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U than kinh-noi tiét di can



Endocrine

U than kinh-n6i tiét: Dinh nghia don gian Tumhv

Neuroendocrine tumors

Apudoma

Neural crest tumors

Neuroectodermal tumors
Others :
Carcinoid tumors gﬂST rfnnmﬂsr
insulinomas ...

Hinh thai hoc tuyén nbi tiét
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duwong tinh

Figure 5, Evakation of the termirology applied 10 neurcendiodring tumors



Pac diém clta khéi u



Caracteérisation

Déc tinh cla khé'i u

/,"%"? Malade

- ® Bénh:

-Bénh déng thoi?

-Tinh trang thé trang?

i o Khoi u

-Triéu chirng tiét hormone?

-N6ng dé Chromogranine A?

-Bang xép loai WHO ENET 2010, Grade
ENET 2006-77

-pTNM ENET 2006-7, UICC 20107
-bo SRS

-Don déc hodc héi chirng di truyén?
-Bénh st ty nhién

eNguyén Uy

i

T

Gastro-enteropancreatic NET




Khoi u than kinh-néi tiét

HOi chirng Bénh trang Nguyén Uy
Insulinoma Ha duong huyét Tuy
Glucagonoma Huyét khoéi, suy mon,
ban hoai t&r
Gastrinoma Loét sau hanh ta trang Ta trang>tuy

viém thuc quan, tiéu chay

VIPoma Tiéu chdy, réi loan chuyén héa Tuy>Pheochromocytoma,

Neuroblastoma
Meurtgimasiame. ..

SMStatinoma DTD, séi mét, tiéu phAdn m&  Tuy=phé& quan, ta trang,

CMT, Pheo...
HC Carcinoid Tiéu chay, bénh tim do u Ho6i trang, phé quan...
carcinoid hen, xo héa
LRI b ]
HC Cushing

Nhiém khuan, suy mon, THA, BTD Tuyén tc, phé quan,
Tuy...



U TK-NT: Xép loai theo WHO 2010

Nhac lai xép loai khéi u nhv d3 dinh nghia trong bang xép
hang clia Chau Au

-Grade 1:

Khoi u ndi tiét biét hda tot vdi chi s6 phan bao dudi 2 va
chi s6 tang trudng Ki67 dudi hodc bang 2%

-Grade 2:
Khdi u noi tiét biét hda tot vai chi sé phan bao nam gitra
2 va 20 va chi s6 tang trudng Ki67 nam gitra 3 va 20%



U TK-NT: Xép loai theo WHO 2010

* Nhan biét 4 dang khai u:

- UTK-NT G1

- U TK-NT G2

- Carcinoma TK-NT
Carcinoma TK-NT loai té bao nhé
Carcinoma TK-NT loai té bao l1én

- Carcinoma két hop adeno-neuroendocrine



U TK-NT: Xép loai WHO 2010

WHO 2010 WHO 2000
- UTK-NT G1 U TK-NT biét hoa “lanh tinh”

U TK-NT biét hoa khong rd rang vdi it hon 2 phan bao va Ki67 dwdi hodc bang 2%
Carcinoma ndi tiét biét hoa vdi it nhat 2 phan bao va Ki67 dudi hodc bang 2%
U TK-NT G2 U TK-NT biét hda khéng rd véi chi s
phan bao gitta 2 va 20 va/hoac Ki67 gilta 3 va 20%
Carcinoma ndi tiét biét hdéa vai chi s6 phan bao gilra 2 va 20 va/hodc Ki67 gitra 3 va 20%

Carcinoma TK-NT TB nho Carcinoma kém biét hda TB nho
Carcinoma TK-NT TB |&n Khong co xép loai lién quan
Carcinoma hdn hgp adeno-neuroendocrine U dang h5n hO’p



Tién lwogng u TK-NT

Biét hoa tot
(lanh tinh)

Biét hoa tot Biét hoa to6t Biét hoa
(khong rd rang) (ac tinh) kém

Tién lvgng

Sop— Cat khéi u tai chd bang . . A i}
Nguyén tac oh3u thuat hosic qua ndi sz\t u kiéu diéu KhoAng phau
diéu tri s0i tri ung thu thuat

