PE3YNbTATbI XUPYPITMUECKOIO NNEMEHUSA
HEUPO3HOOKPUHHbIX HOBOOBPA30OBAHUA

XXENYOKA

boxsaH B.1O., lNeperopognes W.H., denektopckasa B.B.

PIrey «HMUL oHkonorum nm. H.H. bnoxnHa» Muusgpasa Poccuu



. HM/LOHKOIIOTWM um. H.H. roxusa M3 PO
ANMaeMmnororus

HenpoaHaoKkpuHHbIE Heonnasuu xenyaka (HOH) — peakas rpynna anutennanbHbIX
HOBOOOpa30BaHUM Xenyaka

= 1% B CTpPYKTYype HOBOOBOpa3oBaHUM Xernyaka
= 6.9 % (5.6% - 8.7%) B cTpyKkType HOH nuweBaputenbHON cUCTeMbI

A Year i Y )
N L Year Incidence (95% CI
6.00 == Incidence of all malignant neoplasms 600 ’ B
= Incidence of neuroendocrine tumors 1973 1.09 (0.92 o 1.28) 1.40 = Lung
1974 1.40 (1.22 to 1.61) )
- 1975  1.58 (1.39 to 1.78) —~ Appendix
4] 1976 1.37 (1.20 to 1.56) - Stomach
g 5.001 1977 1.61(1.42 to 1.81) 1.20 Colon
i 1978 1.43 (1.27 to 1.62) —4 Small intestine
1979 1.66 (1.48 to 1.86)
= 1980 144 (1.28to 1.63) =+ Rectum
5 1981 1.30 (1.14 to 1.48) o 1.00- =+ Cecum
S 400 o 1982 1.57 (1.40 to 1.76) [=] —— Pancreas
= S 1983 1.63 (1.46 to 1.83) b
o = 1984 1.71 (153 to 1.91) S
5 =] 1985 1.70 (1.53 to 1.90) — 0.801
= 5 1986 2.65(2.42 10 2.88) 5
S 3.001 =4 1987 2.76 (2.53 to 3.00) o
o @ 1988 2.82 (2.59 to 3.06) ®
S = 1989 3.00(2.76 to 3.24) o 0.60
2 3 1990 2.91(2.68 to 3.15) c
S e 1991 3.17 (2.94 to 3.41) g
—  2.00- = 1992 3.21(3.01 to 3.41) S
2 1993 3.31(3.11to 3.51) = 0.40
© 1994 3.41(3.21 t0 3.62) -
2 1995 3.95 (3.74 to 4.17)
] 1996 4.1 (3.89 to 4.33)
'S 1.00-] 1997 4.27 (4.05 to 4.49) 0.20
= 1998 4.71 (4.49 to 4.95)
1999 4.73 (4.50 to 4.96)
2000  4.84 (4.68 t0 5.01)
2001 4.63 (4.47 to 4.79) 0IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 2002 506(490t05.23) [ | 4 4 4 5 o 4o o o oo o o oo o o NN
2003 5.21(5.04t05.38) 9 998 8 88838 8 88 388
2004  5.25 (5.09 to 5.42) W AN ©® =2 WAaN 2w N0 2
Year

* One Hundred Years After “Carcinoid”: Epidemiology of and Prognostic Factors for Neuroendocrine Tumors in 35,825 Cases in the United States James C. Yao,
Manal Hassan, Alexandria Phan JOURNAL OF CLINICAL ONCOLOGY VOLUME 26 NUMBER 18 JUNE 20 2008



. HMALOHKOOrMM um. HH. Bnoxuna M3 PO
Knaccudukauus

803 2010 o -

Buicokogngp. HO0 Gl =2
H30 H30 G2 3-20
Huskognd. HOP
(Menko- HOP G3 > 20

/KPYMHOKNETOYHbIN)

+ ctaana TNM

70-80% 5-6% 14-25%
Adpakiep MHoxectB.  MHoxects. ConuTap.
nopaxeHus
don ATpocpuu. MOH-1/ Hert
racTput [acTpuHOMa
Grade Grade1l  Grade 1/2 G;?:g ©

Bosman FT, Carneiro F, Hruban RH, Theise ND WHO
Classification of Tumours of the Digestive System, 2010

