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HEBPOHAAHA UHTECTUHAAHA AUCTAA3USA - 0630P HA AUTEPATYPATA U CAYUAN
OT NPAKTUKATA [BULGARIAN]

PE3HOME

BvBegeHue: HeBpoHanHama uHmMecmuHaaHa gucnaa3us (HWA) npegcmaBasBa psigko BpogeHo
eHmepoHeBponamuuHo pa3zcmpolcmBo, 3acsizaw,0 eHmepuuHama HepBHa cucmema u
Bogew,oo go HapyweHa ypeBHa Momopuka, Hali-uecmo nposiBsaBawa ce c xpoHuueH 3anek u
me2akonoH. CoucmosHuemo uyecmo e nogueHsBaHo nopagu HecneuuduyHama cu
cuMnmomMamuka u mpygHocmume npu guazHocmuuyupaHe. Memogu: AumepamypHusim 0630p
ce nomzomBu upe3 u3zBopweHo MmuvpceHe B 6a3ama gaHHu PUBMED/ Medline, Embase u
Cochrane Library c nomowma Ha kalouoBume gymu: HeBpoHaAHa UHMECMUHaAHa guchaasus,
mez2akoAoH, XpoHU4YHa obcmunayus, 6oaecm Ha XupwnpyHa. B gonvAHeHuUe, npegcmaBame
cAydal Ha nauueHm c nogobHu cumMnmomu, koimo 6e AekyBaH onepamuBHo. Pegyanmamu:
HeBpoHanHama uHmMecmuHanHa gucnaa3us ce kaacuduuyupa ocHoBHo B8 gBa muna — mun A
(cumnamukoBa gucnaa3usl) u mun B (2aH2AuU03Ha gucnaa3us), kamo Bmopusim e 3HauumeAHo
no-uecm. AuazHocmukama ce 6a3upa Ha buoncusi u cneyuaAu3upaHu XucmoxuMuyHU Memogu
(ouBemsaBaHe 3a auemuAxoAuHecmepaza, UMyHoxucmoxumuuHu mapkepu), Bvnpeku ue
AauncBam eguHHU xucmoaoz2uyHu kpumepuu. KauHuuHama kapmuHa BkalouBa xpoHuuHa
koHcmunauyus, abgomuHaneH guckomdopm u guaamauuss Ha koaoHa. AeueHuemo e
uHguBugyanuzupaHo — koHcepBamuBHo (guema, nakcamuBu, kau3Mu) UAU Xupyp2uyHO npu
mexkku u HenoBausiBawu ce om megukameHmu cayuau. NpegcmaBame kauHuueH cayval Ha 37-
20guWeH hauueHm ¢ gbA2o20guwHa koHcmunauus u Me2akoAoH, NnogAoXKeH Ha XupypauyHa
Hameca. XucmoAo2uuHo AuncBam gupekmHu MopdoAO2UYHU Npu3HauU 3a a2aHa2AuU03a, HO €
Haanuue @oaukyaapHa xunepnAaa3uss U XpoOHuUuYHa (@yHKUUOHaAHa UHMECMUHaAHa
Henpoxogumocm, noka3ameAHu 3a HeBpoHaAHa UHMecmuHaAHa gucnaa3us mun B. Mpu
canegonepamuBHomo npocaegaBaHe e omuemeHo nogobpeHue Ha cumnmomamukama.
3akaloueHue: HNA ocmaBa guazHocmuuHo u mepaneBmuuHo npegu3BukameacmBo nopagu
cxogcmBomo cu ¢ 6oaecmma Ha XupwnpyHa u gpyau eHmepoHeBponamuu. Heobxogum e
MyAMuUgucUunAUHapeH nogxog 3a npaBuAHa guazHo3a U ONMUMAaAHO AEUEHUE.

KARQUYOBU AYMUA
HeBpoHaAHA UHMECMUHaAHa gucnaa3usi, Me2akoAoH, XpOHUUYHA obcmunauusi, boAecm Ha
XupwnpyH2

