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Ca lam sang / Case report

Hoi chiing Zollinger-Ellison: Nhin mét truong hgp 1am sang
hi€m gip u gastrin tai gan

Zollinger-Ellison Syndrome: A rare clinical case of hepatic gastrinoma
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Abstract

Background: Zollinger-Ellison syndrome (ZES) is a syndrome that includes symptoms in the context
of gastroesophageal reflux disease; gastric and duodenal ulcer disease; persistent diarrhea and weight
loss. ZES is difficult to diagnose because the non-specific symptoms cause a delay in diagnosis. We report
a case of a 38-year-old male patient with abdominal pain, dyspepsia, and diarrhea of unknown cause
lasting more than 10 years who was examined /and treated at multiple hospitals without a definitive
diagnosis of ZES, making the treatment ineffective, greatly affecting the patient's quality of life and
leading to unnecessary disease management costs.

Keywords: Zollinger-Ellison syndrome; Gastrinoma; Multiple endocrine neoplasia.

Tém tit

Pit van dé: Hoi chitng Zollinger-Ellison (ZES) 12 mdt hdi chiing gdm cic triéu chiing trong bénh
cAnh trao ngudc da day, thuc quén; bénh loét da day, t4 trang; tiéu chdy kéo dai va sut can. ZES vé béan
chi't rat khé chidn dodn do céc triéu chitng khong dic hiéu din dén viéc chin doan cham tré. Chiing toi
bdo cdo mot trudng hop bénh nhan nam 38 tudi bi dau bung, mic chitng khé tiéu va tiéu chay khong
16 nguyén nhan kéo dai hon 10 nim da thim kham va diéu tri tai nhiéu co sd y t& ma khong dugc chin
dodn ZES, khi€n viéc di€u tri khong hiéu qua, giy 4nh hudng nhiéu dé&n chit lugng cudc sdng clia
ngudi bénh va tdn kém chi phi quén ly bénh khdng can thiét.

T khéa: Hoi chiing Zollinger-Ellison; U gastrin; U da tuy&n ndi tiét.
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1. Gidi thiéu

Hoi ching Zollinger-Ellison (ZES) dugc dac
trung bdi su ting tiét acid dich vi § doan diu dng
tiéu hoa, bénh xuit hién thd phit do u gastrin. U
gastrin (gastrinoma) 12 u c¢6 khd niing ti€tra gastrin
— la hormon kich thich da day ting ti€t acid dich
vi quéd muc, tr d6 gay nén céc triéu ching dau
bung, trao ngugc da day-thyc quan va tiéu chay
man tinh [1].

Nghién citu diu tién vé ZES xuit hién vao
nam 1970, khi nhitng ti€n bd trong sinh 1y hoc va
y hoc hinh 4nh gitp 1am hi€u rd hon vé hoi chiing
nay. Tuy nhién, viéc chin dodn ngay cang tré
nén khé khin do céc triéu chiing khdng dic hiéu,
bénh thudng bi chdn dodn nhim v&i nhiéu bénh
Iy khéc c6 tri€u ching tuong tuw nhu bénh loét da
day, ta trang do Helicobacter pylori hodc do st
dung thudc chdng viém khodng steroid (NSAID)
[21,[3].

Viéc st dung rong rii cdc thudc trc ché gidm
ti€'t acid nhu thudc e ché bom proton (PPI) cang
lam khé khin thém trong viéc chdn dodn bdi
chiing che gifu cic triéu chitng, nhiéu nghién citu
cho thiy ty 1& chdn do4n ZES gidm ro rét khi dudc
so sanh gitta hai thdi ky truc va sau khi c6 PPI
[4]. C6 thé du doan dugc, viéc bd sét chian dodn
ndy Iam chim qué trinh phit hién va ti€n trién
ctia bénh. Roy va cdng sy da ghi nhan chi c6 3%
céc bac si c6 thé chidn dodn chinh xdc ZES, din
dén viéc cham tré trong chin dodn kéo dai t6i 5
nam [5]. Trong boi cdnh nay, ching toi trinh bay
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mdt bénh nhan mic ZES ma chin dodn da bi tri
hoan sau hon 10 ndm.

