VNU Journal of Science: Medical and Pharmaceutical Sciences, Vol. 40, No. 4 (2024) 75-79

VNU Journal of Science: Medical and Pharmaceutical Sciences

Joumal homepage: hitps:/js.vnueduvi/MPS

Original Article

Ectopic Cushing's Syndrome Due to Pancreatic
Neuroendocrine Tumor: A Rarely Case Report

Nguyen Dinh Duc!", Bui Phuong Thao®?, Nguyen Thuy Duong?,
Pham Thi Luu!, Nguyen Thi Huong*?

'Bach Mai Hospital, 78 Giai Phong, Dong Da, Hanoi, Vietnam
2Hanoi Medical University, 1 Ton That Tung, Dong Da, Hanoi, Vietnam

Received 20 April 2024
Revised 22 July 2024; Accepted 20 December 2024

Abstract: Both a non-functional neuroendocrine tumor that transforms into an ACTH-secreting
tumor and ectopic ACTH-secreting Cushing's disease are extremely uncommon. We present the case
of a 75-year-old female patient who underwent total surgery for a pancreatic neuroendocrine tumor
that was discovered 11 years prior and was non-functional at the time of diagnosis. Five years ago,
liver metastases were found, and they currently exhibit Cushing's syndrome symptoms that depend
on ACTH. A presumptive diagnosis of a rapidly progressive, metastatic, functional pancreatic
neuroendocrine tumor with ectopic ACTH secretion was made and biochemically and
radiographically confirmed. However, due to health conditions and procedural risks, definite
diagnostic methods have not been developed, such as liver biopsy. Conclusion: This report
highlights the fact that it is unlikely that a neuroendocrine tumor of the pancreas may initially present
with a functional hormonal syndrome, either from the primary tumor itself or from the metastatic
secondary tumor.
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Hoi chimg Cushing lac chd do khéi u than kinh noi tiét
tuyén tuy: Mot bao cdo ca lam sang hiém gip
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Tém tit: Hoi ching Cushing tiét (ACTH) lac chd xudt phat tir khéi u than kinh noi tiét cia tuyén
tuy rt hiém gdp va tham chi con hiém hon nita ddi véi truong hop u thn kinh ndi tiét khong chirc
nang phat trién thanh khdi u tiét ACTH. Chung t6i trinh bay mot trudng hop bénh nhan nit 75 tudi
c6 u than kinh noi tiét tuyén tuy duogc chin doan cach 11 nam trudce, duge phau thuat hoan toan va
n6 khong co chirc ning & thoi diém chan doan. Khdi u di can gan phat hién cach 5 nam, va hién tai
¢ dic diém cua hoi chung Cushing phu thugc ACTH. Chung t6i dua ra chin doan u than kinh ndi
tiét tuyén tuy c6 di can gan tiét ACTH. Tuy nhién phuong phap chan doan xac dinh chua dugc thuc
hién nhu sinh thiét gan vi Iy do diéu kién sirc khoe, rui ro thi thuat. Két luan: Bao céo ca lam sang nay
cho théy tir mot u than kinh noi tiét cua tuyén tuy khong chirc nang c6 thé xuét hién sau d6 voi mot hoi
chimg noi tiét t6 chirc nang hodc tir ban than khéi u nguyén phat hogc tir khdi u thir phat di can.

Tir khéa: Hoi chimg Cushing tiét ACTH lac chd, u than kinh noi tiét tuyén tuy.

1. M& dau

U than kinh ndi tiét tuyén tuy 1a khéi u hiém
gip va it hon 2% cua tat ca cac khdi u tuy ac tinh
va vai ti 1é 1-2/100000 nguoi [1, 2]. Co 61 75%
u than kinh noi tiét tuyén tuy khong hoat dong
chuc nang [1]. Ho1 chung Cushing do tiét ACTH
lac chd tir u than kinh noi tiét tuyén tuy rat hiém
gip va thdm chi n6 xudt phat tir u than kinh noi
tiét tuyén tuy khong hoat dong chirc ning trudc
do [1].