BbBEAEHUE

HeBpoHanHama uHmMecmuHaAHa gucnaa3us (HWA) e BpogeHo eHmepoHeBponamuuHo
pa3cmpoutcmBo, koemo 3acsica eHmepuuHama HepBHa cucmema (EHC) u Bogu go HapyweHa
ypeBHa Momopuka u ce nposBsBa knuHuuHo Hal-yecmo nog popMama Ha XpoHuUuUeH 3anek u
dopmupaHe Ha Me2akonoH. 3abonsBaHemo ce xapakmepu3upa ¢ MopdoAo2UYHU NpoMeHU B
2aH2AulHUMe kaemku, ocobeHo B cybmyko3Hus (naekcyc Ha MelcHep) u MueHmMepuyHus
(naekcyc Ha Ayepb6ax) naekcyc, kamo npu mun B ce HabalogaBa xunepnaa3usi Ha 2aH2AuUMeE U
yBeauueH bpol auemuaxoAuHecmepa3Ho-akmuBHu HepBHU BAaakHa. 3a nbpBu Nbm e onucaHa
npe3 1971 2. om Meier-Ruge u compygHuuu (1). HNA moXke ga ce nposaBu caMoCcmMossMeAHO UAU
cbBMecmHo c gpyau eHmepoHeBponamuu, Hal-uecmo 6oAecmma Ha XupwnpyHz, koemo
3ampygHaBa kauHuuHama u XxucmoaAo2uyHama gudepeHyuauus mexgy gBeme cocmosiHus.
AuazHocmuuupaHemo u3uckBa xucmonamoao2uueH aHaAu3, BkalouumeaHo cneuyuaau3upaHo
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ouBemsBaHe Ha auemuaxoAuHecmepa3Ha akmuBHocm, u ocmaBa npegu3BukameacmBo
nopagu Auncama Ha eguHHU guazHocmuyHu kpumepuu u cmaHgapmu (2).

Mamepuaa u Memogu: AumepamypHusm 0630p ce noma2omBu upe3 u3BvpweHo MmopceHe B
6a3zama gaHHu PUBMED/ Medline, Embase u Cochrane Library ¢ nomowma Ha kalouoBume
gyMmu: HeBpoHaAHa UHMecMuHaAHa gucnaa3us, Me2akoAoH, XpoHUUHA 06cmunauus, 6oaecm Ha
XupwnpyHz. B gonbAHeHUe, npegcmaBsame cayyall Ha hauueHm ¢ NnogobHU cumnmomu, koimo
6e nekyBaH onepamuBHo.

PE3YATATU
HeBpoHanHama uHmecmuHaAHa gucnaasus (HNA) ce knacuduuupa Hali-uecmo B gBa ocHoBHuU
muna: mun A u mun B (1; 3):

e HUWA mun A (cumnamukoBa gucnaa3us) - npegcmaBasBa geduyum uAu Aunca Ha
cumMnamukoBu HeBpoHu, koumo pezyaupam uHmecmuHaAHama Momopuka (1).
Xapakmepucmuku: azeHe3us uAu xunonaa3ust Ha cuMnamukoBama uHepBauus;
npeobAagaBa napacumnamukoBama akmuBHocm, koemo Bogu go HeedpekmuBHu u
HepezyAupaHu mMomopHu koHmpakuyuu; MHO20 pagbk — no-manko om 5% om
Bcuuku cayuau (4). KnuHuuHo nposBaeHue ce cobcmou B koauku, guapus, Bb3mMoXkHO
pegyBaHe c ¢yHkuuoHanHa koHcmunayus. NMocmaBsaHemo Ha guaz2Ho3a u3uckBa
cheyuaAu3upaHo XucmoxumuuHo ouBemsaBaHe u oueHka Ha cumnamukoBume
BaakHa (3).

e HWA mun B (2aH2Auo3Ha gucnaa3zus) - Hal-yecmo cpewaHusm Bug HUA ce
xapakmepu3upa ¢ xunepnaa3us Ha 2aHaauume B nogauzaBuuHusa HepBeH naekecyc
(5). YemaHoBsiBam ce noBuweH 6pol 2aH2AulHU knemku — uecmo Hag 8—10 Ha
2aHaAul, Haanuuue Ha maka HapeueHume ,2u2aHmcku 2aH2Auu” — yBeAuueHu u
pa3kaoHeHU cmpykmypu, noBuweHa akmuBHocm Ha eH3uMa
auemuAxoAuHecmepasa, ocobeHo B muscularis mucosae u lamina propria (3).
KAuHuuHa u3sBa: nposBsaBa ce o06ukHOBeHO cAeg HeoHamaAHus nhepuog.
OcHoBHUME cuMnmMOMU ca XpPOHUYHA, ycmou4yuBa Ha AeueHue KoHcmunauus u
kopemeH guckomdopm. NpegcmaBasBa Hag 90% om Bcuuku cayuau Ha HUA,. Moxke
ga ce omkpue u npu Bv3pacmHu ¢ He0b6SICHUMU XPOHUYHU 2aCMpPOUHMECMUHaAHU
cuMnmomu (6).

