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TOM TAT

Pit van dé: U than kinh noi tiét (NENS) la
mot bénh 1y tuong d6i hiém gap va khong dong
nhét. Tuy nhién, theo s6 lidu thong ké tai My, ti
suit mic mai u than kinh noi tiét da tang lén
trong nhiing thap ky qua.

Muc tiéu: Panh gia thoi gian séng con
khong bénh tién trién (PFS), ti 1 dap tng (ORR),
ti 1& kiém soat bénh (DCR), phan tich mot s6 yéu
t6 anh huong séng con va tac dung phu diéu tri
budc mdt trén hai nhém bénh nhan: nhom A -
cac khdi u than kinh noi tiét biét hda (NETSs) va
nhém B — cac ung thu biéu md than kinh noi tiét
(NECs).

Poéi twong va phwong phap: Nghién cuu
md ta hoi ciru cit ngang trén 35 bénh nhan u than
kinh noi tiét tién trién, di cin tai khoa Noi tuyén
vy, tiéu héa, gan, niéu — BV Ung Buéu TP.
HCM.

Két qua: Nhém A (20 bénh nhan NETS): ti
I& dap (ng va ti 1& kiém soét bénh diéu tri budc
mot véi octreotide lan luot 1a 20% va 70%:; trung
vi thoi gian sdng con khdng bénh tién trién
(mPFS) la 18,9 thang. Nhom B (15 bénh nhén
NECs): ti 1& dap (ng va ti 1¢ kiém soat bénh diéu
tri buéc mot véi phac d6 hoda tri etoposide-
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cisplatin (EP) lan luot 1a 26,7% va 60%; trung vi
thoi gian séng con khdng bénh tién trién 1a 5,0
thang. Poc tinh xay ra cha yéu trén nhém bénh
nhan NECs dugc hoa tri véi cac tdc dung phu
thuong gap: thiéu mau (52,9%), giam bach cau
hat (38,8%), non 6i (43,4%), mét moi (45,29%).

Két luan: Biéu tri toan than c4c u than kinh
noi tiét biét hoa NETs véi octreotide gitp kéo dai
thoi gian sdng con khdng bénh tién trién véi doc
tinh khong dang ké. Poi véi cac truong hop
NECs bénh dién tién nhanh, mic du co dap @ng
ban dau véi hoa tri nhung bénh tiép tuc tién trién
sau do.

Tir khoa: u than kinh noi tiét, UTKNT,
NETs, NECs, NENSs, carcinoid, octreotide, EP.

SUMMARY
EFFECTIVENESS AND SAFETY OF
FIRST-LINE TREATMENT OF
ADVANCED NEUROENDOCRINE
NEOPLASMS TREATMENT AT THE
DEPARTMENT OF BREAST,
GASTROENTEROLOGY,
HEPATOLOGY, AND UROLOGY -
HOCHIMINH CITY ONCOLOGY
HOSPITAL
Background: Neuroendocrine neoplasms
(NENs) are relatively rare and heterogeneous
group of malignancies. However, according to
the statistics in the United State, the incidence of
neuroendocrine neoplasms has increased over the
last decades.
Objectives: Evaluate progression-free
survival (PFS), objective response rate (ORR),
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disease control rate (DCR), analysis of factors
affecting progression-free  survival adverse
effects of first-line treatment in two groups of
patients: group A - differentiated neuroendocrine
tumors (NETs) and group B - neuroendocrine
carcinomas (NECs).

Materials and methods: A retrospective
cross-sectional descriptive study 35 patients with
advanced, metastatic neuroendocrine tumors at
the department of breast, gastroenterology,
hepatology, and urology — Hochiminh City
Oncology hospital.

Results: Group A (25 NETs patients):
Response rate and disease control rate of first-
line treatment with octreotide were 20% and
70%, respectively; median progression-free
survival (mPFS) was 18.9 months. Group B (15
NECs patients): response rate and disease control
rate of first-line treatment with etoposide-
cisplatin (EP) chemotherapy regimen were
26.7% and 60%, respectively; median
progression-free survival was 5.0 months.
Toxicity occurs mainly in the group of NECs
patients receiving chemotherapy with common
side effects: anemia (52.9%), neutropenia
(38.8%), vomiting (43.4%) , fatigue (45.2%).

Conclusion:  Systemic  treatment  of
differentiated neuroendocrine tumors NETs with
octreotide prolongs progression-free survival
with negligible toxicity. In cases of NECs, the
disease progresses rapidly, although there is an
initial response to chemotherapy, the disease
continues to progress afterward.