Bénh nhén c6 khdi u than kinh ndi tiét tuyén
tuy tiét ACTH thudng c6 biéu hién di cin gan
mudn, vi ACTH do khdi u tuyén tuy tiét ra di vao
tudn hoan rudt gan, dugc gan chuyén hoa nhanh
chong va khong gay ra bat ky triéu chimg nao,
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trong khi ACTH dugc san xuét boi khi u ¢ phé
quan, budng trimg va cdc co quan khac di vao
tuan hoan hé thong va dan dén cac biéu hién 1am
sang sém hon, din dén chan doan sém hon [2].

Chung t6i bdo cdo ¢ ddy mot truong hop
bénh nhan nit méic u than kinh ndi tiét tuyén tuy
khong chirc ning da phiu thuat ma sau d6 xuat
hién khdi u di cin gan va trong qué trinh diéu tri
bénh phat trién thém hoi chirng Cushing do tiét
ACTH lac chd.

2. Trinh bay ca lam sang

Bénh nhan nir 75 tudi vao vién vi tinh trang
tang can, phu toan than, xuat huyét ducdi da,
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glucose mau cao va kho kiém soat véi 4 miii tiém
insulin/ngay, ha kali mdu ning kéo dai, loang
xuong nang.

Bénh nhan c6 tién sir d3 duge chan doan khoi
u & dudi tuy xam 1an lach sau khi di kiém tra tang
men gan vao 6/2012. Bénh nhan di phiu thuat
cat dudi tuy va lach tai Bénh vién Viét Puc va
két qua giai phau bénh 1a u than kinh noi tiét biét
héa cao v6i tham nhiém bo, xdm 14n quanh than
kinh, c6 xuat hién u & dng dan nho, phan do
grade 1 (két qua giai phiu bénh tai Bénh vién
Viét Dlic va trung tdm xét nghiém Parkway
Laboratory, Bénh vién Mount Elizabeth,
Singapore, Hinh 1). Nhuom ACTH khong dugc
thuc hién tai thoi diém d6 c6 thé do khong co
biéu hién 1am sang. Bénh nhan xuét hién dai thao
duong sau phau thuat cit khéi u tuy va sau do
theo ddi khong déu bang siéu am, CT scanner 6
bung tai Bénh vién Viét Puc va tai Bénh vién K
khong thiy u tai phit.

DPén nam 2018, bénh nhan phat hién nhiéu
khdiu gan va dugc chan doan u thin kinh ndi tiét
cta tuy di cin gan, di cin hach 6 bung, hach
trung thit tai Bénh vién K, da diéu tri nhiéu dot
hoa chat bao gébm: Everolimus 10 mg/ngay,
Sandostatin 20 mg/thang x 35 dot, phac d6
XELOX x 2 dot.

Tir thang 09 nam 2022, bénh nhan bat dau
xuat hién nhleu dot phu toan than, khé thd, mat
tron do, xuat huyét dudi da dang mang 0 cang
tay va chan, tang can, sam da vung mat + nep gap
+ niém mac mdi, dudng mau ting cao khé kiém
soat, lodng xuwong. Pén thang 3 nam 2023 bénh
nhan d&én kham véi chung toi, triéu ching 1am
sang dién hinh ciia hoi ching Cushing. Cac xét
nghiém tai Bénh vién Bach Mai c6 két qua: Kali
mau thip thuong xuyén tir 1,9-2,5 mmol/l;
glucose mau 25,3 mmol/l; HbAlc 10,3%;
cortisol mau lac 8h tang 823,8 nmol/l v&i tham
chiéu ( 171-536 nmol/l); ACTH 232 pg/l véi
tham chiéu (7,2-63,3 pg/l). Nghiém phap e ché
dexamethasone liéu thap 1mg qua dém khong tic
ché duoc (Cortisol mau 983 nmol/l sau nghiém
phap). CT scan 6 bung thiy nhiéu khdi u di cin
O gan 16n nhét 55mm, hach & bung, tuyén thuong
than 2 bén day canh, khong thay u tai phat ¢ tuy
(Hinh 1). CT scan nguc c6 hach trung that 1-2
cm, khong thay khdi u ¢ phdi. Siéu am tuyén
giap binh thuong.