Khong theo doi

Pape et al cancer 2008
iepage et al Gostrosnteroiogy 2007,



Tién lvgng u TK-NT

Mitotic count J| Ki67 _ 08 G1
(10 HPF) index (%) | 2 . as
E 0.6 -
3-20 &

20 & ) G1vs G2 P=0.040

S04 G1 vs G3 P<0.001

*ENETS and AJCC grading system E G2 vs G3 P<0.001
O n2

N=193
0.0 - G3
) E-II} 1E;D 1EI-I} EI:IH} EE:I}

Survival Time (mo)

Pt

1 Rindi G. Wichows Arch. 2005
2 Rindi G, Wirchows Arch. 2007
3 Paps UFL Cancer. 2008



Tién lwgng u TK-NT
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FIGURE 2. Owverall survival among patients with midgut METs. Survival by stage and primary site in patients with G1/G2 NETs diagnosed
from 1988 to 2004. Cases were selected from SEER database (1973-2004) using International Classification of Diseases for Oncology
third edition histology codes 8150-8157, 8240-8246, and 8249, Localized disease (A), regional disease (B), distant disease

{C), survival by disease stage and primany tumor site (0.

¥y @ al d OinOneal 2008,



Bilan u TK-NT

Tén thuong tdng mach
mau

Thu thé vdi somatostatin




Bilan truy tam khoi u nguyén phat




Bilan mo rong

TABLE 1. 5tage Distribution at Time of Diagnosis Based on
SEER Program Database (1973-2004)

Stage
Primary Site Localized Regional Distani
Tejunum/ileum 29% 41% 30%
Cecum [ 4%% 42% 44%
Appendix 60% 28% 12%

Adapted from Joumal of Clinical Oncology.'
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Figure 5 Methods for identification of primary and metastatic GEP-NET Boudregux et ol Pamersa 2010,



Bilan m& rong
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Nh&p nhdy d6 truy tim thu thé véi somatostatin

Lung CT
Liver MRI
i ey Lymph nodes
s Abdomen, extra-
liver
Bone MRI

Peripheral bone met




Di can hach

I Vitriu % di can hach |

"1 Tuy 12:33%"2

Gastrinoma 60-80%3
,:I.==="""i "'l'h-_

Insullnoma e
' T<2cm B
$“‘1?t AEN 36-80%2°
<lcm
40%"
i
Tryc trang 9_3.'1-’1;.,"&
T<1lcm @Eﬁfﬂr o
T1-2cm 31%7
T>2cm 59 %7
I.Pd,'.‘.-&-!'l!d' Synsar20g
2. Madlin &t al Cadcer [ G0F 5. Rsuwaneref gl 1005-7008
T Dononw ot gl Cancar 15601 8. Surtaa @ f al Endaer mial sancer 2003

4. Nikfarjam et ol Ann Sueg 2008 7. Shislds ar gl Ane Surg 201




] U nhiéu cho

10% u TK-NT & rudt non |a nhiéu cho
20% u TK-NT di kem va&i u khac

1 Shebani et al. Ann Surg 1939
2 Modlin et al. Canecr 2003

U tan san ndi tiét nhiéu cho loai 1:
Gastrinoma nhiéu ch6 trong 50% sé ca, 80%
u TK-NT nhiéu cho

Pl o~ L L =1 TN IIIl-II\Il-lI:ﬂ

3. Imamura World J gastroenterol 2010
4 Bortsch et ol. A,nn Surg 2005
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Diéu tri

Diéu tri phoi hop

U hiém

Piéu trj lién chuyén khoa

U & nhiéu vi tri

Tién trién clda khai u rat khac nhau
ién trién tai cho

'ién trién vé hormone

Cac dang u dac biét co tinh gia dinh




Diéu trj phau thuét

I

U biét hda tot

U TK-NT khu tru

Kiém soat khoi u
Kiém soat tai cho
Kiém sodt hormon

U TK-NT di can gan




Diéu tri ngoai khoa

U biét hoa tot (G1-G2)