Delle Fave G, ENETS Consensus Guidelines,
Neuroendocrinology 2016



UICC TNM Classifications of Malignant tumors 8™ edition
(Well-Differentiated gastric NETS)

Tx — lNepBrn4yHas onyxonb He MOXET BbITb OLEHEHA
TO — lNepBUyHasa onyxosib He onpenensaeTcd
T1 — Onyxonb MHPUNBETPUPYET CODCTBEHHYHO 0OONOYKY CNU3NCTON UK MOACU3UCTbLIN CNON K
e€ pa3mepbl <1 cm
T2 — Onyxonb MHPUNBETPUPYET MbILLEYHYO 060I04KY UK CybCcepo3HbIn Crou UK €€ pasmepbl
>1 cm
T3 — Onyxornb npopacmaem cybcepo3Hbil criou
T4 — Onyxosnb rnpopacmaem 8 cepo3Hyro 060II04YKY 1M pacripocmpaHsaemcsi Ha cocedHue
CMpyKmMypbl

NXx — PermoHapHble numgaTtnyeckme yanbl He MOryT BbITb OLEHEHbI
NO — HeT npnaHakoB nopaxeHus numdgaTnyecknx y3snos
N1 — PernoHapHbie numdaTtmyeckme y3ssbl nopaxeHsol

MO — OTaanéHHbIX MeTacTa3oB HET
Mla — monbko Memacmamu4yecKoe rnopa)keHue rnevyeHu
M1b — mornbKko 8Herne4eHOYHbIE Memacmasbl
M1c — memacmamuydecKoe riopaxeHue rnevyeHu u memacma3sbl Opyaux siokanusayuu



[lnarHocTuka

NHCTpyMeHTanbHasa n naboparopHas AnarHocTuka

- [acTpockonua + buoncua + QHaocoHorpadus

KT/MPT

CunHTUrpadums c aHanoramm comMaTocTaTUHOBLIX PeLEnToOpPOB
Mapkepbl (raCTpuH, XpomMmarpaHuH A)

oAr-roT

—

CumnHTUrpadunst KOCTen cKkereTta

Mopdonorndyeckaa agnarHocTuka
- TUCTONOrM4yeckoe ncecrnegoBaHue
* UMMYHOIMCTOXMMUYECKOE uUccnegosaHue

Tun
Pasmep

T — cTaTtyc
N — cTaTtyc
M — cTaTyc

Ki-67 (%)
SSTR



JleyeHne

- Tun 1 — QHOocKonnyeckoe/ Xxmpypruyeckoe rnedeHue
- Tnn 2 — xnpypruyeckoe revyeHue
- Tvn 3 — QHOOCKONMNYECKOE/XUPYpPrnyeckoe revyeHmne
- HOP — XT/xupyprmnyeckoe neyeHme

- + @aHariora comaTtoctaTuHa
- + MHrIMbuTOopbl MTOR



PekomMmeHaauun:
NCCN/ESMO/ENETs/RUSSCO

National NCCN Guidelines Version 2.2018
g"‘“l"e}‘e“s“’e Neuroendocrine Tumors of the Gastrointestinal Tract, NCON Guidolinga Index
ancer . 1able of Contents
Network® Lung, and Thymus (Carcinoid Tumors) Discussion
CLINICAL EVALUATION® PRIMARY TREATMENT®/SURVEILLANCE
LOCATION . Annual ic surveil and
Hyper- resection of < of tumors
gastrinemic/ prominent and . .
Type 1 « Vitamin B.. level tumors Consider antrectomy if gastric tumors are
i - 12 - increasing significantly in size or number™
(a"?'_’:_“c « EUS as clinically indicated
giagsh"glass’!?i:: Metastatic disease (See NET-10)
Lm . .
cen PH) « Abdominal multiphasic® CT Resect primary gastrinoma (See PanNET-2)
. MRI
* Gastric :Zsp!er:'" emic/ + Somatostatin receptor- Consider endoscopic surveillance and
biopsy Type 2 based imaging (ie, ®*Ga- Primary i ion of i tumors
* Serum (Zollinger- dotatate PET/CTY [preferred] astrinoma and/or
Gastric +| gastrin level¥ . g or somatostatin receptor 9 Consider octreotide® or lanreotide®
« Consider E‘Illso:., no scintigraphy) not ted and
Gastric atrophic \ « EUS as clinically indicated resecte! Manage gastric hypersecretion with high-
| as g:g:::gs‘,v“"’w + Other biochemical evaluation, dose proton pump inhibitors
appropriate as clinically indicated
:Eggomi"al multiphasic® Metastatic disease (See NET-10)
N . CTorMRI
g:sr:“ﬁ: i > : E:;nez!?;;glmgre((i:ee’ ptor- Radical resection with lymphadenectomy
Type 3" %Ga-dotatate PET/CT ro
Consider

aSee Principles of Patholo

bSee Principles of Biochemical Testing (NE-B).