Duya vio tién st bénh, ban chat khdi u, két
qua xet nghiém, ching t6i dua ra 1a kh01 u than
kinh noi tiét cua tuy (u than kinh noi tiét tuyén
tuy) di cdn gan, hach 6 bung véi hoat dong chirc
nang tiét ACTH géy ra hoi chimg Cushing.

Hinh 1. CT 6 bung cho thay nhiéu khéi u di can gan, hach 6 bung.
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3. Théo luian

U than kinh n6i tiét tuyén tuy duoc phan loai
theo hormone do chiing tiét ra nhu insulinoma,
gastrinoma, glucagonoma, VIPoma. Tuy nhién,
khoang 75% u than kinh néi tiét tuyén tuy thuc
sy khong hoat dong [1]. Cac dac diém 1am sang
ctia u than kinh ndi tiét tuyén tuy da dang tir hiéu
g khdi lwong ctia khdi u nguyén phat dén cac
hoi chimg do cac hormone tiét ra. U than kinh
noi tiét tuyén tuy khong chirc niang thuong xuat
hién mudn dudi dang khdi u 16m, voi cac dau higu
va triéu chimg chén ép cua khdi u nhu dau bung,
tdc mat [2]. Rat hiém trudng hop, u than kinh ndi
tiét tuyén tuy chuyén doi tir khong chirc ning
sang U than kinh ndi tiét tuyén tuy tiét hormon
nhu hdi chirng carcinoid hodc hdi chiing Cushing
tiét ACTH lac chd [3].

Truong hgp 1am sang bénh nhan ctia chung
t61 13 truong hop hoi chimg Cushing phuy thuge
ACTH. Chung toi loai trir u tuyén yén, u tiét
ACTH lac chd khac vi: i) Bénh nhan khong c6
triéu chtng khdi u chén ép giao thoa, khong co
biéu hién 1am sang suy gidp, suy sinh duc; ii)
Khéng thay khdi u & cac vi tri khac thuong gy
hoéi chu’ng Cushing tiét ACTH lac chd nhur: ph01
tuyen giap, tuyén tc, budng trimg; iii) ban chat
khéi u nguyén phat ciia bénh nhéan la u than kinh
noi tiét tuyen tuy co thé tiét hormon/peptid hodc
axitamin; va iv) Theo y van c6 mot so6 bénh nhan
u than kinh néi tiét tuyén tuy tiét ACTH gay hoi
chting Cushing [3-5]. Tuy nhién tinh trang nguoi
bénh rat ning véi ha Kali mau ning (1,9-2,5
mmol), tang glucose méau kho kiém soat, suy kiét
va van dé chi phi, nén chiing t6i khong thyc hién
dugc nghiém phéap dexamethasone liéu cao, va
MRI tuyén yén, PET-CT, sinh thiét gan. Vi vay
ching t6i hudng téi chan doan hoi ching
Cushing tiét ACTH lac chd xuét phat tir u than
kinh néi tiét tuyén tuy di can gan.

Chén doan u than kinh néi tiét tuyén tuy chu
yéu dua vao mo bénh hoc st dung thudc nhuém
hematoxylin va eosin thong thuong va nhudm
héa mé mién dich bang chromogranin va
synaptophysin [6]. Xac dinh chi s6 phan bao
trong 10 vi truorng (HPF)va tinh toan chi s6 Ki67
bang héa md mién dich, rat can thiét dé chan
doan chinh xac va phan loai. Cac khéi u duoc

phan loai theo hé théng cta To chuac Y té Thé
gidi vao ba loai: d 1 (NET lanh tinh), d 2 (4ac
tinh thap) va d¢ 3 (ac tinh cao) [6]. Hau hét cac
truong hop la d6 2, tuy nhién bénh nhan cia
chung t61 dugc xac dinh d6 1.

