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CAT TOAN BO TUY TREN BENH NHAN U HON HGP THAN KINH
NOI TIET - KHONG THAN KINH NOI TIET (MINEN):
NHAN MOT TRUONG HOP VA BAN LUAN

TOM TAT

Muc tiéu: Théng bao mét trwdng hop MINEN tuy
hiém gap véi t& hop SCNEC va PDAC kém biét hoa,
thdo luan vé nhitng thach thrc trong chan doan, Iya
chon phac dd héa tri va quyét dinh phdu thuat, ddng
thoi gép thém di liéu vao y van con réat nghéo nan vé
thwe thé bénh hoc nay.

Déi twong va phwong phap: Nghién ctru hoi cliru
ma ta mot trwéng hop lam sang duoc chan doan va diéu
tri MINEN tuy tai Khoa Ung Buéu va Xa tri, Bénh vién
Hiru Nghi Viét Birc tir thang 1 dén thang 9 nam 2023.

Két qua: Bénh nhan nam 56 tudi, dwoc sinh thiét
trudc md xac dinh SCNEC ddu va than tuy, didu tri
Etoposid-Cisplatin 6 chu ky nhwng bénh tién trién. Sau
hoi chan da chuyén khoa, bénh nhan dwoc phau thuat
cét toan bd tuy kém lach, thoi gian mé 8 gi 51 phdt,
hau phau thuan loi, ra vién ngay thir 13. Giai phau
bénh sau méb xac dinh MINEN tuy gém SCNEC 70% va
PDAC kém biét hoa 30%, di can 20/24 hach. Sau md
didu tri mMFOLFOX6 nhwng bénh tiép tuc tién trién; tng
thoi gian séng sau phau thuat khoang 3 thang.

Ban luan: Chan doan MINEN trwéc md bi gi6i han
b&i sai sb 1dy mau sinh thiét, thanh phan PDAC 30%
chi dwoc xac dinh trén bénh phdm phau thuat. Ca hai
phac dd Etoposid-Cisplatin va mFOLFOX6 déu phu
hop khuyén cdo NCCN 2025 nhwng khong kiém soat
duoc bénh. Cudc md thanh cong vé kj thuat nhwng
loi ich séng thém bi gi6i han, tt c& phan anh su cong
hwéng hung han ctia hai dong t& bao ac tinh bac nhét.

Két luan: Truwdng hop nay gép thém di liéu vao y
van con rat nghéo nan vé& MINEN tuy, nh4n manh ba
van d&: chdn doan ddy dd gan nhuw chi cé dwoc trén
bénh phadm phau thuat; bénh tién trién do ban chét sinh
hoc hung han, du da didu trj phac dé phu hop khuyén
c40; va muc tiéu thuc té ctia phau thuat can dwoc trao
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dbi day di v&i bénh nhan trong khudn khd hdi chdn da
chuyén khoa.

Ttr khoa: MINEN, SCNEC, PDAC, cét toan bo tuy,
hoa tri tan b tro.

SUMMARY

TOTAL PANCREATECTOMY FOR
PANCREATIC MIXED NEUROENDOCRINE-
NON-NEUROENDOCRINE NEOPLASM
(MINEN): A CASE REPORT

Objective: To report a rare case of pancreatic
MINEN combining small cell neuroendocrine carcinoma
(SCNEC) and poorly differentiated pancreatic ductal
adenocarcinoma (PDAC), discuss the challenges
in diagnosis, chemotherapy selection, and surgical
decision-making, and contribute to the scarce literature
on this entity.

Subjects and methods: A retrospective case report
of a patient diagnosed and treated for pancreatic MINEN
at the Department of Oncology and Radiotherapy,
Viet Duc University Hospital, between January and
September 2023.

