adapt to new conditions, although the urinary bladder and the ileum have
different origins and structures from the very beginning. New aggressive conditions and
constant contact with urine lead to the transformation of the mucous of the ileum and
acquire new features necessary for performing new functions.
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Introduction

Bladder disease with loss of reservoir capacity and
function, damage by the tumor process, as well as the
complication of specific and non-specific inflammatory
diseases requiring its complete removal or resection, led to
rapid development of reconstructive surgery of bladder [4,
7, 8, 20]. The main material for restoring the functional
capabilities of the bladder (accumulative and evacuator) are
different sections of the gastrointestinal tract [3, 5, 15]. Many
studies have been conducted on the effectiveness and safety
of the use of the stomach, the area of the large and small
intestines, but the best transplant was recognized area of

iliac intestine, due to the smallest electrolyte disturbances
and possible adaptive abilities [9, 12, 19]. The study of
morphological changes in the wall of the artificial bladder
continues from the moment of the first conduit from the
region of the ileum. Many researchers note the progressive
atrophy of the villi and microvilli [10], and the number of
glass-shaped cells decreases with time [11, 18].

The implementation of new, not programmed functions,
the impact of the aggressive environment on the mucous
artificial bladder, the possibility of its adaptation and
transformation determined our interest inthe study of structural

28

© 2018 National Pirogov Memorial Medical University, Vinnytsya



Savchuk R.V., Kostyev F.l., Zhukovskij D.A., Nasibullin B.A.

changes in the neobladder dynamics in the dynamics.
Aim: to study the structural and functional transformation

of the mucosa and the neobladder wall 12 months after

ileocystoplasty on mini-pigs under experimental conditions.

Materials and methods

The material of this work were the results of an
experimental model of neobladder, created by ileocystoplasty
of 9 experimental mini-pigs.

The simulation was carried out by performing cystectomy
followed by ileocystoplasty in female pigs. The choice of an
experimental object is due to anatomical considerations - in
the female urethra is straight and 5-7 times shorter than that
of males [2].

The procedure for surgical interventionwas follows. Under
intravenous anesthesia, pigs aged 4-5 months and weighing
8-10 kg after processing of the surgical field in the position
on the back three times performed a cut. The top of the
bladder was seized by forceps and tucked up. All bleeding
vessels were tucked on both sides. Separated the front wall
of the bladder. Crossed the urethra, the bladder separated
them from the rectum. The bladder was removed. Retreating
15 cm from the ileocecal valve, the end of the isolated
intestinal segment was sutured with continuous serous-
muscle sutures of vicryl 4-0. During the anti-mesenteric edge,
a distal part of the idiopathic segment was dissected (up to
10 cm). The cut part of the segment U-shapedly stacked
adjacent edges of both knees were sewn together by a series
of continuous serous-muscle sutures vicryl 4-0. The lower
part of the resulting U-shaped segment was transversely
upward.

Before cross-linking the free edges of the dissected
segment, the urethral catheter number 3Fr was installed in
the tetanus elbow, the ends of which were removed through
thewall of the reservoir. Inthe most caudal part of the reservoir
was made an opening, to which the urethra was sutured
with 6 sutures of vicryl 4-0. After conducting through the
urethra of Foley's catheter number 8Fr, the sutures were
tied. The reservoir was drained by a cystostomy tube 12Fr,
which was withdrawn along with the ureter stents through
the vessel wall. The reservoir stood in place and formed an
isoperistaltic knee. The ileum was dissected at the level of
intersected pre-ureters - 10 cm higher thantheiliac-intestinal
reservoir. The ureter is obliquely cut, cut along and
anastomosed "end to side” with the proximal unbranched
part of the iliac-intestinal segment. Stents that are located
inside the segment, are carried out in the ureter. Restore
theintestinal continuity. Stents are drawnthrough the anterior
abdominal wall, through the counter-aperture in the small
pelvisinstall drainage. Thewoundis closed with vicryl stitches.

The area of the bladder wall was taken during cystectomy,
at the same time, surgical intervention was removed from
the area of the ileum wall. Data obtained in the study of
these fragments of intact organs served as controls.