2. Calam sang

Bénh nhan nam, 38 tudi, tién st chua tiing phat
hién bénh 1y trudc d6. Khodng 10 nam nay, bénh
nhan dau bung thugng vi va dau quanh rén am i;
cam gidc chudéng bung sau cac bita an; kem dai
tién phan 16ng nhiéu 1in trong ngay kéo dai nhiéu
nim nay, phan khong c¢6 nhiy mau; khong sot,
khong budn non, khdng cé biéu hién xuat huyé&t
tiéu hod, bénh nhan da dudc thaim kham va diéu
tri tai cac bénh vién & Viét Nam va nudc ngoai
nhung cac triéu ching khong cai thién hoic chi
gidm tam thdi rdi tdi phat gdy dnh hudng nhiéu
dén chat lugng sdng.

Tai bénh vién cta chdng toi, khi thim khdam
1am sang khong ghi nhan bt thudng. Can 1am
sang thdy cdc xét nghiém codng thiic mau, chic
ning gan, than, calci mau, dién gidi dd trong gidi
han binh thudng. K&t qua siéu am & bung chi ghi
nhan tai gan ha phan thily V canh tdi mat c6 ndt
tdng am kich thudc 18 x 16 mm nghi u méu gan.
No6i soi dudng tiéu hoa trén thdy hinh dnh viém
thuc quan trao ngugc do B; niém mac than vi da
day phii né, cic nép gap phi dai va c6 nhiéu & loét
nong G hanh td trang va ta trang; test H.pylori Am
tinh (Hinh 1). K&t qué sinh thiét tdn thuong tai t4
trang chi ghi nhan viém loét niém mac t4 trang
man tinh. N§i soi dai trang toan b chua phat hién
bat thudng.

Hinh 1: Hinh 4nh ndi soi ghi nhan viém thuc quan trao nguge dd B (dnh A), cdc nép gdp niém mac
phi dai (d4nh B) va c¢6 nhiéu & loét ndng & hanh ta trang va t4 trang (4nh C).
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Khi thdy c¢6 nhiéu t&n thuong dang loét nhiéu
8 tai phin xa t4 trang trén hinh 4nh ndi soi két
hgp v6i cdc bi€u hién 1am sang, ching tdi nghi
ngd bénh nhan mic hodi ching Zollinger-Elison
gy ting ti&t acid dich vi qud mitc. Do d6, ching
toi ti€n hanh Iam xét nghiém gastrin huyét thanh
khi d6i, trude khi lam xét nghiém nay ching t6i
cho bénh nhan ngirng diing céc thudc c6 kha ning
gy &nh hudng dén k&t qud nhu PPI va thudc
doi khing thu thé H2. K&t qui cho thidy ndng
do gastrin huy€t thanh 1a 839 pg/ml ting rat cao
so v&i ngudng binh thudng la 5-100 pg/ml. Ti€p
theo, chup MRI 6 bung ghi nhian hinh 4nh ndt gan
phai ha phan thay V sit giudng tdi mat c6 ndt
kich thudc 19 x 15 x 11mm, ngdm thudc khdng
dién hinh (Hinh 2); céc co quan khdc khong thay
khdi chodn chd, thay d6i tin hiéu bt thudng; cdc
diu &n danh gia khdi u gan AFP, PIVKA-II trong
ngudng binh thudng va xét nghiém virus viém
gan B, C dm tinh (Hinh 2).

Do nghi ngd bénh nhan mic ZES trong bénh
cAnh u da tuyé&n ndi ti€t (MEN) nén chiing toi ti€n
hanh Iam ndi soi siéu Am thi chi ghi nhan diu tuy
va than tuy ting nhe kich thudc nghi dén viém,
ndt trong gan va khong thdy hach bt thudng. DE
xdc dinh ban chét tén thuong gan, chiing toi ti€n
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hanh sinh thi€t kh&i u gan ha phan thiy V, hinh
dnh gidi phiu bénh va nhuém hod mo6 mién dich
phll hgp véi u than kinh ndi ti€t do 1 & gan, cac t€
bao u duong tinh véi ddu 4n: CK, synaptophysin,
chromogranin, chi s6 Ki67 [] 1%.

Ngoai ra, bénh nhan con dugc lam céc thim
do d€ tam soat dién rong trong bénh cAnh MEN-1
thiy xét nghiém hormon prolactin 12 103 ng/ml va
PTH 14 161 pg/ml ting so v&i ngudng binh thudng;
cac thim do khac nhu hormon sinh duc LH, FSH,
testosteron; hormon thugng than ACTH, cortisol,
canxi ni€u, catecholamin niéu; calcitonin; dinh
lugng Insulin, C-peptid, FT4, TSH va chup cét I6p
vi tinh 16ng nguc, MRI diu mit ¢d déu khong ghi
nhan bat thudng.