B Hakou cayuau HMA mun B ce cpewa cvBMecmHo ¢ 6oanecmma Ha XupwnpyH2, koemo
ycaokHaBa guazHo3zama u uguckBa npeyuzHa xucmoaoz2uuHa gudepeHyuauus (4).
HeBpoHanHama uHmecmuHaAHa gucnaa3us (HWA) e psigko cpewaHo HapyweHue, yecmo
nogueHsBaHo nopagu HecneuudpuyHama cu cumMnmomamuka u mpygHocmume npu
guazHocmuuupaHe. PagnpocmpaHeHuemo U Bapupa 8 3aBucumocm om 2eozpadckust peauoH,
guagHocmuyHume kpumepuu u Bb3pacmma Ha uzcaegBaHume nayueHmu. HUA ce oueHsiBa
kamo psgko 3ab6onaBaHe, c uecmoma meXkgy 1:3000 go 1:7500 >kuBopogeHu geua (4). TunBe
3HauumeAHo no-yecm om mun A u npegcmaBasBa okono 90—95% om Bcuuku
guazHocmuuupaHu caydau Ha HUA (1,3). Tun A e ugkalouumenHo psigok u nopagu moBa caabo
gokymeHmupaH B noBeuemo enugemuoAo2uuHuU npoy4yBaHus. Bv3pacmoBa nosiBa: Tun A -
2naBHo B HeoHamaAHuUs nepuog; Tun B - nposBaBa ce B nbpBume meceuu om >kuBoma, HO
noHskoza ce omkpuBa uak B loHowecmBomo uau 3psina Bv3pacm (6). MMa u3BecmHu gaHHU 3a
no-Bucoka uecmoma npu momuema, makap ue cmamucmuueckama 3HauumMocm He e
kamezopuuHa (3).

HeBpoHanHama uHmecmuHanHa gucnaazusa (HWA), ocobeHo mun B, ce pa3anekga kamo
gucxapMoHU4YHo pa3zBumue Ha EHC cneg HopMmanHa konoHu3auusi Ha upeBHama cmeHa om
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HeBpanHus 2pebeH. 3a pa3auka om 6oaecmma Ha XupwnpyHe, npu kosmo auncBam 2aH2AuliHU
kaemku, npu HUA me npucvcmBam, Ho ca MopdoAaoz2uuHO u dyHkuuoHaAHO abHopMHU (1).
MamozeHe3a Ha HUA mun B ce xapakmepu3upa ¢ xunepnaa3us Ha cybmyko3zHume HepBHu
cnaemeHust (naekcycu); yBeauueH 6pou 2aHz2AuliHU kaemku B omgeAHu 2aHz2Auu (>8
kaemku/2aHzAull); xunepuHepBauus Ha myckyaAHama myko3a u AamuHa nponpus; noBuweHa
akmuBHocm Ha auemuaxoAuHecmepasa (AChE). Te3u u3meHeHuss Bogam go HapyweHo
HepBHO-MOMOpHO peayAupaHe, koemo kauHuuHo ce u3pa3sBa B 3ab6aBeH upeBeH mpaH3um,
3anek u kopemHa gucmeH3us (3). Hakou ugcanegoBameau npegnonazam, ue moBa cocmosHue
mMoXke ga npegcmaBasiBa peakmuBHa xunepnaa3uss Ha eHmepuyHama HepBHa cucmema B
omzaoBop Ha xpoHuueH 3anek, a He ucmuHcka BpogeHa gucnaazua — Bonpoc, kolmo Bce owe
ce gebamupa B Aumepamypama (2).

Aokamo namozeHe3ama Ha H/A e no-caabo u3sacHeHa om ma3u Ha 6oaecmma Ha XupwnpyHze,
Hakoako npoyuBaHusa npegnonazam Bv3mMorkHa 2eHemuuHa Bpwb3ka, ocobeHo npu daMuAHU
CAyYau UAU cCbnomcmBawu BpogeHu aHoMaAuu: F'eHemuuHu dakmopu ca Haauyuemo Ha RET
npomooHkoz2eH — u3caegBaH kamo obw, pakmop 3a EHC aHomanuu; GDNF (glial cell-derived
neurotrophic factor) — yuacmBa B8 noggoprkaHe Ha 2aHzaauume; EDNRB u EDN3 — peuenmop u
AU2aHg, cBvp3aHu ¢ Muzpauusima Ha HeBpanHusa 2pebeH. B egHo kalouoBo npoyuBaHe Ha
Fernandez et al. (2009), e uzcaegBaHa poaama Ha RET npu nayueHmu ¢ HA mun B, kamo ca
ycmaHoBeHu Hakou noaumopdu3zmu, koumo Moxke ga uzpasm Moguduuupaw,a poasi, Makap u He
npuyuHHa (5). BakHo e ga ce ombeaexku, ue 3a pa3zauka om 6oaecmma Ha XupwnpyHz, He
cobwecmByBam ymBovpgeHu namozeHemuuHu Mymauuu, koumo ga obscHaBam HUA B
NbAHOMa.

Okono 30—35% om nauyueHmume ¢ HAA umam u gpyzau BpogeHu aHomaAuu, BkalouumenHo
6oaecm Ha XupwnpyHz, MaAgopMayuu Ha nukouo-omgeAaumeAHama cucmema, 2eHemMuUHU
CUHgpoMu (Hanp. cuHgpoMm Ha AayH) (5). KombuHupaHama dopma ¢ 6oaecm Ha XupwnpyHa ce
HabalogaBa B okono 10—20% om caydaume Ha Hirschsprung, koemo npaBu HUA BakHa
gudepeHuyuanHa guazHo3a (4).