12 months after the bladder simulation, animals were
drawn from the experiment by overdosing Nembutal,

following the provisions of the "European Convention for
the Protection of Vertebrate Animals Used for Experiments
or for Other Scientific Purposes” (Strasbourg, 1986).

Removed the area of the wall of the neobladder and the
area of the ileum wall. The volume of each fragment of
tissue taken as control and in order to evaluate the result
was 1 cm3. The collected material was fixed in a 4% solution
of paraformaldehyde. Then the material was carried out
through the spirits of increasing concentration and poured
into celloidin according to the generally accepted method
[2]. The use of celloidin is associated with the need for
maximum sparing effect on the tissues under study. From
the received blocks, histological sections of thickness 7-9
microns were made, which were stained with hematoxylin
and eosin. The obtained glasses were studied under a light
microscope. When studying preparations under a microscope,
the peculiarities of the structure of the layers of the organs
examined were evaluated.

Results

In the macroscopic study of the ileum in intact animals,
the lamination of its wall was clearly visible. The surface of
the mucous membrane is velvety, transverse folds are
expressed.

Microscopically, the serous wall of the intestine is
represented by a single-layer cubic epithelium. Epithelial
cells contain medium-sized rounded nuclei, juicily stained
with hematoxylin solution. Muscle membrane with a clear
division into two layers. From the submucosal basis and the
serous membrane, itis separated by thinfibrous plates. Layers
of the muscular membrane differ in the direction of the
myocyte beams (longitudinal and circular). The bundles of
myocytes are separated by thin interstitial layers containing
fibrous fibers and individual fibroblasts with extracted dark
nuclei. Myocytes with a homogeneous cytoplasm and juicy
oval nuclei.

Submucosal base is represented by fibrous fibers, which
are assembled into beams and form a mesh structure; thin-
walled, moderately blood-filled vessels of small caliber; a
small amount of intermediate substance of moderate
eosinophilic color, in which diffused lymphoid elements.
Closer to the inner surface, small lymphoid follicles of the
usual structure are determined. In addition, Peyer's patch
are found, representing a cluster of 2-3 follicles of almost
rectangular shape with a moderate density of lymphoid
elements in a rounded, hermetic center and with a dense
position in the peripheral zone.

In the mucous membrane, a submucosal plate can be
isolated from the beams of fibrous fibers and muscle cells,
among which there are numerous lymphoid elements. On
the surface mucous membrane forms numerous villi. The
body of the villi is characterized by a thin-walled vessel and
numerous lymphoid elements. The top of the villi is covered
by the prismatic epithelium, the epithelial cells contain oval
dense nuclei, which are located as "palisade”. Between
them, the glass-shaped cells, which are rich in mucus, are
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determined. In the depth between the villi, crypts are formed
(Fig. 1).

The macroscopic examination of the intact mini-pig
bladder showed that the outer surface has grayish-pinkish
color, shiny, smooth. By palpationwall is elastic, on the section
noticeable layering, the inner surface is folded, pinkish-gray,
moist.

Microscopy of the preparations of the wall of a healthy
urinary bladder revealed that the external, serous membrane
is formed by a single-layer cubic epithelium. The nuclei of
epithelial cells are of medium size, oval, moderate in color.
In some places epitheliocytes form small "influences" in
which the nuclei are viewed in 2-3 rows. The thin plate of
fibrous fibers and vessels of small caliber separates the serous
membrane from the muscular membrane. The muscular
layer is three-layered, layers separated by a layer of fibrous
tissue containing vessels. The width of these layers is greater
than in the intestine wall. Muscle beams are in interstitial
wall, thin, containing single fibroblasts. Myocytes in tufts are
densely packed, moderate in width, have juicy nuclei, and
the cytoplasm is homogeneous. In bundles myocytes are
unidirectional. Between the beams and in the boundary
plates, numerous small vessels of moderate blood filling are
observed.

The submucosal plate is represented by an intermediate
substance and bundles of fibrous fibers forming a mesh
structure (Fig. 2).

