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CyLwiecTByoT N
HEeMPOIHAOKPUHHbDbIE KNEeTKU B
npeacraTteNIbHOU Kenese?
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HeuposHaoKkpuHHbie knetku (HIK)

npeacratesbHOM Xenesbl

B HOpme, Hapaay ¢ Knetkamu 6asanbHOro u cekperopHoro anutenunsa, HIK Bcerpa

NPUCYTCTBYIOT B NpPeACTaTe/ibHOM Kenese.

HOK, 6a3anbHbii U CEeKpPeTopHbIU

3NUTENNIA nmetloT obLiee nponucxoxKaeHune (NAOPUNOTEHTHBLIE CTBOIOBbIE K/IETKH).
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Pathol Res Pract. 1986 Dec;181(6):675-83.

Peptide-hormone- and serotonin-immunoreactive cells in normal and hyperplastic prostate glands.
Abrahamsson PA, Wadstrom LB, Alumets J, Falkmer S, Grimelius L.

Abstract

Peptide-hormone- and serotonindimmunoreactive cells of endocrine type are present both in the normal prostatic gland and in the nodules of benign
prostatic hyperplasia of man. They are located in the epithelium of the acini and the ducts of all the different parts of the gland, as well as in the
urothelium of the prostatic part of the mucosa of the urethra. The endocrine cells are usually argyrophil, sometimes even argentaffin, and
immunoreactive with neuron-specific enolase; they can be either of open or of closed type and usually occur widely scattered as single cells. Three
kinds of endocrine cells were observed both in the normal gland and in the hyperplastic parenchyma. In the by far most prevalent type serotonin was
found to co-exist with a peptide immunohistochemically related to the thyroid stimulating hormone (TSH). In a more rare type serotonin co-existed
immunohistochemically with calcitonin. The third kind of endocrine cells was somatostatin-immunoreactive cells; they were also rather rare. The only
difference observed between the normal and hyperplastic parenchyma was an increase in the number of all the three kinds of endocrine cells in the
hyperplastic nodules. The endocrine cells could easily be visualized by means of silver-staining technigues, even using conventionally formalin-
fixed, paraffin-embedded specimens.
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Helpo3HAOKPUHHbIE KNETKU
npeacratesibHOM Xenesbl

HenposHaoKpuHHble Knetkm (HOK) B HOpme npucytcTBYlOT BO BCeX OTaenax
NnpeacTaTteNbHOM Xenedbl NpU poXaeHuU. UX uyncno yeBennumBaeTca BO Bpems
nybepTaTHOro nepuoaa.
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Abstract
A morphometric analysis was performed to obtain quantitative data on age-related changes in prostatic endocrine cell (PrEC) density. Sixty prostates Application of computer image analysis in

from subjects aged 14-74 years were studied with a semi-automatic image analysis system (ASM 68K, Leitz) applied to sections immunostained for ~ endocrine cell quantification. [Histochem J. 1397]
chromogranin A-reactive cells. The highest density of PrECs (0.366 cells/mm of epithelial length) was found in the 25-54 year age group. which was  age-related changes in guinea pig prostatic
significantly different from that found in prostates of the younger (0.311 cells/mm) and the older {0.261 cells/mm) age groups. The data probably stroma. [Lab Invest. 1994]
reflect the higher incidence of incompletely developed glandular units in the younger group and the formation of new alveoli related to the usual Evaluation and clinical value of

glandular hyperplasia that occurs with increasing age in the older group. neuroendocrine differentiai [Prostate Suppl. 1998]

PMID: 8180778 [PubMed - indexed for MEDLIMNE] Differentiation path]ﬁays and
K histogenetic aspects of normal a [Prostate. 1996]
¥