U TK-NT khu trd: kiém soat khoi u

WHO 2000 Biét hda tét (lanh tinh) Biét hda tot (khdng rd) Biét hda tot
(ac tinh)

Nguyén tac diéu tri Cat u tai cho PT hay NS Cat u theo
kiéu ung thu hoc

Khéng theo doi



Piéu tri ngoai khoa

U TK-NT khu trd: kiém soat tai chd
Tranh khoi bién chirng

Viém mac treo co rut

Pau bung man tinh

Suy dinh dudng

Thi€u mau mac treo (hoai tt,
thang)

Thudng thay cac hach di can, 80% cat
duogc



Diéu tri ngoai khoa

U TK-NT khu trd: kiém sodt tai cho
Tranh bién chirng




Diéu tri ngoai khoa

U TK-NT khu trd: kiém soat tai cho
Tranh bién ching

" U TK-NT & tuy

DPau bung kiéu dau tang,
cavernoma va tang ap TM clra

xuat huyét (5%) 'morragie (5%)

Cé thé hoa tri tan ho tro e

Wong Can | Surg 2007
Sarin ef al Dig Surg 2003
Tong et al Zhonghua Yi XueZa Zhi 1995




Diéu tri ngoai khoa

U TK-NT khu trd: kiém soat hormon

Insulinome

* HOi chirng gay ra do tiét
hormon: chi dinh diéu tri chinh
* 90% lanh tinh




Diéu tri ngoai khoa

U tan san noi tiét nhiéu cho type 1

Cuong can giap nguyén phat (>90%) Z:’

U vung duwdi doi (15-40%) '
Bénh vung ta-tuy (30-70%) |
U/tang san tuyén thuong than (20-50%) ‘ 4{}‘:‘
EC-Lomes vung day vi (néu SZE — 20%)

“Carcinoid” phé quan/tuyén trc (<5%)
Sang thwong da: lipoma, angiofibroma o
mat, collagenoma, chdm gidm sac t6 da,
melanoma yme)
U than kinh (u mang 6ng nbi tdy, u mang

ndo

e la face, collagéenomes,



Diéu tri ngoai khoa
U tan san ndi tiét nhiéu cho type 1

*  Phau thuat tuyén can giap

+ U tuyén tuy nhiéu chd cé

tién lvgng tot
Qs Madian: 19.5 years
10-year: 75%

Kouvarakis et al, Waorld | Sarg 2006

4 5 m s o 2/ MO 4



U TK_NT di can gan

Cé thé cat bo dat Ro duoc khong

50% u di can gan khéng nhén biét
bang hinh anh hoc trwdc mé

Kich thudc nhd nhat cda sang thwong <=2mm & 50%
s6 BN

Cat bd 100% vé mat dai thé cudi cung chi cat bo duorc !
95% cac sang thuong ctia bénh

I Moo Ml Mo Mo ] %d® 1 0 "'-.1!-."—!' Tl TP el N L Tl Nl Dl 000 Sl BNl Nl B Yesr

Flias et al. Ann Surg 2010,




U TK-NT di can gan
Vi sao phai m&?

38 BN chi c6 di can gan

S6 % xam lan 2bén song5nam  Trung vi
C4t bd 15 20% 27% 73%  Khong bénh
Don gian)
Khéng cat 23 20% 76% 29% 27 mois
duogc

Chen et al | Am Coll Ssrg 1998,



U TK-NT di can gan

T

Ai dugc mo?

* 4 y8u t6 tién lugng:

-Tudi > 65

-S6 lvgng di can (>10)
-Tién trién cha u
(Ki67>10%)

-U nguyén phat khong
mé

Durante et al Erdocr Relat O ancer 2009,



U TK-NT di c3n gan
K&t qua phau thuat

TABLE 5. Results of Series of Partial Liver Resection for Liver Metastases From Digestive Endocrine Tumors