Keywords:  neuroendocrine  neoplasms,
NETs, NECs, NENSs, carcinoid, octreotide, EP.

I. DAT VAN DE

U than kinh ngi tiét (UTKNT hay NEN)
la mot bénh 1y hiém gap va khong dong nhat
véi nhiéu muc do biét hoa, tinh trang chirc
nang va vi tri buéu nguyén phéat khac nhau.

Theo s6 liéu thong ké tai Hoa Ky, ti 16 méic
UTKNT diéu chinh theo do tudi gap gan 7
lAn tr ndm 1973 — 2012 [1]. Cac khdi
UTKNT c6 thé phat sinh & bat ky vi tri nao
trén co thé, phd bién nhit 1a & duong tiéu
hoa, phdi, tuyén tc, tuy [2]. Mot sé hoi
chang di truyén co6 lién quan dén sy phat
trién cia NEN: da u noi tiét — loai 1 (MEN-
1), MEN-2, Von Hippel-Lindau, bénh u sgi
than kinh, bénh xo cimng cu [3, 4].

Theo phan loai vé md bénh hoc NENs
cta To chuc y té thé gigi (WHO) nam 2022,
tuy theo vi tri u nguyén phat, muac do biét
hoa, chi s6 phan bao va Ki67, NENs duoc
chia thanh hai nhém chinh theo muc do biét
hda la cac khdi u than kinh noi tiét biét hoa
(UTKNTBH hay NETs) va cic ung thu biéu
md than kinh noi tiét (UTBMTKNT hay
NECSs) [4-6]. Hoi chang carcinoid do sy tang
tiét serotonin qua mac cua cac khéi u tao
diéu kién thuan loi cho viéc chan doan NET
[2]. q

Cac truong hgp NETs dugc chan doan &
giai doan tai phat hay giai doan muon khong
thé phau thuat hodc da co di cin xa véi vai
trd chu yéu caa cac diéu trj toan than nhu céc
chat twong ty somatostatin (hoi ching
carcinoid), everolimus, sunitinib, diéu tri
phong xa thu thé peptid voi *’Lu-
DOTATATE, hay cac phic d6 hoa tri
(etoposide — cisplatin, temozolomide -
capecitabine,...) [7-13]. Pi Véi cac truong
hop NETSs biét hoa kém hay NECs tién trién
di cin, bénh dién tién nhanh, diéu tri chu yéu
V6i vai tro cua hoéa tri két hop gitra nhém
platinum va etoposide [4].

Do s lugng bénh nhan khéng nhiéu nén
tai bénh vién Ung Budu chua c6 tong két vé
cac truong hop NENS. Vi vy, ching toi tién
hanh thuc hién dé tai ndy nham hai muc tiéu
chinh: (1) danh gia ti 1 dap ung, ti 1& kiém
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soat bénh, thoi gian séng con khong bénh
tién trién, phan tich mot sb yéu té anh huong
dén séng con va (2) md ta mot sé doc tinh
thuong gap trén bénh nhan NENs (gém 2
phan nhom: NETs — nhém A va NECs —
nhom B) tién trién di cin khong thé phiu
thuat tai khoa Noi tuyén va, tiéu hoa, gan,
niéu — Bénh vién Ung Budu TP. HCM.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Péi twong nghién ciru

Déi twong nghién ctu bao gdm 35 bénh
nhan u than kinh noi tiét giai doan tién trién,
di cin dugc chan doan va diéu tri buéc mot
véi octreotide (nhém A) hoac héa tri (nhédm
B) tai khoa Noi tuyén vd, tiéu hoa, gan, niéu
— BV Ung Budu TP. HCM tur thang 01/2020
—03/2024. Trong do:

- Nhém A: 20 bénh nhan u than kinh noi
tiét biét hoa (NETS)

- Nhém B: 15 bénh nhan ung thu biéu
md than kinh nai tiét (NECs)

Tiéu chudn chegn lga: duoc chan doan
xac dinh u than kinh noi tiét giai doan tién
trién, di can khong thé phau thuat; ¢ chi
dinh diéu tri dic hiéu toan than vai it nhat 2
chu ki hoa tri hoic 2 thang diéu tri ddi véi
liu phap diéu tri toan than khac; tudi > 18;
chi s toan trang PS < 2; c6 cac ton thuong
c6 thé do dugc bang cac phuong tién chan

Ill. KET QUA NGHIEN CU'U
3.1. Pic diém bénh nhan nghién ciru
Bdng 1: Ddc diém bénh nhan nghién cau

doan hinh anh: CTscan, MRI; chirc nang tay
xuong, gan, than, tim mach trong gigi han
binh thuong.