See reviews

Battaglia S. et al., 1994 www.uroline.ru




HWUW yponornn n nirepeeHynoHHon paguonorum umedn H.A. JlonatkuHa

HelposHAOKPUHHbDbIE KNEeTKU
npeacrate/ZIbHOM Xenesbl

H3K yawe Bcero pacnonaraloTca B NnepuypeTpasibHOMN 30HE, HEXKEeNU B
nepudepuyecKkoin 30He NnpeacTaTeNIbHOM Kenesbl.
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Abstract Neuroendocrine pathogenesis in
BACKGROUND: Neuroendocrine differentiation in prostatic carcinema may be related to the growth and prognosis of prostate cancer, especially adenocarcinoma of the prostat [Ann Oncol. 2001]
androgen-insensitive tumors. Neuroendocrine differentiation in
MATERIALS AND METHODS: This update reviews new investigations relating to neuroendocrine differentiation of prostatic carcinoma building on prostatic malignancy. [Cancer. 1996]
two previous review articles. All relevant publications are systematically reviewed. Neurcendocrine differentiation in
prostatic carcinoma. [Prostate. 1999]

RESULTS: New developments include the detection of bombesin, calcitonin and serotonin receptors, as well as a clearer delineation of the role that
neuroendocrine products play in the growth, invasiveness, and motility of prostate cancer. Prognostic studies are still somewhat contradictory, but Evaluation and clinical value of

those studies and studies related to serum/plasma levels of neuroendocrine products in prostate cancer suggest that neurcendocrine differentiation neurcendocrine differential [Prostate Suppl. 1998]
may be more important in androgen-independent tumors and metastatic tumors than in hormone-sensitive and locally recurrent tumors. New cell line Neurcendocrine differentiation in
xenograft and transgenic mouse models for neuroendocrine prostatic carcinoma are described and will provide the basis for further investigations into prostatic carcinoma: an update [Ann Oncol. 2001]
the role played by neurcendocrine differentiation in prostatic carcinoma.

CONCLUSIONS: MNeuroendocrine differentiation in prostatic carcinoma is of great potential significance but needs to be better defined before its See reviews...

significance can be accurately assessed. Seeall...

PMID: 9620666 [PubMed - indexed for MEDLIMNE]
| £ 2 Cited by 3 PubMed Central articles &

Mammerned AP A And AW TR mnnn

DiSant’Agnese P. A. et al., 1998 www.uroline.ru




HWUW yponornn n nirepeeHynoHHon paguonorum umedn H.A. JlonatkuHa

HelposHAOKPUHHbDbIE KNETKMU

Abrahamsson P.A., 1986; Nakada S.Y., 1993
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H3K copepiKaT ceKpeTopHble
rpaHynbl;

HOK 06bnapatot SHAOKPUHHOM
ceKpeuueum;

H3K vacto obnapator
apruHodPUNbHOMN U AaxKe
apreHTopUNbHON OKPACKOW;

H3K akcnpeccupytot
HEMPO3HAOKPUHHDbIE MapKepbl
(xpomorpaHuH A,
CMHaNToPU3MH U T.4.)

HOK He copep:KaT
aHApOreHOBbIX peuenTopos.
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HelnposHAOKPUHHDbIE KNEeTKH
npeacraTte/ZIbHOM Xenesbl

H3K cekpeTtupyior:
= XpomorpaHuH — A (Cg-A)
= CepoTOHUH
= Cg-B
= CekpetorpaHuH (Cg-C)
=  KanbuWTOHWH
= KartakanbuuH
= BombeH3uH
= ComaTocTaTuH u Aap.

Sciarra A et al., 2011 www.uroline.ru
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pynna HEMPOIHAOKPUHHDbIX onyxoneu

* AJeHOKapuMHOMaA C HEMPOSIHAOKPUHHOM
anddepeHumposKom (8574/3)

* BblicoKognddpepeHunpoBaHHaA
HEeMpPO3HAOKPUHHAA onyxob (8240/3)

*  MenKoOKNeToYHbIN HEUPOIHAOKPUHHBIN PaK
(8041/3)

* KpynHOKAETOYHbIN HEMPO3IHAOKPUHHbIN paK
(8013/3).
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pynna HeMpPO3HAOKPUHHDbIX onyxosieun

* He 3amewaloT TKaHb NOAHOCTbIO (06pa3ylOT cCKONEeHUA
— «rHe3aa»)

* B OCHOBHOM BCTPEYAIOTCA B COMETAaHUMU C alMHAPHOMU
afeHOKapLUHOMOM.