Results: A 56-year-old male underwent preoperative
biopsy confirming SCNEC of the head and body of the
pancreas, followed by six cycles of Etoposide-Cisplatin
with disease progression. Following multidisciplinary
tumor board review, the patient underwent total
pancreatectomy with splenectomy (operative time 8
hours 51 minutes) with an uneventful postoperative
course and discharge on postoperative day 13. Final
pathology confirmed pancreatic MINEN comprising
70% SCNEC and 30% poorly differentiated PDAC, with
lymph node metastases in 20 of 24 nodes. Adjuvant
mFOLFOX6 was initiated but disease progressed;
overall survival following surgery was approximately
three months.

Discussion: Preoperative diagnosis of MINEN was
limited by sampling error, with the 30% PDAC component
identified only on the surgical specimen. Both Etoposide-
Cisplatin and mFOLFOX6 were consistent with current
NCCN 2025 recommendations yet failed to control
disease progression. While the operation was technically
successful, survival benefit was limited — reflecting
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the compounded aggressiveness of two of the most
malignant cell lineages coexisting within a single tumor.

Conclusion: This case contributes to the sparse
literature on pancreatic MINEN, highlighting three
key issues: complete diagnosis is virtually achievable
only on surgical specimens; disease may progress
despite guideline-concordant chemotherapy due to
the inherently aggressive biology of this entity; and the
realistic goals of surgery must be thoroughly discussed
with patients within a multidisciplinary framework.

Keywords: MINEN, SCNEC, PDAC, total
pancreatectomy, neoadjuvant chemotherapy
I. DAT VAN PE

MINEN  (Mixed Neuroendocrine-  Non

Neuroendocrine Neoplasm — U hén hop té bao
than kinh noi tiét va khong than kinh noi tiét) l1a
mot bénh ly hiém gap, dwoc Té chirc Y té Thé
gi¢i (WHO) chinh thirc dinh danh trong phan loai
u tuy ndm 2019 [1]. MINEN tuy chiém ty I& rat nhd
trong tbng sb u tuy ac tinh, va tb hop gitra ung
thw biéu mo than kinh ndi tiét té bao nhé (Small
Cell Neuroendocrine Carcinoma - SCNEC) voi
ung thw biéu mé tuyén éng (Pancreatic Ductal
Adenocarcinoma - PDAC) kém biét héa lai cang
hiém gap hon, v&i sb lwong bdo cdo trén y van thé
gi&i con rat han ché [2][3].

MINEN phtrc tap khoéng chi ndm & chan doan
mo bénh hoc, ma con & toan bd qua trinh ra quyét
dinh diéu tri: tlr viéc lwa chon phac d6 hda tri phu
hop, dén quyét dinh va muc tiéu phau thuat. Mac
du Mang lwéi ung thw quéc gia Hoa Ky (National
Comprehensive Cancer Network - NCCN) da dwa
MINEN vao trong pham vi hwéng dan diéu tri, cac
khuyén cdo diéu tri cu thé - d&c biét véi cac té hop
hiém g&p nhw SCNEC két hop PDAC - van chu
yéu dwa trén ngoai suy tir di liéu diéu tri NEC don
thuan va cac bao céo ca bénh don 18, do thiéu cac
thlr nghiém Iam sang du c¢& mau danh riéng cho
nhém bénh Iy nay. [4][5].

Chung téi théng bao mot trwdng hop MINEN
tuy v&i t6 hop SCNEC (70%) va PDAC kém biét
hoéa (30%), dwoc didu tri hda chéat tan bd tro, sau
doé phau thuat cét toan bo tuy kém lach tai Bénh
vién Htru Nghj Viét Birc nhdm gép thém div liéu
vao y van con rat khan hiém, déng thoi thdo luan
vé nhirng thach thirc trong chan doan, diéu tri noi
khoa va quyét dinh phdu thuat trén nhém bénh
nhan dac biét nay.
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I. DOl TUONG VA PHUONG PHAP

Nghién ctru hdi cteu, md ta mot trwdng hop 1dam
sang: Bénh nhan nam, 56 tudi, dwoc chan doan va
diéu tri MINEN tuy tai Khoa Ung Bwéu va Xa tri,
Bénh vién Hiru Nghi Viét Durc tir thang 1 dén thang
9 n&m 2023. Théng tin thu thap tlr hé so bénh an
bao gébm dic diém lam sang, xét nghiém va hinh
anh hoc trwéc mé, phac dd héa tri tan bd tro va
bé tro, ki thuat phau thuat, két qua gidi phdu bénh
va dién bién sau mb. Thang tin dinh danh c& nhan
duoc bdo mat theo quy ché bénh vién.