ic or surgical

[p ] or
receptor scintigraphy)

for Diagnosis and Reporting of Neuroendocrine Tumors (NE-A).

Multiphasic imaging studies are performed with IV contrast.

d55Ga-dotatate PET/CT is more sensitive than somatostatin receptor scintigraphy for
determining somatostatin receptor status. PET/CT of skull base to mid-thigh; CT with IV
contrast when possible. Data are limited on the optimal timing of scans following administration

of somatostatin analogs.

eSee Surgical Principles for Management of Neuroendocrine Tumors (NE-C).

KSerum gastrin can be falsely elevated with proton pump inhibitor (PP1) use. To confirm diagnosis,
it should ideally be checked when fasting and off PPI for >1 week. However, PP should be
continued in patients with overt clinical symptoms of gastrinoma and/or risks of complications.

Elevated gastrin levels

'wedge resectionP (if no evidence of
lymphadenopathy on EUS)

are usually diagnostic of type 1 or type 2 tumors.

™For rare, >2 cm, type 1 gastric tumors, workup should include multiphasic
CT or MRI of the abdomen. Primary tumor resection and antrectomy
should be perfomed as clinically indicated. For metastatic disease, NET-10.
"Type 3 gastric neuroendocrine tumors tumors are sporadic, unifocal, and
unassociated with either atrophic gastitis or Zollinger-Ellison syndrome.
oSee Principles of Systemic Anti-Tumor Therapy (NE-D).

PEndoscopic resection should be reserved for small (<1 cm), superficial, low-

grade tumors.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial.

2

in clinical trials i

Annals of Oncology 23 (Supplement 7): vii124-vi130, 2012
doi10.1093/annonc/mds295

clinical practice guidelines

Neuroendocrine gastro-entero-pancreatic tumors:
ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up’

K. Oberg!, U. Knigge?, D. Kwekkeboom? & A. Perren* on behalf of the ESMO Guidelines Working
Group®

"Department of Endocrine Oncology, University Hospital, Uppsala University, Uppsala, Sweden; 2Dep: of Surgery, Ri it Co ), Denmark;
Department of Nuclear Medicine, Erasmus Medical Center, Rotterdam, The Netherlands; “Institute of Pathology, University of Bern, Bern, Switzerland

ENETS Consensus Guidelines Update for
Gastroduodenal Neuroendocrine Neoplasms
G.Delle Fave? D.O'Toole® A. Sundin® B.Taal P.Ferolla® JK Ramagef

D.Feroned T.Ito" W.Weber' Z Zheng-Peil W.W.De Herderk A.Pascher'
P. Ruszniewski™ all other Vienna Consensus Conference participants

MPAKTUYECKME PEKOMEHAALIVM
MO AEKAPCTBEHHOMY AEYEHUIO
HEMPO3HAOKPUHHBIX OMYXOAEM
KEAYAOHHO-KMLLIEYHOTO TPAKTA
N MOAXKEAYAOUHOM MEAE3bI

Kossewtin antopon: |

wose H B, Mipacers A




OnbIT HMVWL, oHKOMornm no Xxmpypruieckomy fie4eHuto
bornbHbIX H3O xenygka

==

* OueHka xapaktepa u
pesynsTaTtoB
XUPYPruveCcKoro
neYvyeHuns

*  KnuHuko-
Mopdonormuyeckas
XapakTepucTumka

* OueHka Ul X-
3KCnpeccumn peLenTopoB
comMaTocTaTuHa U
KOMMNOHEHTOB
CUrHarbHOro NyTu
mMTOR