* CnoXXHbl B ANArHOCTUKe, T.K.
- MOryT UMUTUPOBATb Agpyrme ¢opmbl paKa npeacrate/ibHOMU
enesbl
- LICNO/NIb30BaHME HEMPOIHAOKPUHHBLIX MapKepoB He
PEKOMEHAO0BAHO B PYTUHHOMN NpPaKTUKe.
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ANEHOKAPUMHOMA C HEMPOSHAOOKPUHHOMU
AUDDEPEHLIMUPOBKOM (8574/3)

* AAeHOKapLuUuHOMa C HeMpPO3HAOKPUHHON AnddepeHLUPOBKOM

* AAeHOKapumMHoma c Knetkamu lNaHera




HWUW yponornn n nirepeeHynoHHon paguonorum umedn H.A. JlonatkuHa

ANEHOKAPLUMHOMA C HEMPOSHAOKPUHHOM

ANDDEPEHLIUPOBKOU
.‘, 1’0' ‘ ’ '{
BcTtpeuaerca
B10-25%
’PPNX
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AAEHOKAPUUHOMA C K/ZIETKAMU NAHETA
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MEJTKOKNETOYHbIN HEUPO3HAOKPUHHbIN PAK
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BcTtpeyvaetca ot 0,5 o 1% onyxonen npeacratenbHOU XKenesbl
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TMMNOTE3bl BOSHUWKHOBEHUA

* MMponndepaums ye MMeoWwmnxcs HEMPOIHAOKPUHHbBIX KNEeTOK

e InddpepeHunpoBKa de NOVo CTBONOBbIX K/1ETOK

* TpaHcanddepeHUMPOBKA KNETOK NEPBUYHOM ONYXONU
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cAMP ADT IL-6
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OUATHOCTUKA

OcHoBHOM meToa AnarHoctnkm UMX-nccneposaHune
(xpomorpaHuH A, cnHantopusmuH, CD56, TTF-1)

*CD56 Hanbonee yyscTBUTENbHDbIU, HO HauMeHee cneunPUUHbLINI
MapKep

*XpomorpaHuH A Hanbonee cneunPunuHbIN

*Hannyuwee oTHOLWEHUE YYBCTBUTENIbHOCTU U cneuynPUUHOCTHU
oTme4yaeTtca y CMHanTopu3uHa

*TTF 1 skcnpeccupyetca B 6onee 50% cnyyaeB MeNKOKNETOUHOrO
PIXK.
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NMEPCNEKTUBbI AUATHOCTUKU

Amnandukauma oskoreHos AURKA n MYCN

- runepakcnpeccua B 40-80% onyxoneun ¢ HIA v amwb 5% B
nepsuyHbIX PIMK

- He 3KcnpeccmpyroTca Nnpu AobpoKauecTBeHHOM runepnaasmm

- accoummnpoBaHa c BO3HMKHOBeHMem o4varos HI/[1 B xoae
AanbHenwero passutua PMK
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YpoBeHb cXrA npu 3abosnesaHnAX NnpeacTaTte/ZIbHOU Xenesbl

MoBbiweHne yposHA cXrA BbiaBAeHO Y 36% 6onbHbix MNP 1 y 45% 60nbHbIX

PPN (p < 0,05).
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® Author information

Abstract
BACKGROUND: Circulating neuroendocrine markers were measured in patients with prostate carcinoma (PC), prostatic intraepithelial neoplasia

(PIM). and benign prostatic hypertrophy (BPH) with the goal to: 1) evaluate the differences in the expression of these markers in patients with benign,

premalignant, and primary or metastatic PC; 2) evaluate their prognostic significance; 3) compare values in patients with hormone-naive and
hormone-refractory disease; and 4) assess changes after androgen deprivation or chemotherapy .

METHODS: Serum neuron specific enclase (NSE) (immunoradiometric assay) and plasma chromogranin A (CgA) (enzyme-linked immunoadsorbent
assay) were evaluated in 141 patients with BPH, 54 patients with PIN, and 159 patients with PC; 119 patients were bearing hormone-naive disease
and 40 were bearing hormone-refractory disease. CgA was monitored in 31 patients submitted to androgen deprivation and in 24 patients receiving
chemotherapy.