Mot s6 béo céo ciing cho thdy sy xuat hién u
than kinh noi tiét tuyén tuy khong chirc ning
chuyén sang tiét hormon mudn hon trung binh la
19 thang (khoang: 7-120 thang); 92% cac truong
hop c6 tiét hormon méi nay xuét hién sau khi di
can tdi gan [4, 5]. Thoi gian bénh nhan cua chung
t6i tir khi chan doan khéi u nguyén phat dén sy
phat trién ciia cac dac diém 1am sang cta hoi
ching Cushing da gan 120 thang (10,1 nam).
Mot bao cao tong quan khac cho thay u than kinh
ndi tiét tuyén tuy c6 tiét ACTH thuong xuat phat
tor dudi tuy va gan 1a noi di can thuong xuyén
nhat [5]. U lac chd tiét ACTH trong 6 bung s&
gua tuan hoan tinh mach ctra va thanh thai tai gan
dan t&i biéu hién hoi ching Cushing mudn va
phat hi¢n khi da di can gan [4].

Muc tiéu diéu trj bao gdm kiém soat sinh hoa
clia ting cortisol mau va ngin ngira tién trién cua
bénh. Cac thudc trc ché tuyén thuong than nhu
metyrapone, hodc phiu thudt cit bo tuyén
thuong than hai bén & nhiing bénh nhan khong
dap ung véi liéu phap metyrapone hoac
ketoconazole, c6 thé duoc sir dung dé g1a1 quyet
tinh trang tang cortisol mau. Diéu trj khéi u than
kinh noi tiét co thé bao gdm cac chat tuong tu
somatostatin tac dung kéo dai (SSA), thude tc
ché thu thé tyrosin kinase, trc ché mTOR, liéu
phap hoa tri doc t€ bao. Phiu thudt duge khuyén
nghi ngay ca khi c6 bénh di can, bao gom di can
gan cuc bd, néu c6 kha ning cit bo va kiém soat
triéu ching cua tinh trang hodc cit dbt song cao
tan [7] Tuy nhién, bénh nhan cia chiing t6i co6
nhiéu 6 di can gan, kich thude 16n va do d6 phau
thuét khong dugc lua chon.

O nhitng bénh nhan c6 u than kinh noi tiét
tuyén tuy tién trién, khong thé cit bé bang phiu
thuat, diéu tri bé“mg everolimus va sunitinib 1a
nhitng lya chon hoa tri liéu méi. Bénh nhén cia
chung t6i khong dap Ung voi octeotide va
sunitinib va hau qua cta triéu chimg Cushing rat
ning. Chiing t6i van chua kiém soat duong mau,
kali mau du diéu trj bang insulin basal bolus téng
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lidu 50-60 don vi/ngay, verospiron 200 mg/ngay
+ 5 g/ngay kali clorid. Tinh trang bénh nhén rat
ning nén ching t6i khong dat ra van dé phau
thuat tuyén thuong than 2 bén.

Ty 1é sdng s6t sau 5 nam ciia bénh nhan cé u
than kinh noi tiét tuyén tuy khong chirc ning
nam trong khoang tir 30% dén 63%, Vi trung
binh s6ng sét sau chan doan 1a 72 thang [8]. Vao
thoi diém khi béo cdo nay di duogc viét, bénh
nhan ctia chiing t6i da séng > 120 thang ké tir khi
chan doan. Tién lugng phu thudc vao sy hién
dién hay khong cua di can va mo bénh hoc [8].
Qua trinh 1am sang ctiia bénh nhin véi u than
kinh néi tiét tuyén tuy di can 1a rit thay d6i. Tuy
nhién, trong mét bao cao, 91,6% nhiing bénh
nhan phat trién mot hoi chung tiét hormone mai
s& c6 tinh trang 1am sang x4u di sau do cac triéu
chimg do cac hormon nay gay ra [8]. Quan sat
trén bénh nhan ciia chung toi thiy tinh trang bénh
xdu va tién trién ning hon khi co hoi ching
Cushing méi xuét hién, pht hop véi y vin va cac
béo céo ca lam sang khéc.