KAuHuuHume nposBu Ha HUA BkalouBam xpoHuuHa koHcmunauusi, 60Aku u nogyBaHe Ha
kopema, 3ampygHeHu daamyaeHuusa u gedekauus (4, 6). Te3u cumnmomu Bapupam cnopeg
Bv3pacmma, mexkecmma Ha Mopdono2uuHume npomeHu, kakmo u Buga Ha 3abonssBaHemo
(mun A uau mun B). Kakmo 6ewe cnomMeHamo, cuMnmoMume yecmo HanogobsBam gpyau
dopmu Ha upeBHa gucmomopuka, ocobeHo 6boanecmma Ha XupwnpyHz, koemo 3ampygHsBa
HaBpemeHHama guazHo3a (1, 2). 0bekmuBHo ce ycmaHoBsiBa: uecmo npa3eH pekmym npu
pekmanHo mywupaHe, Bovnpeku 3agpwvkka Ha dekaauu npokcuManHO; HOpPMaAHO
HeBpoaoz2uuHo u3caegBaHe; AauncBawu uau Ha 20AM nepuog om Bpeme gedekauyuu. BogmorkHa
e cobnomcmBawa 6oaecm Ha XupwnpyHz — cuMnmomume ce npunokpuBam, HO AeueHuemMo
moXke ga ce pa3auuaBa (1).

AuazHocmukama Ha HWA npegcmaBasBa cepuo3Ho npegu3BukameacmBo nopagu
HecneuuduuHama kauHuuyHa kapmuHa, Auncama Ha yHuBepcanHu Kkpumepuu u
Heobxogumocmma om uHBa3uBHa xucmonozuuHa oueHka - 6Buoncus om pekmyma c
XUCMOAOZ2UUEH aHaAu3 3a 2aH2AuU U auemuaxoAnuHecmepasa (1, 3). Kem gHewHa gama
guazHo3ama uyecmo ce nocmaBs pempocnekmuBHO UAU CAeg Heychex Ha AeYeHUemo Ha
XpoHU4UHa koHcmunauus (3, 4, 6). OcHoBHuU xucmoaozu4vHu kpumepuu (1): 20% om 2aH2AUUME
ga cbgbp)kam noBeue om 8 2aHa2AulHU knemku (m.Hap. "2u2zaHmcku 2aHzaauu"); 1 2uzaHnmcku
2aHz2Aull Ha Bceku 2 mm? om cy6myko3ama; Xunepnaa3us Ha HepBHUME chAemeHus;
XunepuHepBauusa Ha MyckyAHama Myko3a. XuCmoXUMUYHU U UMYHOXUCMOXUMUYHU Mapkepu:
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AuemuaxonuHecmepasa (AChE) - noBuweHa akmuBHocm B8 lamina propria u muscularis
mucosae; S-100, PGP9.5, calretinin - 3a BugyaAu3upaHe Ha 2aH2auume u HepBHume BaakHa (3).
FeHemuuHu npoyuBaHus Bubpxy RET npomoonkozeHa u gpyau cBop3aHu ¢ 6boanecmma Ha
XupwnpyHz 2eHU hpegnoAazam 2eHemuuHa Bpv3ka npu yacm om nayueHmume ¢ HAA mun B
(5). TeHemuuHo u3caegBaHe He e 3agbAKUMEAHO, HO € NPENOPBYUMEAHO NPU PaMUAHU CAyyau
u conemcmBawu BpogeHu aHoOMaAuU.

O6pazHume u3caegBaHua ca om cvwecmBeHo 3HaueHue B nocmaBsHemo Ha guazHo3ama.
Mpuzozpadusama ™moXke ga nokake guaamauua Ha koaoHa, HO Haxogkume He ca
Namo2HOMOHUYHU; HIMa abHOpPMHa npexogHa 30Ha (3a pa3auka om 6oAaecmma Ha XupwnpyHz).
MaHoMempusama pazkpuBa omcocmBue Ha HopmanHu pedaekcu, kamo pekmoaHaAHUSM
uHxubumopeH pedaekc moXke ga e 3anazeH npu HUA, koemo nomaza B8 gudepeHyuayusama om
6orecmma Ha XupwnpyHa.

AudepeHuuanHa guazHo3a Ha HUA e mexkgy 6oaecm Ha XupwnpyHz, XpoHuueH @yHkuyuoHaneH
3anek, CuHgpom Ha Ogilvie, XpoHuuYHa uguonamuyHa uHMecmuHaAHa uHepBauus.
HeBpoHanHama uHMecmuHaAHa gucnaasus u boaecmma Ha XupwnpyHz ca géeme Hali-uecmu
HeBpouHmMecmuHaAHU guchAa3uu, xapakmepu3upawu ce ¢ upeBHa gucmomopuka, Bogewa go
3anek, gucmeH3usa u 3a6aBeHo u3zxoxkgaHe. KAUHUYHO me Mo2am ga u3aAeXkgam CXOgHU, HO
umMam pa3Au4Ha namozeHe3a, Xucmoaoz2us u mepaneBmuuen nogxog (1, 3).