. KET QUA

Bénh nhan nam, 56 tudi, co tién st dai thao
duong type 2 da 16 nam, khong cd tién st bénh
ly tuy hay can thiép ngoai khoa. Bénh nhan vao
vién vi dau bung vung thwong vi kéo dai 2 tuan,
khéng kém gay sut can hay réi loan tiéu héa. Sau
khi dwoc diéu tri ban diu tai bénh vién tinh Ninh
Binh, bénh nhan dwoc chuyén dén Bénh vién Hiru
Nghj Viét Blrc thang 1 nam 2023. Tai day, sinh
thiét trwdc md xac dinh SCNEC & dau va than
tuy. Bé&nh nhan duwoc diéu tri hda chat Etoposid-
Cisplatin 6 chu ky. Danh gia sau héa tri cho thay
bénh tién trién: tén thwong u & dau va than tuy
tang kich thwéc, xuat hién thém tén thwong hach
doc déng mach chi bung. Quyét dinh phau thuat
cat toan bd tuy dwoc dwa ra sau khi trao doi ky
lwdng vé&i bénh nhén va gia dinh.

Xét nghiém trwéc mé: héng cau 4,4 T/L, bach
cau 4 GIL, tiéu cau 246 G/L, PT 95%, INR 1,04,
APTT 32,3s, Fibrinogen 4,09 g/L, Bilirubin toan
phan/tryc tiép 5,6/1,6 pmol/L, AST/ALT 26/27 U/L,
Creatinin 68 pymol/L. CEA 4,9 ng/mL va CA 19-9
chi 0,6 U/mL. Soi da day va soi dai trang khong
ghi nhan tén thwong bat thwdng. Chup cét 16p vi
tinh tang nguc khéng phat hién ton thwong dang
khéi hay nét di can; tAng bung: nhu mé tuy méng,
hai khéi tbn thwong & eo tuy (36x26mm) va than
tuy (27x20mm), dng tuy gidn 16mm, séi viing dau
tuy kich thwéc 16x28mm, vai hach vang rén gan
dau tuy va doc ddéng mach chd bung kich thuwéc
khoang 11mm, khéng c6 dich 6 bung.

Bénh nhan dwoc phiu thuat cat toan bo tuy
kém cét lach thang 6 ndm 2023, thdi gian mb 8
gi® 51 phut. Dién bién sau mé thuan loi: ngay thi
3 rut sonde da day va bat diu an nhe qua dwdng
miéng, chuyén tr insulin truy&n tinh mach theo
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bom tiém dién sang insulin tiém duwdi da. Ngay
thtr 5 sau md, coéng thirc mau én dinh (hdng cau
3,7 T/L, hematocrit 32,7%, bach cau 6 GIL, tiéu
cau 227 G/L), bénh nhan dwgc dirng khang sinh.
Dan Iwu 6 bung dwoc rat hoan toan vao ngay thiy
7, va bénh nhan ra vién 6n dinh vao ngay thir 13
sau mo.

Két qua giai phau bénh sau md xac dinh: ung
thw biéu mé tuyén type hdn hop cla tuy, gom
SCNEC chiém 70% va PDAC kém biét héa chiém
30%, c6 xam nhap t6 chirc xo m& xung quanh,
xam nhap mach va than kinh, di can hach 20/24.
Sau md, bénh nhan dwgc chi dinh diéu tri hoa chat
bd tro theo phac d& mFOLFOX6. Sau 2 chu ky,
bénh nhan xuét hién mét dot ban téc ruét. Bilan
danh gia lai tai thoi diém nay cho thay tén thwong
tién trién, hach doc ddng mach cht bung téng kich
thwdc so véi trede. Sau khi dwoce diéu tri n dinh
dot ban téc rudt, bénh nhan va gia dinh xin ngirng
héa tri, chuyén vé bénh vién tinh, va tlr vong sau 3
tuan diéu trj tai day. Téng thdi gian sdng sau phau
thuat khodng 3 thang.