Study (year) N YoBilebar LMs  %Synchromows IMs  %iMortality HSurvival Yo Recurrence
Chen et al (1968)° 15 1 5 0 B 6MiSvn)
Chamberkais ¢t al (2000)" M 1 6 b 76 (5 vrs) NA
Jaeck et al (2001 M I3 NA 8 0 Bibyrs) A% vm)
Yao et al (2001* I6 4 (3] 0 705 vrs) NA
Nave et al (2001 il n 1| i 418 vrs) NA
Sarmiento et al (20034 70 % i 12 6 (Syrd 4% (10 ys)
Eliss et o (2003)° 4 57 50 47 NEws) 0% (10 yms)
Nortoa ot al (2003 1 s [ 0 80 (S wrsh  100% (T vrs)
Touzica et al (2005)% (9 + 15 b8 1] 54 50-72 (5 vms) N4
Current series 0 109 106 0 Wiy 4% 4y

*Seaies Lochading I susgical groups; sy plas istra-artenial chemotoliztion in = 15) sad swgery plus ablative tetments (n = 19) ’

"Two-step tosection only (1-stage md exchusive liver trasplantations exchided) 47-80% L 31-100%

Kianmanesh ef al. Ann Surg 2008



U TK-NT di can gan
Cé thé ting kha ndng cat duwoc khong?

70 dén 80% BN khong cat duoc
Tam quan trong cta di can gan

Phau thuat 2 thi

Cat gan + RFA

Ghép gan



U TK-NT di can gan
Phau thuat 2 thi

CT arterial portography
before 1*-step

after B wasks

2¢- STEP;
Haghl hepaledomy

CT-scan 10 days
after 29-step

[

T

1¥s]
(T
-
Ig'u
s
L)

Lrg 2008



U TK-NT di can gan
Phau thuat 2 th

TABLE 2. First-step: Procedures and Results (n = 23)
Midline incision 17 70P)
Prirary tmor resection® 23 (100%%)
[hstal pancestectomy with splenectamy 14
Segmenin] small bowel resection 12
Riascinl mesection |
Asdocinbed procediaran® 0
Left liver e s LA IOy . || I.ZI'I'-'"-ulr
Fight portul sin liganon 20 (BT
Mledian (ramge) Mo, rescrod mataatases
Im left hiver {51 — 54} 4149
o lefi lobe (52 + 53} A{1-6)
Patients wath one or mone complications o §17%)
Pancreatic fstula ¥
Enastal mwsentenie venous throm hosia I
Segmenial bile dhice dilatsteen (543 1
Medion in-hospital stny, days (mnge] Ll {7=26)

=0 procedares inchsded peivic [VenplEdemeGAomy oo = 15, e sdmialeclomy
i = 23, partisl pEarectomy o= 2 asd liived Bowel fesection in = I
Thres patients did noi undergo el lver metassseciomy of ponal van Fgation, o

amy oifer procedure that resected ihe primary menoes:
5 indicabes Coulnmmd’s Hver segnusnd

TABLE 4. Second-step: Procedures and Results {n = 19

patients)

Medvan time between first and second procedures,
weeks (mage)

J-ghaped 1mcisson
_Haght o extondod trght bepabochonmy

=13}

12 (63%)
1% [ 100R)

Median Mo, resecied nght liver metastoses (range)
Mo, patients with one or more complicstions
Pulmonary complcations
Dheloyed gastre empiyng
Muedon in-hospatal sty days (range]

T{4=17)
420
k!

1
F3(9-1T)

T suat: 0
Bénh suat: 37%
Cat dat RO: 74%

Kianmanesh ef al. Ann Surg 2008



U TK-NT di can gan
Phau thuat 2 thi

11 =%
Sau 8 ndm =]
g . :
n n N n fﬁ- “i"
Song thém toan bo: 79% £ 4]
a4
Song thém khéng bénh: 26% '
g -
0 20 40 B0  BO 100
Months after surgery




U TK-NT di can gan
Cat gan + RFA

16 BN

SO lvong di can gan TB: 25.7 + 12
S6 luvong di cdn gan cat dwoc: 15 +
9 (cat gan I&n: 9)

SO luvong di can gan dwoc RFA: 12 +
8

Can thiép phoi hop: 12/16 (u
. hguyén phat: 9)

_imitive: 9)