CpaBHeHue mexkgy gBeme cvcmosiHusl e npegcmaBeHo Ha caegBawama mabauua.

HUA bonect Ha XupLinpyHr
Xvnepnnasus Ha raH- AraHrnuosa (nunca
MarToreHesa FMUAHU KNETKU U He- Ha raHrMRnKn KNeTkun) u)
PBHH BniakHa CcybMyKo3a N MUEeHTEPH
Hayano Ha PaHHO gercTBo nnu HeouaTtanHo
CUMJITOMM Mo-KbCHO (MOHSIKOrya (90% po 6 cemmuiy)
B 3p/1/1a Bb3pacT)
NpeMuHaBaHe YecTo 3a6aBeHO, MoyTu BMHaru 3abaseHo

Ha MEKOHUYM HO He BMHaru (>48 +)

PekTanHo MNpaseH pekTyMm, HO MNpazen pekTym,
TywivpaHe C OCTaTby4Ha peKkanHHa XUMNOTOHUA
Maca npokcMManHo
PekToaHaneH OBu1KHOBEHO 3anaseH Mncea
UMHXUOUTOpPEH peyn- (Ha aHOpeKTanHa
nekc MaHOMeTpus)
Buoncus - XunepJsinasua Ha raHmum Jlumca Ha raHrnuu
XUCTOJIOrUSA (>6 kneTkun/raHrnuni) + xunepTpodupaHu Hevr-
TMTAHTCKM FaHmnm BnakHa
OupeTaBaHe MNoBuLIeHa akTUBHOCT CwvnHo nosuLeHa B
3aAChE (Ho He cneunduyHo) lamina propria
WUMyHOXMCTOXMMUSA S-100.PGP9S. Calretinin (<) B
calretinin - nokasaBat araHrinosHaTa 3oHa
raHrnmuTe
leHeTuKa MoHskora RET RET.EDNRB, GDNF -

MyTaLyK, HEKCEH NPUC

pobpe npoyueHu

KoHcepBamuBHomo neueHue BkalouBa guema, nakcamuBu u kaugmu (4). Mpu meXkku cayuau ce
npuaaza xupypzausa (6). NMopagu HecneuyuduuyHama u xemepoz2eHHama KAuHuuHa kapmuHa
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AevyeHuemo mpsibBa ga 6vbge uHguBugyaau3upaHo, 6agupaHo Ha meXkecmma Ha cCuMnNnmoMume,
omzoBopa Ha mepanusima u xucmoAo2uyHama Haxogka (1, 2).

KoHcepBamuBHo AeueHue e noka3zaHo npu noBeuemo nayueHmu, ocobeHo c no-Aeku
cumnmomu. OcHoBHume cmpamezuu ca cBbp3aHu C guemuYHU NPOMEHU, OCMOMUYHU UAU
cmumyAupawu AakcamuBu, pekmaaHu kau3mu. Ycnexoem Ha koHcepBamuBHoOmo AeueHue e
Bucok — npu 60—80% om nauueHmume ¢ HUA mun B ce HabalogaBa nogobpeHue uau
ugue3zBaHe Ha cumnmomume. (3).

XupypzauuHo AeuyeHue e noka3aHo npu nauyueHmu ¢ mexka ¢popma Ha HUA, HenoBausiBawa ce
om MmegukameHmu, popMupaH Me2akoAoH; yecmu xochumaau3ayuu u Aowo kauecmBo Ha
»kuBom. Xupyp2uuyHume onuuu Mo2am ga ce o06o0bwsm B ceameHmHa pe3ekuuss Ha
3acezHamomo uepBo — npu nokanuzupaHa HAA; konocmomusi / uneocmomus — ¢ ueA BpemeHHa
npu gekomnpecus;; pe3ekuyuu Ha konoHa ¢ nocaegBawa konoaHanHa aHacmomo3a — npu
cxogcmBo ¢ boanecmma Ha XupwnpyH2 UAU HeSICHa 2paHuua Ha 3acs2aHe.

BakHO e ga ce onpegeAu 2paHuuama Ha 3ace2Hamus yyacmbk XUCMOAO2UYHO, Mbl kamo
HenpaBuaHa pe3ekuust MoXke ga He nogobpu cuMmnmomume (1).

MauueHmu ¢ HAA u3zuckBam: goA2ocpouHo HabalogeHue, nepuoguyHa oueHka Ha upeBHama
momopuka, kopekuyus Ha AeyeHuemo npu Bv3MoXkHU enu3ogu Ha peuuguBupauw, 3anek.