Sau khi dugc chdn dodn Hoi chitng Zollinger-
Elison do u than kinh noi ti€t kha niang u gastrin,
bénh nhan dugc ti€n hanh d6t séng cao tin khdi u
gan ha phan thuy V va ti€p tuc diéu tri gidm tiét
acid dich vi véi thudc tc ch€ bom proton PPI thdy
c6 ddp tng. Triéu ching 1am sang va chat lugng
cudc song ctia bénh nhan sau 03 ngay diéu tri cai
thién ro rét vé tn s6 va mic do cic con dau, gidm
d hdi, ddy bung va khdng con tiéu chdy, ndng do
gastrin gidm con 223 pg/ml.

Hinh 2: MRI & bung: Nhu mo gan ha phén thuly V sat giudng tii mat c6 ndt kich thude 19 x 15 x 1 1mm,
ranh gidi rd, ting tin hiéu khong déu trén T2W, T2Fs bén trong c6 dai gidm tin hiéu, giAm trén TIW (dnh
A, miii tén), sau tiém thi dong mach ngdm thudc ngoai vi (Anh B, miii tén).
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3. Ban luidn

Hoi chiing Zollinger-Elison la motbénh 1y gy
ra bdi mot dang u than kinh noi ti€t ti€t gastrin,
dugc goi la u gastrin. U gastrin thuéng khu trd &
tuy va t4 trang, cic vi tri khic c6 thé giap nhu hach
bach huyé&t quanh tuy, nang lympho & rudt, gan,
tdi mat,...[6].

ZES 1a bénh hi€m gip, ty 16 méic hang nim
uGc tinh tir 1 d&€n 3 ngudi trén 1 triéu dan, nam
gidi c6 ty 1& mic cao hon nit gidi [7],[8]. Po tudi
trung binh ma céc triéu chitng khdi phat 12 41 tudi
[9]. Bénh nhan méc ZES lién quan dén u da tuyén
ndi tiét typ 1 (MEN-1) thudng xuét hién & do tudi
tré hon, tir 30 tudi [10].

Viéc xdc dinh vi tri clia u gastrin rat quan trong
nhim theo ddi va chon phuong phap diéu tri triét
cin nhu phiu thuat, tiém con hodc d6t séng cao
tan. U gastrin c6 ngudn gdc chd y&u & t4 trang va
tuy, c6 tir 40-90% u gastrin khu trd tai td trang va
chiing thudng rat nhd nén cic phuong phip chian
do4n hinh 4nh khé c6é thé phat hién dugc [11].
Khoédng 20-30% u gastrin ¢6 lién quan dén bénh
u da tuy€n ndi ti€t typ 1 (MEN-1) [12]. Chiing

Hinh 3: Tam gidc gastrinoma. Céc ranh gigi dugc
x4c dinh bdi noi hgp luu clia 6ng 8 tdi mat va dng
mat chl § phia trén, doan ndi phin thi hai va thi
ba clia t4 trang & phia du6i, ¢6 va than tuy & phia
trong, cd mit lung va mat bung.
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hi€m khi dudc tim thdy & cdc vi tri khdac nhu hach
bach huyét, da day, mac treo, than, ron lach, mac
ndi, budng tritng, gan va dudng mat va rat hi€m
khi dugc tim thdy & vi tri ngoai & bung nhu tim va
phdi [13]. Khodng 75 - 90 % u gastrin dugc phat
hién trong vung “tam gidc gastrinoma” (Hinh 3),
[14].

Co ch& bénh sinh cda u gastrin van chua dugc
bi&trd. Dot bi€n gen e ché khdi u (p53, u nguyén
bao vong mac) va gen gy ung thu rat hi€m gip,
tuy nhién nhitng thay ddi trong con dudng m-TOR
va hoat dong bt thudng clia thy thé tyrosine
kinase trong qua trinh phat trién khdi u ciing da
dudc ghi nhan. Ngudn goc t&€ bao clia u gastrin
vin con la mot van dé dang tranh cii, Ito va cong
st cho ring u gastrin tai tuy c6 thé bit ngudn tir
ti€u ddo tuy hodc t€ bao 6ng din. Trong trudng
hgp u gastrin t4 trang & bénh nhan MEN-1, c6 thé
do mifc do ting sinh bat thudng clia t& bao G ta
trang cung véi su rdi loan trong qué trinh phan
bao do gen 11q13 quy dinh [15].