KrnnHuko-mopdornorndeckas xapakrepmuctmka HOH xenyaka

NMoka3aTtenu

H30

HOP

p

Bo3pact (MeanaHa, gnanasoH) 55(19-69) 63(54-87) 0,030
[Mon (MyX4nHbI/XKeHLWuHbI) 6/11 14/5 0,0176
KnnHnyeckas kapTnHa (MMeeTcs/0TCYTCTBYET) 10/7 15/4 0,1464
CpegHasa NnpoaormKNTENbLHOCTbL BPEMEHN A0 16 5 0,4785
NOCTaHOBKM AnarHosa (Mec.)
KnnHnko-mopdonormdeckum tmn: 12/0/5 12/7 -
H3O (1/2/3), H3P (KK/MK)
Konn4yectBo y3noB (eAVHNYHbIE/MHOXECTBEHHbIE) 10/7 19/0 0,0029
Grade (1/11/111) 8/9/0 19 -
CpenHun pasmep (MegmaHa) 1,5 (1) 6 (5,25) 0,0007




[TokasaHus K XMpypriniyeckomy revyeHmnto

H30 HOP

- BblNoniHeHne OPC HeLl,eﬂeCOO6pa3HO - BO3MOXHOCTb BbINONHEHNS
BBMNAOY BornbLIOro KonnyecTea paaVKanbHO onepaumum

onyxaoJieBblX O4aros
< + OCMNOXHEHHOE TeYeHusa 3aboneBaHuns, B
° pa3BnTune peunamnBa Miint METAxXpPOHHOU

OMNyXonu rnocre nepeHecéHHomn paHee TOM Hucne npu pacnpocTpaHeHHbIX
OPC (HEBO3MOXXHOCTb BbIMOSTHEHUA doopmax
OPC)

 pa3mepbl Onyxoresoro ysna
npesBblllatoLLne 2 cm

* BbICOKUW MHOEKC NponndepaTnBHON
aktmBHocTU (Ki-67 > 5%)

- rnybokasa nHBasusi Onyxornun B CTEHKY
Xenygka (MbllwedHasa obonodka u
rnyoxe)

< MeTacTaTu4yecKoe rnopaxeHue
numdaTmnyecknx y3nos




ObbeEM onepaTuBHbLIX BMeLLaTeNbLCTB Y naumeHTos ¢ HOH

Grad dopma O61LEM onepaTMBHOro BMeLLaTenbCTBa
onyxo
pocTa
nm

1 KN

3 TIn
HOP

MynbsTuu.
EonHny.

MynsTuu.

EonHny.

EonHny.

NHdomner.

5
3
1
3

5
19

Kenyaka

N

15

10



Mopdornornyeckme u UMMYHOTMCTOXUMUYECKNE OCODEHHOCTU
HOH xenyaka

H3O

1tvn 8 4 - <2 3 - <4 3 1 -
3Tmn - 5 - <da 3 - 8—-18 - 1 -
HOP
-
<4b 10 30-80

MK 7 <4a 4 1 60-90 1 - 1



Koppenauua niaekc Ki-67 ¢ KInMHMUKo-mopdoonorm4eckmmm

doakTopamm

HAH * Pasmep

* [nybuHa nHBasuu

* Pasmep

HSO * [MybuHa vHBasum
» Ctaansa 3aboneBaHus

- Koppensuus He BbisiBreHa
H3P (p > 0,05)

S—

CunbHas, npamMagd, ctTaTUCTUYECKN
3Haymmas koppensaumsa (p < 0,05)



COOTHOLLIEHNE NAUUEHTOB C NPOrPecCUpoBaHNEM
3abonesaHus 1 6e3 B rpynne HOO n HOP

[E=Y
6]

10 O Be3 nporpeccupoBaHus

@C nporpeccupoBaHvem

OFRLPNWAUIUIO N
T T N N B 1

H30 H3OP

CpenHee Bpems o XapakTtep Bpemsa ot nporpecc.

nporpecc. (mec.) nporpecc. Ao cmepTtu (Mec.)