Hinh 1. Hai tén thuong & d&u tuy va than tuy

trén phim cét I6p vi tinh é bung truéc mé
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Hinh 2. Giai phdu bénh sau mé gém ca 2 thanh
phan:
SCNEC chiém 70% (1) va PDAC chiém 30% (2)

IV. BAN LUAN

4.1. MINEN tuy t6 hop SCNEC-PDAC: thuwc
thé cwe ky hiém gap

Cordier lan dau tién mé t& moét trudng hop u
tuy mang dac diém cla ca hai dong té bao noi
tiét va ngoai tiét trong cing moét khéi u ndm 1924.
Tuy nhién, phai dén n&m 2000, WHO méi dua ra
dinh nghfa chinh thirc dau tién vé bénh Iy nay 1a
“Mixed exocrine-endocrine tumors”, trong do quy
dinh méi thanh phan phai chiém téi thiéu 30% thé
tich u. Nam 2010, WHO dwa ra khai niém MANEC
(Mixed Adenoneuroendocrine Carcinoma), nham
thdng nhat danh phap trén pham vi toan cau va
nhan manh ban chit ac tinh cGa ca hai thanh
phan. Tuy nhién, MANEC lai boc 16 han ché khi
chi ap dung cho té hop gitra thanh phan ung thw
biéu mo tuyén va thanh phan than kinh ndi tiét, bd
qua cac té hop md hoc khac. Nam 2019, WHO dé
xuét danh phap mé&i MINEN, bao gdm moi t hop
gitra thanh phan than kinh noi tiét véi bat ky thanh
phan biéu mé ngoai tiét nao, déng thoi ciing bao
quat moi mirc dé ac tinh [2]

MINEN tuy v&i t& hop SCNEC va PDAC 1a mot
bién thé hiém gap. Mét nghién ciru tdng quan hé
thédng ndm 2022 chi téng hop dwoc dwédi 30 ca
MINEN c6 thanh phan ung thw biéu mé tuyén éng
trong toan bo y van thé gidi [7]. V& co ché sinh
hoc, gid thuyét dwoc chap nhan rong rai nhat cho
rang MINEN phat sinh tlr mét t& bao gbc da nang
c6 kha nang biét hoa theo ca hai hwéng than kinh
ndi tiét va ngoai tiét, diéu nay giai thich cho sw dan
xen chat ch& vé mat mé hoc gitva hai thanh phan
trong cung moét khdi u. Trong trwéng hop bénh
nhan cla chung t6i, ty 1&é 70% SCNEC va 30%
PDAC kém biét héa dap (ng day du tiéu chuan
chan doan MINEN theo phan loai WHO 2019 [2].

Sinh thiét trwéc méb trong trwdng hop bénh
nhan cla chung t6i chi phat hién dwoc thanh phan
SCNEC, dan dén chan doan ban dau 1a ung thw
biéu md than kinh ndi tiét t& bao nhé don thuén,
va chi sau khi c6 bénh phadm phau thuat day da,
thanh phan PDAC kém biét héa chiém 30% maoi
dwoc xac dinh. Day la minh chiéng cho sai sb lay
mau ctia MINEN: do tinh chét dan xen khéng déng
nhét gitra hai thanh phan trong khéi u, mét mau
sinh thiét kim nhé c6 thé khong dai dién cho toan
bd phd mé hoc cla tén thuwong.
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4.2. Héa tri phac dé chuan trwéc tinh hung
han cua thé bénh