The submucosa plate forms numerous papillae of different
sizes and heights. The top of the papilla is covered by a
transitional epithelium, in which clearly stands out: the basal
layer of tightly packed cells containing small rounded dark-
colored nuclei, and a surface layer formed from chaotic cells
with medium to large nuclei of varying density and color.

12 months after the operative formation of an artificial
bladder, the study of the ileum wall revealed no discrepancy
with its structure in intact animals.

During macroscopic study, the inner surface of the ileum
is velvety, the folds of the mucous membrane are expressed.
Wall by the touch is elastic. The outer surface is smooth,
shiny.

During microscopic study, the layered organization of
the intestine is unaltered. The serous membrane is covered
by a single-layer cubic epithelium of the usual form. Below
it is a thin plate of soft fibrous fibers, forming a grid, and
small thin-walled vessels. Two-layer muscular membrane,
layers of medium thickness, separated from each other by a
thin connective tissue plate containing a thin-walled vessel
and a small amount of intermediate tissue. The bunches of
myocytes are distributed tightly, between them are thin
interstitial layers, myocytes of the usual type. Submucosal
basis is created by a mesh structure from fibrous beams,
intermediate substance. In the last distributed lymphoid
elements. Closer to theinner surface, certain small lymphatic
follicles of the usual structure are determined. In the
submucosal layer, Peyer's patches are defined, representing
a conglomerate of 3-4 almost square follicles. The structure

Fig. 1. lleumof intact mini-pig. Crypts of the mucous membrane.
Prismatic epithelium, lymphocytic-histiocytic elements, in the
main substance fibrous bundles of the submucosal plate.
Hematoxylin-eosin. x160.

Fig. 2. Bladder of intact mini-pig. Submucosal basis. Histiocytes,
fibroblasts. Homogeneous substance. Hematoxylin-eosin. x160.

of each of them without visible features (Fig. 3).

Fibrous plate of the mucous membrane has usual form,
thin, in it are located in a moderate amount lymphocytes.
Numerous villi of the mucous in shape, size, composition of
the central part do not differ from those in control animals.

The top of the villa is covered by the prismatic epithelium
with oval nucleuses located as "palisade”. Among the
epithelial cells there are many glass-shaped cells rich in
MUuCUS.
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Fig. 3. lleum of mini-pigs in 12 months after the formation of an
artificial bladder. The edge of the Peyer's patch. The usual structure
of the peripheral zone of the follicle. Lymphocytes in the perifollicular
zone. Hematoxylin-eosin. x160.

Fig. 4. Thewall ofthe artificial bladder, 12 months after surery.
Epithelium on the surface of the papilla is similar to the
intermediate. Hematoxylin-eosin. x160.

The visual assessment of the neobladder did not reveal
any particular differences from the native organ. The outer
surface is a grayish-pink, shine inner surface with low folds,
moist, shiny.

On the touch the wall is quite elastic. Microscopy of the
external (serous) membrane revealed that it was formed by
a cubic single-layer epithelium of the usual form. Beneath
the connective tissue, formed by fibrous fibers, fibroblasts.

Visually, it is wider than the ileum from which the neobladder
is formed, with the outer plate of the muscular membrane
does not merge.

The muscular membrane is visually wider than the ileum,
but also a double layer. Muscle beams are thick enough due
to the expansion of myocytes, the cytoplasm in them is
homogeneous, the nuclei are enlarged, juicy colored. The
interstitial layers between the beams are thin, but fibrous fibers
that form them are coarse, many fibroblasts, and then thin-
walled moderately full-blood vessels are determined. The
bunches of myocytes in each layer are clearly unidirectional.
Interlayer plate thicker than in the ileum, thickening is due
not only to the coarsening of fibrous fibers, but also with the
increase in the amount of intermediate tissue.