Céc triéu chitng ctia ZES ¢6 lién quan dén sy
ting ti€t acid dich vi dAn d&€n xuit hién nhiéu tén
thuong loét & da day va phia xa hanh td trang.
Mot s6 nghién cttu ghi nhan ring hau hét bénh
nhan ZES bi loét da day-ta trang dai ding c6 triéu
chitng hodc tham chi cdc bi€n ching lién quan
dén tang tié€t acid dich vi nhu thing da day, xuat
huyé&t tiéu hoé va hep thuc quén.

Céc biéu hién 1am sang lién quan d&€n ZES rit
da dang, triéu chitng hay gip bao gdm: dau bung
(75%) do loét da day-ta trang hodc trao ngugc da
day thuc quan (GER); tiéu chady kéo dai (73%),
trong d6 ¢6 3 -10% bénh nhan chi gép triéu chiing
nay; sdt can (17%) va xuft huyét tiéu hda (25%)
[16].

Do tinh chdt khong dic hiéu cda cic triéu
chitng nay va sy hi€m gip ctia ZES nén thudng
c6 su cham tré ddng ké trong chin dodn tir 6 - 9
nim [17]. Ngoai ra, cdc thudc nhu PPI va thudc
khang thu thé H2 (H2Rs) c6 hiéu qué trong viéc
lam gidm tiét acid dich vi, d& ti€p can va dudc
st dung rong rii din d€n gidm dang k€ céc triéu
chitng, cang 1am tri hodn viéc chdn dodn hon nita

Liéu PPI va H2Rs c6 thé khic nhau & nhitng



4676

bénh nhan ZES va c6 thé cAn diéu tri sudt ddi. Do
u gastrin ¢ nguy cd c tinh nén cin dinh gia dinh
ky va can nhic phiu thuat khdi u hodc cdc phuong
phap diéu tri triét cin khac nhu d6t séng cao tan,
tiém con néu cho phép [17].

D6i v6i bénh nhian nghi ngd ¢6 ZES, thim do
dau tién can dudc thyc hién 1a xét nghiém ndng
dd gastrin huyét thanh lic déi [18]. Nong do binh
thudng clia gastrin huyét thanh 1a 5-100 pg/ml,
tuy nhién & nhitng bénh nhan u gastrin, ndng do
nay c6 thé vudt qui gisi han trén dang ké vdi
dao dong tir 137 d&€n 1550 pg/ml. Tuy nhién, ting
gastrin mau con xdy ra vdi cac tinh trang gidm ti&t
acid khac nhu st dung thudc ¢ ch€ bom proton,
thi€u méu 4c tinh, viém teo niém mac da day; suy
than v6i gidm thanh thai gastrin, cit bd doan rudt
va u t€ bao wa crom [19]. Trong trudng hgp bénh
nhan ctia ching toi, ndng d6 gastrin huyé&t thanh
dudc ghi nhan 1a 839 pg/ml, nghia la ting rit cao
so vG6i ngudng binh thudng.

Ngoai ra, trong ZES cic ddu hiéu trén ndi soi
dudng tiéu ho4 trén thudng gip 1a hinh 4nh nhiéu
8 loét véi dudng kinh nhé hon 1 cm, trong d6 hon
75% khu tri & doan gan t4 trang, it hon 14% lan
dé&n doan xa td trang va 11% dén hdng trang [20].
Trong mot nghién cdu trén 72 b&nh nhan, Wilcox
va cOng sy bao cdo rﬁng chi ¢6 5,6% va 2,8%
bénh nhan u gastrin ¢6 biéu hién tuong ¥ng vdi
viém trgt td trang va hdng trang [10]. Qud trinh
bénh dién bién kéo dai do chin dodn chim tré
g6p phan gy ra tinh trang loét da day, t4 trang
ndng. Mic du GERD dd cao va loét ndng la dau
hiéu ndi bat clia ZES, ching tdi ciing mudn dé
cap d&n hinh 4nh cdc nép gap da day phi dai, da
dudc chitng minh 12 hay gip nhat (> 85% bénh
nhan) khi ndi soi trong bénh canh ZES [21],[22].
Ca bénh ciia chiing tdi ciing c6 cdc biéu hién hinh
anh trén noi soi thyc quan- da day- ta trang nhu
mo ta trén day vdi tdn thuong loét niém mac da
& & hanh ta trang va t4 trang; trao ngugc da day-
thuc quin do B va hinh &nh phi dai cidc nép gap
niém mac than vi da day (Hinh 1).