Tiéu chudn logi trie: mic bénh ung thu
thi 2; mac cac bénh cip va man tinh tram
trong; bo diéu tri hodc khong c6 hd so luu
trir day da.

Thoi gian va dia diém nghién ciu: tir
thang 01/2020 — 03/2024.

2.2. Phwong phap nghién ciu

Thiét ké nghién ciru: nghién ciu mod ta
cit ngang c6 theo ddi doc.

Mdu nghién ciru: ¢& mau thuan tién, lay
toan bo bénh nhan du tiéu chuan

Cac chi sé nghién ciru:

- Bac diém bénh nhan: tudi; giéi; chi sb
toan trang (PS) vi tri u nguyén phat; giai
doan; m6 bénh hoc; vi tri di can (gan so voi
co quan khac); sé luong co quan di can.

- Két qua diéu tri: thoi gian sdng con
khong bénh tién trién (PFS), mot s6 tac dung
phu di véi diéu tri, va phan tich mot sb yéu
t6 anh hudng dén sdng con.

2.3. Xir ly s liéu

Céc thong tin dwoc thu thap qua hd so
bénh an gidy va phan mém eHospital. Cac s6
liéu duoc ma hod va xir ly bang phan mén
thdng ké y hoc SPSS 20.0 véi céc thuat toan
thong ké. Tinh céc gia tri sbng thém theo
phuong phap Kaplan — Meier.

Nhém A (NETSs) (n=20) Nhém B (NECs) (n=15)
Pic diém S6 ca/ Gia tri % S6 ca/ Gia tri %
Giéi tinh
Nit 13 65% 06 40%
Nam 07 35% 09 60%
Tubi
< 55 tudi 11 55% 08 53,3%
> 55 tudi 09 45% 07 46,7%
Trung binh 54,8 tudi (39-74) 52,6 tudi (28-70)
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Chi sb toan trang (PS)

PS=0 05 16,7%
PS=1 11 66,6% 13 86,7%
PS=2 04 16,7% 02 13,3%

Vi tri u nguyén phéat

Mat-Tuy 07 35% 04 26,7%
Dai trang 01 5% 02 13,3%
Tryc trang 03 15% 03 20,0%

Da day 02 10%
Ruot non 01 5% 01 6,7%

Gan 01 5%
Thyc quan 01 6,7%
Khac (da, duong vét) 02 13,3%
Khéng rb 05 25% 02 13,3%
Grad mé hec

1 06 30%

2 14 70%
3 15 100%

Vi tri di can
Gan 10 37% 07 41,2%
Co quan khac (phf)i, pt\lﬁlc mac, 17 63% 10 58 8%
xuong, hach, phan mém, ...)

S6 lwong co quan di ciin
1 12 60% 13 86,7%
>2 06 30% 02 13,3%

Nhom A (NETSs) ¢6 s bénh nhan nir gap
1,8 1an nam; vi tri u nguyén phét thuong gap
nhat & mat - tuy (35%); Vi tri di can thuong
gap nhat & gan (37%), trong d6 c6 30% co di
can tir 2 co quan tré [én. Nhom B (NECs) cé

Bdang 2: Ti |¢ ddp iing va ti 18 Kiém soét bénh diéu tri toan thin buéc 1

s6 bénh nhan nam gap 1,5 lan nix; vi tri u
nguyén phat thuong gap nhét ¢ dai-tryc trang
(33,3%); vi tri di can thuong gap nhat ¢ gan
(41,2%).
3.2. Pic diém diéu tri

Nhom A (NETS) Nhom B (NECs)
BN % BN %
Hoan toan 01 5% 00 0%
Mot phan 03 15% 04 26,7%
On dinh 10 50% 05 33,3%
Tién trién 06 30,0% 06 40,0%
Ti I dap ung 20,0% 26,7%
Ti 1¢ kiém soét bénh 70,0% 60,0%
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Ti 16 dap tng va ti 1& kiém soat bénh ddi véi buéc 1 & nhém A lan luot 1a 20,0% va
70,0%. O nhém B, ti 1& dap tng va ti 1 kiém soat bénh d6i véi diéu tri budc 1 lan luot 14
26,7% va 60,0%.
3.3. Két qua diéu tri

Nhém A (NETSs)

trién
[=]
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Nhém A: Théi gian song con khdng bénh tién trién
(PFS) diéu tri bwerc 1 (thang)

Nhéom B (NECs)
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Nhém B: Thei gian séng c¢on khéng bénh tién trién
(PFS) diéu tri bwre 1 (thang)

I 1Survival Function
b= Censored

1 Survival Function
= Censored

Biéu dé 1: Thei gian séng con khdng bénh tién trién (PFS) diéu tri buéc 1
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Thoi gian séng con khong bénh tién trién & nhém A (NETS) lan lwot 12 PFS1 — 18,9
thang. Thoi gian sbng con khdng bénh tién trién & nhom B (NECs) lan luot 12 PFS1 — 5,0

thang.