KK(3,16%) 103 Tlewew 31

HOP
(8, 42%)




O0Las NATUNETHASA BbKMBaeMOCTb Npu HOH: cteneHb
andbdoepeHUMPOBKN, TUM OMYXOIn

1,0

09 .
0'8 L
0,7}
0,6 |
05|
04}
03}
02}

0,1}

0,0

O6Las BbXKMBAEMOCTb

Grade |, 86 7%

log-rank p > ,05

0

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
Mecsubl

— Grade |
--- Grade ll
------- Grade ll

1,0

0,9

08¢}
0,7
0,6
0,5+
04}t
03¢}
0,2t

0,1t}

O6LWas BbIXXMBaeMoCcTb

-l Tvn1,909%

O~

i
T Tun 3, 60,0%

: O====-- T e —+

H3P, 45,9%

Tun 1/H3P log-rank p =,01

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96

Mecsupbl

— Tun 1
---Tun 3



O6Las naTuneTHAsA BekmuBaemocTb npu HOO: pasmep, T, N

O6Lwan BbIX1BaeMoCTb O6L@s BLXKBAEMOCTb
1,0 + T2 1000/ 1,0 A o m e e mmmmmmmm—m - - = —+
! <
ool e, ' 0 0o <2 cm, 100%
1
08 b\ 0.8
1
07 : T2, 68,6% .
—————— B e ,
0,6 0,6
05 22 cMm, 50%
' 0,5 — ;
0,4
0,4
03
0,3
0,2
0,2
0.1 log-rank p > ,05 o1
0.0 log-rank p <,05
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O6Las 5-neTHAA BbkKMBaeMocTb rnpun HOP: pa3mep, N,
paauKanbHOCTb

ObLwasn BbIXMBAEMOCTb
OG6LLasA BbPKMBAEMOCTb e

1,0
097 0,9
1
v <3 cmMm, 88% 08
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1
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1 1
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CBsa3b Ki-67 ¢ nporHo3om 3abonesaHus y 6onbHbIXx H30
Xenyaka

Ki-67 2% Grade | vs Grade |l Ki-67 5%

O6LPAs BbIXKXMBAEMOCTb O6uwas BbPKMBAEMOCTb
1,0
4 <5%, 90,9%
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OCHOBHbIE BbIBOAbI

- ['pn HOO xenygka nporHocTtuyeckoe
3Ha4YeHne MEeET pa3mep onyxonu 4o 2cm U
bornee 2cm; noporoBoe 3HavyeHune Kic7 5%

(HO He G1-G2)

-[1lporHo3 npu nokanusosaHHom HIP
GriaronpuATHbLIN

- Xupyprmdeckoe nedyeHue npu HOP nokasaHo
TOJSIbKO B paauKaribHOM o0beme



kenpecensa SSTR-2A B HOO xenyaka, Tun 1

Avrwo | Ko7
1T1n (n) | N+

(%0)

Grade I (8) 2 1-2 5(62,5%) 1(12,5%) 1(12,5%) 1(12,5%)
Gradell (4) 1 1 3-4 4 (100%) 0 0 0

kcnpeceunst SSTR-2A B HOO xenyaka, Tvn 3

Ki-67
™R (N

(%)
Grade Il (5) 3 8-18 0 2 (40%) 2 (40%) 1 (20%)

3|<C|'|peccm'-| SSTR2A B HOP xenyoka

(%)
KK(12) 5 30-80 0 3 (25%) 2 (16,6%) 7 (58,4%)
MK (7) 4 1 60-90 0 1(14,3%) 1(14,3%) 5 (71,5%)




CBs3b akcrpeccun SSTR2A ¢ nporHo3om 3aboneBaHns m
KIMMHUKO-MOPdpornorn4yeckumMmm npmsHakamm

KnuHunko-mopdonornyeckne npusHaku OOLasa NATUNETHASA BbIXKMBAEMOCTb

O6Lan BbXKMBAEMOCTb

1,0

CunbHas,

» [lnameTp 09l
obpartHad . Grade | 3 pel3h 87%
Koppenﬂul/lﬂ K ! CIJ ==t —=t—1 1=
C |'67 i 4
(p<105) 0,7 :
06} &
.y 1+/0, 49,2%
YMepeHHas, 05| L e A
obpartHad  [ybnHa nHBasuu Ll
Koppenauna « Bospact
(p<,05)
0,2t
Koppensuus 01}
log-rank p = ,04
He ® N+ 0,0 . . . . . . . . . . . g . p . N — oijas
BbIFIB.I'IeHa o I_Ion 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 140

Mecsubl

(p>,05)




BITAFOOAPHO 3A BHUMAHNE