RESULTS: Supranarmal Cg& was observed more frequently in patients with American Urologic Association (AUA) Stage D2 disease (45.5%)
compared with those with Stage D1 disease (33.3%), Stage C disease (16.7%). Stage A/E disease (18.8%), PIN (25.9%), and BPH (17.0%) (P <
0.02). Supranermal NSE did not change in any of the patient subgroups. Elevated CgA was observed in 36.0% of patients with metastases who had
hormone-naive disease and in 45.0% of patients with hormone-refractory disease (P value not significant). Supranormal NSE and CgA values were
predictors for poor prognosis in patients with hormone-refractory disease. Elevated baseline CgA values decreased > 50% in 1 of 12 patients who
received luteinizing hormone-releasing hormone analogs and in 2 of 12 patients who underwent chemotherapy.

CONCLUSIONS: CgA appears to reflect the neurcendocrine activity of PC better than NSE. Elevated CgA values correlate with poor prognosis and
are scarcely influenced by either endocrine therapy or chemotherapy.

Copyright 2000 American Cancer Society.
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KacTtpaunmoHHo-pe3sucteHTHbin PIMK
U HEUPOIHAOKPUHHAA anddepeHUUPOBKa

H3 sbiaBneHa y 85,1% npu KPPMX: noBbiweHne XrA B CbIBOPOTKE KpoBu (54%),

TKaHeBoro XrA (67%) n peuentopoB K comatoctaTuHy SSTR2 (58%)
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Neuroendocrine differentiation in castration-resistant prostate cancer: a systematic diagnostic
attempt.

Matei DV, Renne G, Pimentel M, Sandri MT, Zorzino L, Botteri E, De Cicco C, Musi G, Brescia A Mazzoleni F, Tringali V, Detti S, de Cobelli O.
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Abstract

BACKGROUND: Assessing the neuroendocrine (ME) pattern in castration-resistant prostate cancer (CRPC) may prove useful in selecting potential
responders to target therapies such as somatostatin analogues. The aim of this study was to define a panel of markers or examinations appropriate
to characterize NE differentiation (NED).

METHODS: Forty-seven patients with CRPC underwent a systematic diagnostic attempt to characterize the NE phenotype using a plasma blood test
for chromogranin A (CgA) and immunchistochemical staining of needle biopsy-obtained specimens {CgA. somatostatin receptor 2 [SSTR2]. Ki-67.
and androgen receptors). In a subgroup of 26 patients. somatostatin receptor scintigraphy using (111)In-DTPA-d-Phe octreotide (octreotide
scintigraphy: Octreoscan. Covidien. Hazelwood. MO) was also performed

RESULTS: NED was found in 85.1% of patients (if serum CgA. tissular CgA. and tissular SSTR2 were considered separately: 54%. 67%. and 58%
respectively). Only 15% of the 26-patient subgroup had an abnormal octreotide scintigraph
a worse prognosis, patients with positive tissular staining had longer overall survival (OS).

CONCLUSION: This systematic approach to explore the NED in a quite homogeneous group of patients with CRPC seems reproducible and
appropriate. Further investigations are required to validate this panel and better characterize potential responders to targeted therapy.

Copyright © 2012 Elsevier Inc. All rights reserved.

PMID: 22401754 [PubMed - in process]
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AHaNorM COmMmatToCctaTmHa

fopmoHanbHaAa Tepanua metactatuyeckoro KPPIX B KomnaeKce ¢ aHanoramu
COMAaTOCTaTUHa B TeueHue 6 mec. no3Bonser 4obutbca yactnuHoro (cHu>keHue MNMCA Ha

50%) orBeTta B 59,5% (49,3-69,3%) cnyuaes.

How To (¥

= NCBI

Resources (V]

Sign in to NCBI

PublQed ;o =l

PubMed

US Nationsi Library of Medicine
Nationsl Institutes of Heaalth

Advanced

Display Settings: (%) Abstract Send to:

Anticancer Res. 2012 Aug;32(8):3283-S.

Dexamethasone plus somatostatin-analog manipulation as bone metastasis microenvironment-targeting therapy
for the treatment of castration-resistant prostate cancer: a meta-analysis of uncontrolled studies.