3.4. Poc tinh diéu trj toan than buéc 1
Bdng 3: Tac dung phu khdng mong muén trén hé tgo huyét

. Nhom A Nhém B
Chi so n (%) - R R R R R R R
bo | boll |[bolll|boIV| Dol bo Il bolll | bo IV
Thiéu mau 16 (6,3)|22 (8,7) |4 (1,6)| 0 [19(22,3)/22(25,9)| 4 (4,7) 0
Giam bach ciuhat| 0 0 0 0 |6(70) |12(14,1) |14 (16,5)|1(1,2)
Giamtiducdu | 9(36) | 2(0,7) | 0 0 |2(23) | 2(2,3) 0 0

Téng s6 chu ki diéu tri budc 1 trén nhém
A (NETs) la 252 chu ki, trong d6 tac dung
phu khéng mong muén trén hé tao huyét chu
yéu xay ra & 4o 1(9,9%) va do 11 (9,4%). Tac
dung phu ngoai hé tao huyét phan 16n xay ra
& do | (4,3%) (bing 3 va 4).

Téng s6 chu ki diéu tri bude 1 trén nhém
B (NECs) 1a 85 chu ki, trong d6 tac dung phu

khdng mong mudn trén hé tao huyét xay ra &
4o 1 (31,6%), do 11 (42,3%) va do Il
(21,2%); c¢6 1 truong hop giam bach cau hat
do 1V (1,2%). Tac dung phu ngoai hé tao
huyét trén nhom bénh nhan NECs duoc diéu
tri cha yéu la nén 6i (43,4%), mét moi
(45,2%) (bang 3 va 4).

Bdng 4: Tac dung phu khdng mong muén ngoai hé tao huyét

. Nhom A Nhom B
Chi so n (%) R R R R R R R R
bol | Doll [Polll oIV Dol bo Il bo lll | bo IV
Tang AST  [1(04)| © 0 0| 11,2 0 1(1,2) | 0
Tang ALT  |1(04)] © 0 | o 0 0 1(1,2) | 0
Téang Bilirubin  [1(04)| O 0 0 0 0 0 0
Tang Glucose mau |7 (2,8) |1(0,4)[{1(04)| O 0 0 0 0
Tang Creatine 0 0 0 0 0 0 1(1,2) 0
Non 6i 0 0 0 0 |28(329)| 782 | 2(23) | ©
Mét moi 1(0,4)| 0 0 0 |32(276)|15(17,6)] O 0
Xuét huyét 0 0 0 0 | 2(23 0 0 0
3.6. Phan tich mét s6 yéu té anh hwéng séng con
Bdng 5: Tac dung phu khdng mong muén ngoai hé tao huyét
Nhém A (NETs) Nhém B (NECs)
CA4c yéu td phan tich Pon bién Pa bién Pon bién Pa bién
PES (thang) p PFS (thang)| p p
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. < 55 tudi 15,3 5,1 0,589
Tubi 0,312
> 55 tudi 33,3 6,6
Nam 15,9 6,1 0,792
Gigi - 0,884
Nit 26,8 6,2
Chi s6 to2 <2 30,6 6,7 0,009
156 toan 0,0001| 0,553 0,028
trang (PS) >2 2,4 2,9
1 36,3
. 0,105
Grad mé hec 2 12,5
3 5,9
Vi tri buéu Khéc 30,2 0.423 6,1 0,611
nguyén phat Mat-tuy 16,0 ’ 5,3
Khéc 228 6,2 0,741
Vi tri di ciin 0,011 | 0,054
: Gan 13,5 5,6
61 <2 325 6,6 0,032
S0 lwgng co 0,012 | 0,056 0,06
quan di cin >2 8,2 3,0

Phén tich don bién cho thiy mot s6

IV. BAN LUAN

Nhém A (NETs) duge diéu tri chu yéu

V6i octreotide & budc mét (79,2%), mot sb
trweong hop duoc chi dinh hoa tri (16,7%) do
bénh canh 1am sang dién tién nhanh (NET
grad 3) ciing nhu diéu kién kinh té bénh nhan
kho khan

2 truong hop tiang duong huyét khi diéu

tri v4i octreotide
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