4. Két luan

U than kinh ni tiét tuyén tuy 1a mot nguyén
nhan hiém, va c6 thé gay ra hoi ching Cushing
tiét ACTH lac chd. U than kinh ndi tuyén tuy
khong chirc ning nguyén phat co thé tién trién
bénh thanh u than kinh noi tiét chirc nang nhu
tiét hormon ACTH, dic biét khi c6 sy xuat hién
cta u di can.

Tai li€éu tham khao

[1] J. Hallet, C. H. Law, M. Cukier et al. Exploring the
Rising Incidence of Neuroendocrine Tumors: a
Population-Based Analysis of Epidemiology,
Metastatic Presentation, and Outcomes, Cancer
Vol. 121, No. 5, 2015, pp. 589-597,
https://doi.org/10.1002/cncr.29099.

[2] G. Kloppel, Tumour Biology and Histopathology
of Neuroendocrine Tumors. Best Pract. Res. Clin.
Endocrinol. Metab., Vol. 21, No. 1, 2007, pp. 15-31,
https://doi.org/10.1016/j.beem.2007.01.004.

[3] L. Zhu, D.R. Domenico, J. M. Howard, Metastatic
Pancreatic Neuroendocrine Carcinoma Causing
Cushing’s  Syndrome, ACTH Secretion by
Metastases 3 Years after Resection of
Nonfunctioning Primary Cancer, Int J Pancreatol,
Vol. 19, 2016, pp. 205-208,
https://doi.org/10.1007/BF027873609.

[4] D. Wynick, S. J. Williams, S. R. Bloom,
Symptomatic Secondary Hormone Syndromes in
Patients with Established Malignant Pancreatic
Endocrine Tumors, N Engl J Med, Vol. 319,
No. 10, 1988, pp. 605- 607,
https://doi.org/10.1056/NEJM198809083191003.

[5] R. Maragliano, A. Vanoli, L. Albarello, M.
Milione, O. Basturk, D. S. Klimstra, A. Wachtel,
ACTH-secreting Pancreatic Neoplasms Associated
with Cushing Syndrome: Clinicopathologic Study
of 11 Cases and Review of the Literature, Am J
Surg Pathol, Vol. 39, No. 3, 2015, pp. 374-382,
https://doi.org/10.1097/PAS.0000000000000340.

[6] G. Luo, A. Javed, J. R. Strosberg et al, Modified
Staging Classification for Pancreatic
Neuroendocrine Tumors on the Basis of the
American Joint Committee on Cancer and
European  Neuroendocrine  Tumor  Society
Systems, J Clin Oncol, Vol. 35, No. 3, 2016,
https://doi.org/10.1200/JC0.2016.67.8193.

[7] T. R. Halfdanarson, J. R. Strosberg, L Tang, The
North American Neuroendocrine Tumor Society
Consensus Guidelines for Surveillance and
Medical Management of Pancreatic
Neuroendocrine Tumors, Pancreas, VVol. 49, No. 7,
2020, pp. 863-881,
https://doi.org/10.1097/MPA.0000000000001597.

[8] M. Falconi, U. Pléckinger, D. J. Kwekkeboom,
ManfrediR, M Korner, L Kvols et al., Well-
Differentiated Pancreatic Nonfunctioning
Tumors/Carcinoma, Neuroendocrinology Vol. 84,
No. 3, 2006, pp. 196-211,
https://doi.org/0.1159/000098012.


https://doi.org/10.1007/BF02787369
https://doi.org/10.1200/JCO.2016.67.8193