Toulis KA, Goulis DG, Msacuel P, Koutsilieris M.
Unit of Reproductive Endocrinclogy, First Department of Obstetrics and Gynecology, Papageorgiou General Hospital, Ring Road, 54601 Nea Efkarpia, Thessaloniki, Greece.

Abstract

BACKGROUND: Antisurvival factor therapy for prostate cancer cells (ASF) in castration-resistant prostate cancer. is a hormonal manipulation
consisting of a somatostatin analog. which reduces the growth hormone-dependent, systemic IGF-1 production and of oral dexamethasone, which
supresses the urokinase type plasminogen activator -mediated "local” increase of IGF-1 biocavailability in the bone metastases, while the patients
continue on a luteinizing hormone-releasing hormone analog therapy. Aim: To revisit relevant evidence and provide a guantitative summary estimate of
ASF efficacy.

MATERIALS AND METHODS: A structured review of relevant literature and a meta-analysis of uncontrolled studies and cohorts within trials was
carried out at tertiary academic centers. A computerized literature search was conducted in the electronic database Medline from inception to
January 2012. To be eligible for inclusion. a study had to report data on the efficacy of ASF in the treatment of castration-resistant prostate cancer,
mdependently of study design or duration. Data synthesns was performed usnng restricted maximum-likelihood random effects model.

The probablhty of a pamal response within six months

median overall survival of 16 months). The uncontrolled nature of the evidence and the paucity of other outcomes of interest need to be taken into
account in the interpretation of the results.

CONCLUSION: ASF manipulation is a safe alternative to standard therapy and induces partial remission lasting for at least six months. This partial
response is consistently accompanied with an improvement in bone pain. performance status and quality of life.

PMID: 22843802 [PubMed - indexed for MEDLINE]
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MosbiweHue XrA npu 3abonesaHusx,
He CBA3aHHbIX C NpeAcTaTe/IbHOM Xene3oun

*  H3A onyxonu »enyao4yHO-KULLIEYHOro TPaKTa

— B 92% cnyyaeB npu aKTUBHOMN raCTPUHOME;
— B 60% cnyuyaeB y 60/1bHbIX C CHHAPOMOM MHOECTBEHHOM SHAOKPUHHOM Heonna3uu 1 Tuna;

* CeKpeTupylowasn/HeceKpeTupyiowime ropmoHbl u amuHbl HI0 noa)kenyaouHom xenesbl
* BonbHbIE C CUHAPOMOM MHOXKECTBEHHOI SHAOKPUHHOI Heonnasum 1 Tmna

* [MayueHTbl CO CHUXKEeHHOU PYHKLUMEen NnoYeK

*  Atpoduuyeckum racTpur

* JleyeHue UHTIMOBUTOPAMM NPOTOHOBOM NOMMbI

*  Onyxonb MO3roBoro €108 HaANOYEe4YHMUKOB

¢ OﬂyXOI'Ib napawuMToBUAHDbIX XKenes
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BbiBOAbI

1. H34 npu PMNX moxKeTt 6bITb 0g4HOI U3 NnprunH pas3sutua KPPIMXK;

2. XrA aBnsetca Ba)XHbIM MOKa3atenem Bblbopa, NPOrHO3UPOBAHUA U
KOoHTpona 3¢dekta nedeHna 6onbHbix KPPMX, HanpaBneHHOro Ha
noaasnieHne aKTUBHOCTU HEWUPO-IHAOKPUHHDLIX K/NETOK Oonyxonum
MCNOa1Ib30BaHUEM NPOSIOHIMPOBaHHOU GOPMbI OKTpeoTUuaa-4eno;

3. HasHaueHuMe aHanoroB comatoctatMHa Yy 6onbHbix KPPMX ¢
NOBbIWEHHbIM XrA CbIBOPOTKM KPOBU ABAAETCA NaTOreHeTU4ecku
obocHoBaHHbIM u no3Bonfaer pobutbca cHukeHma MCA y 71%
NauMeHTOoB.

4. UenecoobpasHO BKAWUYUTbD B anroputm obcnepgoBaHUA 60AbHbIX
KPPIMNX onpepeneHne XrA cbiBOPOTKU KPOBMU.