KAMHWUYEH CAYYAN
MNpegcmaBame cayuas Ha MbXK Ha 37 2. ¢ aHaMHECMUYHU gaHHU 3a kopemeH guckomdopm u
koHcmunauusi npu pegoBeH npueM Ha AakcamuBu ¢ npomeHAuB edekm. MayueHMbm e npoBea
MHOXkecmBo dubpokonoHockonuu ¢ Aunca Ha xucmoaoz2uuHa Bepudukauus Ha HUA. O6pasu
om npoBegeHume ob6pa3Hu uzcaegBaHus ca npegcmaBeHu Ha caegBawume duaypu:

kj 1 . : £ AL 2 ;;-nn
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Haxogkume ca uHmepnpemupaHu kamo mezakoAoH.

MauueHMbm 6e onepupaH. YcmaHoBu ce Hanuuyue Ha goAuxokoAoH, 3a cMemka Ha AaBama
nonoBuHa Ha gebeanomo uvepBo u Hal-Beue Ha cuzmama (goauxocuzma) npu Bucok cmoeXk Ha
AnsBama ¢aekcypa. M36poeHume ceameHmu Ha koaoHa 6sixa yMEpPEHO guAaamupaHu, kamo
naAnamopHo cmeHama Ha yepBomo 6e c HaManeHa gebeAuHa, HaMaAeH MOHYC U no4vymu
HanoAHO AuncBawa nepucmanmuka.

B xucmoaozuuHomo u3caegBaHe auncBam gupekmHu Mopdoao2uuyHU npu3Hauu 3a
azaHzaAuO03a, HO e HaAauue @oAaukyaapHa Xxunepnaa3usa U  XpoHuuHa @yHkuuoHaAHa
UHMEeCMUHaAHa Henpoxogumocm, nokazameAHu 3a HeBpoHaAHa UHMeCMUHaAHa guchAa3ust
mun B. Mpu caegonepamuBHomo npocaegsiBaHe nauyueHmMbm € C nogobpeHue Ha
cummomMamukama.

3AKAHOYEHUE

HWA ocmaBa guazHocmuuHo u mepaneBmuuHo npegu3BukameacmBo nopagu cxogcmBomo
cCu c boaecmma Ha XupwnpyH2 U gpyau eHmepoHeBponamuu. Heobxogum e
MyAmMUuguCUUNAUHapeH N0gxog 3a npaBuAHa guazHo3a U ONMUMAAHO AEUEHUE.
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NEURONAL INTESTINAL DYSPLASIA - LITERATURE REVIEW AND CASE REPORT
[ENGLISH]

SUMMARY

Introduction: Neuronal intestinal dysplasia (NID) is a rare congenital enteroneuropathic
disorder affecting the enteric nervous system and leading to impaired intestinal motility, most
often manifested by chronic constipation and megacolon. The condition is frequently
underestimated due to its nonspecific symptoms and diagnostic challenges. Methods: The
literature review was prepared by searching the PUBMED/Medline, Embase, and Cochrane
Library databases using the keywords: neuronal intestinal dysplasia, megacolon, chronic
constipation, and Hirschsprung's disease. In addition, we present a case of a patient with
similar symptoms who was treated surgically. Results: Neuronal intestinal dysplasia is mainly
classified into two types — type A (sympathetic dysplasia) and type B (ganglionic dysplasia), the
latter being significantly more common. Diagnosis is based on biopsy and specialized
histochemical methods (acetylcholinesterase staining, immunohistochemical markers),
although there are no uniform histological criteria. The clinical picture includes chronic
constipation, abdominal discomfort, and colonic dilatation. Treatment is individualized —
conservative (diet, laxatives, enemas) or surgical in severe and drug-resistant cases. We
present a clinical case of a 37-year-old patient with long-standing constipation and
megacolon, who underwent surgery. Histologically, there are no direct morphological signs of
agangliosis. Still, there is follicular hyperplasia and chronic functional intestinal obstruction,
indicative of neuronal intestinal dysplasia type B. Postoperative follow-up has reported
improvement in symptoms. Conclusion: NID remains a diagnostic and therapeutic challenge
due to its similarity to Hirschsprung's disease and other enteroneuropathies. A
multidisciplinary approach is required for correct diagnosis and optimal treatment.

KEYWORDS
neuronal intestinal dysplasia, megacolon, chronic constipation, Hirschsprung's disease

INTRODUCTION

Neuronal intestinal dysplasia (NID] is a congenital enteric neuropathic disorder that affects the
enteric nervous system (ENS), leading to impaired intestinal motility. Clinically, it most often
manifests as chronic constipation and megacolon formation. The disease is characterized by
morphological changes in ganglion cells, especially in the submucosal (Meissner's plexus) and
myenteric (Auerbach's plexus) plexuses. In type B, there is ganglion hyperplasia and an
increased number of acetylcholinesterase-active nerve fibers. NID was first described in 1971
by Meier-Ruge et al. (1). It may occur in isolation or in combination with other enteric
neuropathies, most commonly Hirschsprung's disease, which complicates the clinical and
histological differentiation between the two. Diagnosis requires histopathological analysis,
including special acetylcholinesterase staining, and remains challenging due to the lack of
standardized diagnostic criteria and protocols (2).