Submucosal base broad, as in the ileum, form its bundles
of fibrous fibers, forming a mesh structure. Fiber fibers are
dyed, juicy, many fibroblasts in bundles. The difference in
the basis of the artificial urinary bladder from the
corresponding layer in the ileum - in a very large amount of
intermediate substance. If in the intestine this substance is
dark eosinophilic color, then in neobladder it is brick color -
obviously changes the chemical composition of this
substance. In the intermediate substance, a number of
lymphoid elements are scattered. Peyer's patch in the
submucosal layer were not detected, nor did lymphoid
follicles appear on the border of the mucous membrane. In
the mucous membrane stands out a submucosa plate formed
by thin beams of fibrous fibers and small inclusions of
intermediate substance, fibroblasts with oval juicy nuclei, a
few of them. The width of the submucosal plate is unequal,
unlike the intestine, due to this formed formations, similar to
the papilla or folds. The plate is covered by the epithelium,
in its organization similar to the intermediate (Fig. 4).

Inthe basal layer of the epithelium, the cells are arranged
in one row, but in some places, influences from 2-3 rows of
cells are formed. Closer to the surface of the cell are sparser,
their nuclei are round, medium-sized, moderately colored.
It should be noted that "influences" are formed in those
places where the submucosa plate is stacked like a papilla
or folds, perhaps it is the remnants of degrading villi. The
cryptic remains are also determined, they are located
between the papillae, laced with the prismatic epithelium,
glass-shaped cells in them are small, but there are
desquamated epithelial cells.

Discussion

Our findings of ultrastructural changes in the neobladder
mucous membrane with a decrease in microvilli, with the
onset of inflammation and the processes of degeneration
under the action of urine, are also noted in studies of Kojima
Y. with co-authors [13]. The high degree of adaptation
processes suggests the constancy of the definition of crypt
and glass-shaped cells, as the main placement of Paneth
cells, though in small quantities. Paneth cells play a very
important role in ileum homeostasis, carrying out bactericidal
andregenerative-proliferative action[6]. Accordingto Malone
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M.J. the surface epithelium changes, but without metaplasia
and dysplasia [14], but some authors emphasize the high
risk of malignant epithelial transformation by the action of
urinary agents, since inflammatory cells can produce various
growth factors [16, 17]. Since the lifetime of enterocytes is
overly fast (72 hours), this is not a consequence of a genetic
mutation. It is more likely that some urine solutions and low
internal pH damage epithelial cells, which then lose
microcirculation due to direct toxicity.

Evaluating the observed changes in the wall of the
neobladder, we can assume that they have an adaptive-
compensatory character, since, being in a new, unusual for
themselves functional situation, the tissues of the walls of the
ileum acquire the features necessary to perform the new
function.

The prospect of further studies of artificial bladder is the
study of changes in energy homeostasis, neurohumoral and
synoptic regulation, and the search for new drug compounds
that can influence the contractile activity of the neobladder
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CTPYKTYPHO-®YHKLIOHAJIbHA TPAHC®OPMALIA CTIHKM TOHKOI KULWKU B YMOBAX ®YHKLIOHYBAHHA
WTY4YHOINO CE4YOBOIro PE3EPBYAPA B EKCMNEPUMEHTI

CaByyk P.B., Kocres ®.l., Xykoscbknii [.0., Haci6yanin B.A.