Elias et al. Eur J Surg Onecol 2009



U TK-NT di can gan
Cat gan + RFA

Té suat: 0

85
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——— Prwral suryieal

— Dipas-fon Al
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Elias et al. Eur J Surg Oncol 2009



Cummin BIS e

Outcome after resection and radiofrequency ablation of liver
metastases from small intestinal neurcendocrine tumours

O, Morlén!, P, ."il:.'lllmrg'._l. Zedenius? and P, Hellman!
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n Cat gan/RFG n-73
| [FRRE Diéu tri ndi khoa n=72




Outcome after resection and radiofrequency ablation of liver
metastases from small intestinal neuroendocrine tumours

O Marlén!, P, !':li|||-|:|'g'._j. Fedenius® and P, Hellman®
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U TK-NT di can gan
Ghép gan

NC héi ctru chia Phap

1989-2005
R Primary tumor Functional  Nonfunctional
17 trung tam site turnors tumors Total
85 BN Bronchial tree 3! 2 2
Stomach 3 3
Jejunum 3? 3 B
lleun 143 2 16
Sigmoid colon, rectum 2 .
| Duodenum, pancreas 214 20 41 |
Undetected 2° ) 10
Total 43 42 BS

Letreut ef al. Am J Tranpiant 2008



U TK-NT di can gan
Ghép gan
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Song thém sau 5 ndm: 12% néu lam PET va c6 gan to (n=23);

62% néu khong cé yéu té nao (n=55)



U TK-NT di can gan
Ghép gan

Table 8 Lrver ransplantation for metastatic sndocring tumors. Literaturs redey 2000-2007 2

Prirnary tu ) ! 2 ] S
r. B Livar Panents with  Opsiative  © Patient

Author, Study Mo, of

year, (ref] petiod  patients OF DT WD imectvenment symptoms  montality | sundval
Rosenau, 2002, (18) 1921087 T2 10 = 1! MR L E% | B0% Al S oyears |
Fosman, 2004 (175 13022002 il | 7 a 1 MRB 100, 2T | 3% At E years
Frilrg, 2006 (1%8) o200 15 Fy ¥ 1 mschan 85 % 100 27 G/% at & years
VanVilstaren, 2006 21 1908-2006 2 1 7 12 MR HR 5% Tr% at 2 yoars |
Clausson, 2007 (20) 1567-2005 199 10 4 14 ~50% In 12 cases # B0% 13% | 71% at & years® |
arzaferme, 2007 220 15872008 24 0 24 1] <50% i all cases 0% MR 0% at & years |
Prosant seies 15682005 E5 40 3 14 median 50 Ef% 14% 47% at & yeaes

e

« Dicdn khong cat duoc
Biét hoa tot
Ki67 < 10%
Khdng cé ton thuong ngoai gan
» U nguyén phat cat dugc
-Giai doan “theo doi” 6 thang
-Khdng ¢ can thiép bd sung trong khi ghép gan



U TK-NT di can gan
Két luan

Cat gan gilp cai thién thoi gian séng thém cla BN
cd di can gan tir u TK-NT biét hoa tot

Xét nghiém sinh hda khoi u (chi s6 phan bao yéu,
tién trién cham), vi tri u nguyén phat va kha nang
cat bd RO (vdi diéu kién diéu tri phdi hop) 13
nhitng yéu td quyét dinh chi dinh phau thuat

Tai phat tai gan thwong gap = can diéu trj ho tro
thich hgp????

Ho6i chan lién chuyén khoa la rat can thiét



U Tk-NT di can gan

Surgery for liver metastases in
non-functioning pancreatic NETs

Metachronous
Synchronous B e
{or hepatlc recurrence)
‘h""‘"-u...\____-u
Unilokbar Bilobar Unresectable® Resectable
Resaction of Resection of primary = Systemic tTherapy Hepatectomy +
primary + + hepatectomy = Ablative strategies ablative treatment
hepatectomy [1- or 2-stage + {RFAD = RFA
ablative RFA) = HA{CIE

* Liver transplantation for selected cases

ENETS Consensus Guidelines
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