MATERIAL AND METHODS

The literature review was prepared by searching the PUBMED/Medline, Embase, and Cochrane
Library databases using the keywords: neuronal intestinal dysplasia, megacolon, chronic
constipation, and Hirschsprung's disease. In addition, we present a case of a patient with
similar symptoms who was treated surgically.
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RESULTS
NID is most commonly classified into two main types: Type A and Type B (1, 3).
e Type A (Sympathetic Dysplasia): Characterized by a deficiency or absence of
sympathetic neurons regulating intestinal motility (1).
Features: Agenesis or hypoplasia of sympathetic innervation; predominant
parasympathetic activity, leading to ineffective and unregulated motor
contractions. Very rare — accounting for <5% of all cases (4).
Clinical signs include colic, diarrhea, and occasionally alternating constipation.
Diagnosis requires specialized histochemical staining and assessment of
sympathetic fibers (3).
e Type B (Ganglionic Dysplasia): The most common form, characterized by
hyperplasia of ganglia in the submucosal plexus (5).
Features: More than 8—-10 ganglion cells per ganglion, presence of "giant ganglia",
and increased acetylcholinesterase (AChE) activity, especially in the muscularis
mucosae and lamina propria (3). Clinical manifestation usually occurs after the
neonatal period, with chronic treatment-resistant constipation and abdominal
discomfort. It accounts for over 90% of all NID cases and may also be found in
adults with unexplained gastrointestinal symptoms (6).
In some cases, type B coexists with Hirschsprung's disease, making diagnosis more complex
and requiring precise histological differentiation (4).
NID is a rare congenital ENS disorder, often underdiagnosed due to nonspecific symptoms and
diagnostic difficulties. Prevalence varies by region, criteria, and patient age, ranging from
1:3,000 to 1:7,500 live births (4). Type Bis significantly more frequent than type A, representing
90—-95% of diagnosed cases (1,3). Type Ais extremely rare and poorly documented. The age of
onset for Type A is predominantly neonatal. Type B typically manifests within the first months
of life but may be diagnosed during adolescence or adulthood (6). Some data suggest a slightly
higher incidence in males, though not statistically significant (3).
NID, particularly type B, is considered a disordered development of the ENS following normal
neural crest colonization of the bowel. Unlike Hirschsprung's disease, where ganglion cells are
absent, in NID, they are present but morphologically and functionally abnormal (1).
Pathological Features of Type B include hyperplasia of submucosal plexuses; >8 ganglion cells
per ganglion; hyperinnervation of the muscularis mucosae and lamina propria, and increased
acetylcholinesterase (AChE) activity. These changes cause dysregulated neuro-motor
coordination, clinically leading to delayed intestinal transit, constipation, and abdominal
distension (3). Some researchers propose that type B NID may represent a reactive hyperplasia
of the ENS in response to chronic constipation, rather than a true congenital dysplasia—a topic
still debated in the literature (2).
Although the pathogenesis of NID is less well understood than Hirschsprung’s disease, some
studies suggest a genetic link, especially in familial cases or with associated congenital
anomalies. Involvement of the following genes is suspected: RET proto-oncogene — studied as
a common factor in ENS anomalies; GDNF — supports ganglia maintenance, and EDNRB and
EDN3 — associated with neural crest migration.
A key study by Fernandez et al. (2009) investigated the role of RET in type B NID patients,
identifying specific polymorphisms that may act as modifiers, though not causative (5). Unlike
Hirschsprung's disease, no known pathogenic mutations have been definitively linked to NID.
Around 30-—-35% of patients with NID have other congenital anomalies, including
Hirschsprung's disease, genitourinary malformations, and genetic syndromes (e.g., Down
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syndrome)(5). A combined form with Hirschsprung's is seen in 10—20% of Hirschsprung's
cases, making NID a crucial differential diagnosis (4).

Typical symptomsinclude chronic constipation, abdominal pain and distension, and difficulties
with flatulence and defecation (4, 6). Manifestations vary based on age, morphological severity,
and NID type (A or B). Symptoms often mimic other intestinal dysmotility disorders, especially
Hirschsprung's disease, leading to delayed diagnosis (1, 2).

Physical findings may include: empty rectum on digital rectal exam despite fecal retention
proximally; regular neurological exam, and infrequent or absent defecation.

Hirschsprung's disease may coexist with overlapping symptoms but requires different
treatment approaches (1).