MopdgonoridHi 3mMiHN CTiHKN apTu@ilLiaibHOro Ce40BOro Mixypa PIBHOMAaHITHI Ta iX AOC/IIKEHHS TPUBAE 3 MOMEHTY CTBOPEHHS
r1epLLIoro KOHAYITy i3 JinsHKN K/y60BOro kuwe4Huky. Metow pobotu 6y10 BUBYEHHSI CTPYKTYPHO-@OYHKLIOHAIbHOI TpaHc@opmaLii
C/IM30BOI Ta CTiHkM Heobnanaepa Yyepes 12 micsauiB nicas ineoyncTonnacTuky B eKCriepUMeHTaabHUX YMOBAax Ha KapJinkoBUX
JAO0MalLLHIx cBuHSIX. Marepianom uiei poboTu nocsyxuim pesysibTarn eKCcriepumMeHTanbHoi Mogeni Heobaaaaepa, CTBOPEHOI LLJISIXOM
BUKOHAHHSI UMCTEKTOMII Ta I1€0UNCTONNAacTukmn y 9 eKCrnepuMeHTaibHUX KapankoBux AOMAaLLHIX cBuHsx. Yepea 12 mic. niciaa
3aivicHeHHs1 ornepadii MofeoBaHHs Ce40BOro Mixypa TBapuH BUBOAWIN 3 AOC/AY MepenosyBaHHsIM HemMoyTany, AOTPUMYIOYNCEH
r10/10XeHb "€Bponericbkoi KOHBEHLIi PO 3axucT XPebeTHX TBapUH, BUKOPUCTOBYBAHUX [JIS EKCIIEPUMEHTIB abo B iHLLIMX HAYKOBUX
yinax". lNposegeHi Hamu MoOpP@OOori4Hi AOCNIAXEHHS apTUgiLiabHOro ce4oBoro Mixypa, c¢pOpMOBaHOro i3 cerMeHTy Kiy6oBoi
KULWKN 4epe3 12 micayiB nicas opToOTONIYHOI 1€0nAacTuku, AOBEAN 3HAYHI YAbTPACTPYKTYPHI 3MiHV B eniTeniaibHOMY Lapi
Heobnagaepa. BopcuHkn kinyboBOIi KULLIKW B yMOBax apTu@ilianbHOro ce40B0ro Mixypa 3MeHLLIYBaanChb Ta 3rnanxyBasich,
enitenioyunty HabyBasin NoAIGHOCTI i3 MPOMiXXHUM ernitesniem. Criosly4HOTKaHWHHA 11acTHa CTOBLLYBAa/iack Ta rpybluana, M'sa308a
000J10HKa, B CBOIO YEPry, TakoxX rnoToBLyyBasacs. 3pasku Kyb0oBOI KULLKM, K 3/TMLLIAIINCS] B 3BUHAVIHOMY OTO4YeHHI, 6e3 B3aemoaii
i3 cedero, He 3a3HaBasIN 3HAYHUX MOPEOIOridyHNX TpaHCchOopmaLivi Ta He BiAPI3HS/INCS B 30a3KiB iHTAKTHOI kilyb60BOI kuLku. Takum
YYHOM, TPaHCIaHTAaLisi CerMeHTy K/1yOOBOI KULLIKW 3MYLLIYE KFIOro aaanTyBaTuUCcs 40 HOBUX YMOB, XO4a Bif CamMOro ro4atky ce4oBuii
MIXyp Ta ks1y60Ba KULLIKA MaloTb PI3HE MOXOAXEHHS Ta OY0BY, a HOBi arpecyBHi YMOBW Ta MOCTIVIHUE KOHTaKT i3 CeYet0 Mpu3BoasTh
20 TpaHc@opmaLii csim30B0i k/1yO0BOI KUKV Ta HabyBaHHSI HOBUX SIKOCTeM, HEOOXiAHUX /151 BUKOHaHHSI HOBYIX, HE 3arlporpamoBaHuX
QDYHKLIVA.

KnioyoBi cnoBa: paaukasibHa UMCTEKTOMISI, i71IeoUMCTonnacTuka, TpaHcgopmalis cinm30Boi, Heobnanaep.

CTPYKTYPHO-®YHKLUNOHAJIbHAA TPAHC®OPMALIUA CTEHKM TOHKOW KULUKWU B YCJIOBUAX
OYHKUMOHUPOBAHUA UCKYCCTBEHHOIO MOYEBOIrO PE3EPBYAPA B 3KCMEPUMEHTE

CaByyk P.B., Koctes ®.U., Xykoscknii [].A., Hacubynnuu b.A.