Tai thoi diém chi dinh hoa tri trwéc mé, chan
doan qua sinh thiét m&i chi xac dinh dwoc thanh
phan SCNEC, do d6 phac dd Etoposid-Cisplatin
dwoc lwa chon theo phac db diéu tri ung thw biéu
mo than kinh ndi tiét t& bao nho [8]. Nhin lai sau
khi c6 két qua gidi phdu bénh day du, c6 thé nhan
thay rang su lwa chon nay van phu hop: thi nhat,
thanh phan SCNEC trén thyc té chiém t&i 70%
thé tich u, trc la day chinh la thanh phan chiém
wu thé va quyét dinh tién lwong, dung véi nguyén
téc “diéu tri theo thanh phan hung han hon” vén
duwoc ap dung phd bién trong quan ly MINEN [4];
thr hai, Etoposid-Cisplatin 1a mét trong cac phac
dd dwoc NCCN phién ban 2025 khuyén cao chinh
thtrc cho nhém u than kinh ndi tiét ngoai phéi kém
biét hoa bao gdm ca MINEN. Lwa chon clia ching
tdi khong chi hop ly vé mat Iam sang tai thdi diém
quyét dinh, ma con phu hop véi hwéng dan diéu
tri dwoc cap nhat nhat hién nay [5].

Dién bién Iam sang cta bénh nhan nay - bénh
tién trién sau 6 chu ky Etoposid-Cisplatin, v&i u
nguyén phat tdng kich thwéc va xuét hién thém
ton thwong hach mei doc dong mach chu bung -
pha&n anh mét thue té: ty 1& khang tri hoac tién trién
s&m & nhom NEC ngoai phdi rat hay gap, ngay
ca khi phac dé dwoc lwa chon |a hoan toan phu
hop vé&i khuyén cao[8]. Sau mé, vdi két qua giai
ph&u bénh day du, phac dd mFOLFOX6 dworc chi
dinh - ciing la mét trong cac phac dd dwoc khuyén
cdo cho nhdm MINEN [5]. Tuy nhién, sau 2 chu
ky, bénh tiép tuc tién trién véi ban tac ruét va hach
doc déng mach chu bung to lén.

Nhin lai toan bd qua trinh diéu tri ndi khoa, c6
thé khang dinh réng ca hai phac dé dwoc ap dung
d&u nam trong danh sach khuyén cdo ctia NCCN
phién ban m&i nhat cho nhém bénh ly MINEN, va
viéc lwa chon phac dé tai tirng thoi diém déu cé co
s& lam sang ré rang. Viéc bénh tién trién qua ca
hai phac dd trong thoi gian ngan khéng phan anh
sw bat hop ly trong chién lwoc diéu tri, ma phan
anh ban chat sinh hoc hung han cua thé bénh. Sw
céng hwéng cla hai dong té bao nay trong cling
mot khdi u tao nén mét thé bénh ma ngay ca khi
dwoc diéu tri phac d6 chuén, tién lwong séng con
van rat ngan, dic biét khi di can hach da lan rong
tai thoi diém phau thuat nhw trong trwérng hop nay
(20/24 hach dwong tinh) [3][7].
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4.3. Cat toan b tuy: thanh cong ky thuat va
lgi ich séng thém

Chi dinh cét toan bd tuy & bénh nhan nay
xuét phat truc tiép tir d&c diém gidi phau cla ton
thwong: hai khéi u riéng biét & diu va than tuy.
Mot phau thuat cat khéi ta tuy hodc cét than dudi
tuy don thuan kho cé thé dat duoc dién cét RO.
Tai thdi diém hoi chan, véi thdng tin bénh tién
trién sau hoa tri tan bd tro nhung chwa c6 chdng
chi dinh toan than (khéng di can xa trén hinh anh
hoc, toan trang con cho phép mot cudc md I&n) -
cat toan bo tuy 1a lwa chon hop ly duy nhat dé duy
tri kha nang kiém soat bénh téi da.