Diagnosing NID is challenging due to the nonspecific clinical features, lack of universal
diagnostic standards, and the need for invasive histological analysis — rectal biopsy with
histological and histochemical staining.

Patients often are diagnosed retrospectively or after treatment failure for chronic
constipation (3,4,6). Main histological criteria (1) are: 20% of ganglia with >8 ganglion cells
(“giant ganglia”); 1 giant ganglion per 2 mm? of submucosa; hyperplasia of nerve plexuses;
hyperinnervation of the muscularis mucosae. Histochemical and immunohistochemical
markers include AChE — increased in lamina propria and muscularis mucosae; and S-100,
PGP9.5, calretinin — for ganglia and nerve fibers visualization (3)

Genetic testing for RET and other Hirschsprung-related genes may suggest a genetic basis in
some type B NID cases (5), especially with familial history or congenital anomalies, though it is
not mandatory.

Imaging studies are crucial and support diagnosis: contrast enema — may show colon dilation
but lacks a transition zone (unlike Hirschsprung'’s); manometry — abnormal reflexes; rectoanal
inhibitory reflex may be preserved in NID, aiding differential diagnosis.

Differential diagnosis includes Hirschsprung's disease, functional constipation, Ogilvie's
syndrome, and chronic idiopathic intestinal pseudo-obstruction.

Both NID and Hirschsprung’'s disease are the most common neurointestinal dysplasias,
presenting with intestinal dysmotility, constipation, distension, and delayed defecation.
Despite similar symptoms, they have distinct pathogenesis, histology, and treatment
strategies (1, 3).

Comparison between Neuronal Intestinal Dysplasia (NID) and Hirschsprung'’s Disease

Characteristic Neuronal Intestinal Dysplasia (NID) | Hirschsprung’s Disease
Aganglionosis (absence
Pathogenesis Hyperp.la3|a of ganglion cells and of ganglion cells) in the
nerve fibers submucosa and
myenteric plexus
Onset of Symptoms Early childhood or later Neonatal (90% within
ymp (sometimes in adulthood) first 6 weeks)
) Almost always delayed
Meconium Passage Often delayed, but not always (>48 hours]
Digital Rectal Examination Empty rectum, put with a retained | Empty rgctum,
fecal mass proximally hypotonia
Rectoanal Inhibitory Reflex Usually preserved (on anorectal Absent
manometry)
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Hyperplasia of ganglia (>6 | Absence of ganglia +

Biopsy — Histology cells/ganglion), presence of giant | hypertrophied nerve
ganglia fibers
AChE Staining Increased activity (hon-specific) StrongIY mcrea.sed "
the lamina propria
. . S-100, PGP9.5, S. calretinin — mark | Calretinin (-) in
Immunohistochemistry . L
ganglion cells aganglionic zone
. Possible RET mutations are | RET, EDNRB, GDNF —
Genetics . . .
inconsistently present well studied
TREATMENT

Conservative management includes dietary modifications, laxatives, and rectal irrigations (4)
In severe cases, surgical treatment may be necessary (6). Due to the nonspecific and
heterogeneous nature of symptoms, treatment must be individualized, based on symptom
severity, treatment response, and histological findings (1, 2).

Most patients, especially those with mild symptoms, respond to non-surgical treatment
similar to functional constipation therapy - dietary changes, osmotic laxatives, stimulant
laxatives, and rectal enemas. The success rate of conservative treatment is high: 60—80% of
patients with type B NID improve or experience full symptom resolution (3).

Surgical treatment is reserved for: severe, medication-resistant NID; established megacolon;
frequent hospitalizations; poor quality of life. Surgical options include: segmental resection —
in localized NID; colostomy/ileostomy — for decompression; total/subtotal colectomy with
coloanal anastomosis — if unclear extent or similarity to Hirschsprung's disease.

Histological mapping of the affected segment is critical, as improper resection may not relieve
symptoms (1).

Patients with NID require long-term monitoring, periodic assessment of intestinal motility, and
support in managing recurrent constipation.

CLINICAL CASE

We present the case of a 37-year-old male with a history of abdominal discomfort and
constipation, with regular use of laxatives with variable effect. The patient underwent multiple
endoscopies with no histological confirmation of NID. Imaging suggested megacolon.
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Surgery revealed a dolichocolon, predominantly on the left side and sigmoid colon
(dolichosigma), and a high position of the splenic flexure. Segments of the colon were
moderately dilated. On palpation: thinned intestinal wall, reduced tone, and near absence of
peristalsis.

Histological findings revealed no direct signs of aganglionosis, but the presence of follicular
hyperplasia and chronic functional intestinal obstruction, which are indicative of NID type B.

CONCLUSION

NID remains a diagnostic and therapeutic challenge due to its overlap with Hirschsprung's
disease and other enteroneuropathies. A multidisciplinary approach is essential for accurate
diagnosis and optimal management.
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