Mopgonorunyeckmne 3MeHeH1s1 CTEHKN apTU@ULNAaIbHOrO MOYEeBOro ry3blpsi pasHoobpasHble U X NCCAe[0BaHNe MpoaoIKaeTcs
C MOMEHTa CO34aHUs epBOro KOHAYUTa U3 y4acTka MOAB3AOLIHON KULWKU. Llenbio paboTel 66110 3y4EHUE CTPYKTYPHO-
QDYHKUMOHAIbHOM TpaHC@OopMaLmmy cm3ncTort Heobnaaaepa H4epe3 12 MecsueB rnocnae naeoLmncTorniacTuku B SKCrIEPUMEHTalslbHbIX
YC/I0BUSIX HA Kap/IMKOBbIX JOMALLIHUX CBUHbSIX. MaTtepuanom 31ou paboTbl MOCAYXNAN Pe3y/bTaTbl SKCEPUMEHTAIbLHON MOAEN
Heobnaaaepa, co3aaHHou rMyTem BbiflOSIHEHUS LUMCTIKTOMUU U MII€OLMCTOMNIACTUKU Y 9 SKCIIepUMEHTaslbHbIX KapIMKOBbLIX JOMALLIHUX
cBuHer. Yepes 12 mec. nocne npoBeneHvss onepaunv MOogEANPOBaHNS MOYEBOIro My3blPsi XUBOTHbIX BbIBOAWIIN U3 OMbITa
nepeao3npoBKoL HembyTana, npuaepXnBasiCb noJsioxeHuri "EBponesickori KOHBEHUNU O 3aLnTe MO3BOHOYHbLIX XUBOTHbIX,
UCMOIb3YEMBIX AJ15 IKCTEPUMEHTOB UJIN B UHbIX HAYYHbIX Lensax”. Hawm mopgonorndeckne nccnenoBaHns aptnouumaibHOro
MOYEBOro My3bipsi, COOPMUPOBAHHOIO M3 CErMeHTa roaB3A0LLIHON KULLKKM Yepe3d 12 MecsLeB rnocse OpTOoTOMUYEeCcKoy MneornnacTuku,
Z10Ka3a/11 3HAYUNTEIbHBIE YIIbTPACTPYKTYPHBIE USMEHEHWS B 3MTUTE/IMA/IbLHOM C/10€ Heobnaaaepa. BopcuHkv noaB340LWHON KALLIKU
B YCJIOBUSIX apTUGULUMAaIbHOrO MOYEBOIro My3bipsi YMEHbLUIAINChL WU CriiaXuBaancCh, SrUTEIMOUNTbI MPUobpeTaan CXO4CTBO C
POMeXyTOYHbIM 3nuTennem. COeauHNTEIbHO-TKaHHas 1acTyuHa yTo/auanace u orpybesasna, MeilieyHas 060/104Kka, B CBOIO
ovepenb, Takxe yronujanacs. Obpasubl oaB3a0LIHOV KULLKM, KOTOPbIE OCTaBa/MCh B OOLIYHOM OKPYXeHuu, 6e3 B3anMoaeicTBus
C MOYOU, HE UCTIbITbIBA/IN 3HAYUTEIBbHBIX MOP@OI0rMHECKMX TPAHCEHOPMALIME U HE OT/IMYAIMCH OT 0OPAa3LI0B MHTAKTHOU MOAB3AOLLHOM
KuLikn. Takum o6pa3om, TPaHCIaHTauus cermeHTa rnoaB340LLIHON KULLIKY 3acTaB/ISeT ero aaarntTnpoBaThbCs K HOBbIM YC/10BUSIM,
XOTS1 M3HaYa/IbHO MOYEBOW I1y3blPb M MOAB3AOLIHAS KULLIKA UMEIOT Pas/InyHOe rPOVCXOXAEHNE U CTPOEHNE, a HOBbIE arpPeCCUBHbIE
YC/I0BUSI M MOCTOSIHHbIN KOHTAKT C MOYOU MPUBOASAT K TpaHcgopmaLmm C/IM3nCTOM MoAB340LIHON KULLIKU U TPUOOPETEHUIO HOBbIX
Ka4ecTB, HEOOXOAUMBIX J151 BbilTOJIHEHUS HOBbIX, HE 3arpOrpamMmmMupOBaHHbIX @YHKLINA.

KniouyeBble CnoBa: pagukasnbHas UUCTIKTOMUS, UAEOLUMCTONIacTuKa, TpaHCcHopmMmaLmns Can3ncTov, Heobaaaaep.
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