Vé& mat ky thuat, cudc mbd nay 1a mét thanh
coéng dang ghi nhan. Thoi gian mé la 8 gior 51 phut
— twong tw y van trén thé gi&i, dién bién hau phau
hoan toan thuan loi: khéng cé bién chirng dang ké,
thay ddi diéu tri insulin tlr truyén tinh mach sang
tiém dwdi da dién ra ngay tir ngay th& 3, céng
thtrc mau 6n dinh, dirng khang sinh sém, dan lwu
dwoc rat sm vao ngay th&r 7 va bénh nhén ra
vién vao ngay thr 13. Nhin tlr géc dd ngoai khoa,
day chinh la minh chirng cho nang lyc thwc hién
an toan moét phau thuat I&n trén bénh nhan da trai
qua hoa tri tan bd tro kéo dai. Tai Viét Nam, kinh
nghiém vé cét toan bd tuy da dwoc Trinh Hong
Son va cs bdo cdo bwdc dau, trong d6 nhadn manh
vai trd cia quan ly rdi loan chuyén héa sau mé
nhw mét yéu té then chdt quyét dinh két qua hau
phau [1]

Tuy nhién, nhin lai toan bo dién bién, bénh tién
trién ngay sau 2 chu ky hoa tri bb tro v&i ban téc
rudt va hach 6 bung to Ién, t& vong sau 3 thang
ké tr cudc md. D liéu nay can dwoc ghi nhan
trung thwe nhw mot déng gép vao y van con rat
nghé&o nan vé tién lwong cia MINEN tuy ddi voi
t6 hop SCNEC-PDAC, chi¥ khdng phai nhw mot
phan bién déi véi quyét dinh diéu tri. Bai hoc rut
ra khdng phai 1a “khéng nén phau thuat”, ma la &
nhém MINEN c6 thanh phdn SCNEC chiém wu
thé, d tién trién sau hoéa trj tan bd tro,, hinh &nh
hoc tién phau co6 thé chwa danh gia hét mic do
lan réng ca bénh, va khodng cach nay can duoc
tinh dén khi tw van cho bénh nhan va gia dinh vé
muc tiéu thuc té cha phau thuat: khéng phai triét
can theo nghia cb dién, ma 1a phdi hop cling voi
hoa tri kiém soat khéi u ti da.
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V. KET LUAN

Chung t6i théng bao mét trvdng hgp MINEN
tuy hiém g&p v&i té hop SCNEC (70%) va PDAC
kém biét héa (30%), tlr d6 ndi lén ba van dé l&n
trong chan doan va diéu tri bénh ly nay: th(r nhat,
sinh thiét trwédc md co thé chi phat hién dwoc mot
trong hai thanh phan, dan dén chan doan MINEN
gan nhw chi co trén bénh phdm phau thuat; the
hai, ca hai phac dd héa tri dwoc ap dung tuan tw
- Etoposid-Cisplatin truéc md va mFOLFOX6 sau
mé - déu phu hop véi khuyén cdo NCCN 2025
nhwng khéng kiém soat dwoc bénh: va cudi quyét
dinh phau thuat, du hop ly tai thoi diém dwa ra va
dwoc thwe hién thanh cong vé mat ky thuét, van
khéong thay ddi dwoc tién lwgng clia thé bénh co
hai dong té bao ac tinh bac nhat cung tén tai trong
mét khdi u. & nhém bénh nhan MINEN c¢6 thanh
phan SCNEC chiém wu thé, da tién trién sau hoa
tri tan bd tro, muc tiéu thwe t& ctia phau thuat can
dwoc trao ddi v&i bénh nhan va gia dinh: khéng
phai triét can theo nghia cb dién, ma 1a phéi hop
vGi hda tri kiém soat khéi u téi da.

KIEN NGH|

Qua trwéng hop nay, ching téi c6 mot sb
kién nghi nhw sau: tht nhat, cadn nang cao nhan
thirc vé& sai s6 14y mau sinh thiét trong chan doan
MINEN, tranh chi dwa trén sinh thiét kim nho trwédc
md; th& hai: chi dinh phau thuat trén nhém bénh
nhan MINEN & tuy tién trién sau héa tri tan bd tro
can duoc thdo luan ky trong hdi chan da chuyén
khoa, cuing véi tw van ky lwdng cho bénh nhan va
gia dinh vé& muc tiéu diéu tri.
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