Chup cit 16p vi tinh 8 bung va cong hudng tir
c6 tiém thudc tuong phin 1a phuong phip chian
doan hinh 4nh dudc st dung rong rdi nhit. Céc
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phuong phdp nay phat hién dugc 30 - 50% u
gastrin nguyén phat c¢6 kich thudc 1- 2 cm; tuy
nhién, ty 1€ phat hién cta ching rat thap doi véi
cdc ton thuong c6 kich thuée < 1 cm. Do d6, siéu
am ndi soi 1a phuong phédp dugc lua chon d€ phat
hién céc khdi u gastrin nhd tai tuy c6 dudng kinh
<7 mm; thim chi, ndi soi siéu Am con c6 thé phat
hién cdc tdn thuong u tuy c6 dudng kinh nhd tir
2-3 mm va gidp ti€n hanh choc hit bing kim nhd
FNA ddi v6i cdc tdn thuong nghi ngd [23],[24].
HAiu hét cic huéng din gin day déu khuyén cdo
stt dung noi soi siéu Am d€ xac dinh vi tri ddi véi
kh6i u gastrin tai tuy v6i do nhay (75% - 100%)
va do dac hiéu (95%), cao hon so v6i CT hodc
MRI [25].

Ngoai ra, xa hinh thy thé Somatostatin ciing
12 phuong phip dudc lua chon d€ xac dinh khdi
u gastrin nguyén phat hay thd phat trong ZES, n6
c6 @6 nhay 1a 80% cao hon cic phudng phép chin
doan hinh 4nh thong thudng nhu CT hoic MRI
v6i do nhay tuong tng 1a 51% va 57% [26]. Tuy
nhién, phuong phap nay hién chua c6 san tai céc
co s§ y t& nén chua dugce ap dung tai Viét Nam.

Viéc chin doin xdc dinh clia u gastrin con
phu thudc vao gi4i phiu bénh hoc va nhudém héa
md mién dich. Chromogranin A(CgA) dudc st
dung 1am chat chi di€m cho u than kinh ndi tiét
véi d6 nhay 59% va d6 dic hiéu 100% & MEN-
1 [27]. Pic di€ém quan trong nhit dé chian dodn
u than kinh noi ti€t 1a tao mién dich duong tinh
véi ddu an CgA va Synaptophysin (Syn). Ngoai
ra, phuong phap nhudém mién dich gastrin c6 thé
dudc st dung d€ phan biét u gastrin v6i cdc u than
kinh ndi ti€t khac. P&8i v6i bénh nhan cda chiing
t6i, mau bénh phim khoi u khi nhuém hod mo
mién dich c6 két qud duong tinh v6i Syn (+++),
CgA (+++), Vi chi s6 Ki 67 1a 1%, di€u nay cho
thay ro rang day 12 mot khdi u thin kinh noi tiét
do 1 & gan.

Vé chin dodn bénh, chiing t6i mudn nhin
manh dé€n ba phuong phap quan trong dau tién
can thuc hién khi nghi ngd ZES trén 1am sang
gdm: bat thudng trén hinh 4nh noi soi dudng tiéu
héa trén, dinh luong ndng dd gastrin huyét thanh
khi d6i va chan dodn hinh anh.
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ZES 1a bénh c6 tin suit bi€n chitng cao va ty
1é song sét sau 25 nam 1a 50% [28]. T 60 dén
90% u gastrin ¢6 ton thuong thi phat; trong d6
di can gan thudng giap hon § nhitng bénh nhan bi
u gastrin tai tuy va c6 ty 1& song s6t sau 10 ndm
1a 15 - 25%, day 1a mot trong nhitng yé&u to tién
lugng quan trong nhit. Di cin hach bach huyé&t
xdy ra & 43 - 82% bénh nhan, phiu thuit cit bd
hach bach huyé&t thudng dugc khuyén cdo & nhitng
bénh nhan bi u gastrin d€ cai thién tién lugng va
tdng ty 1& sdng con [29].

Piéu tri bdo ton chi dugc khuyén cdo cho
nhitng bénh nhan khong thé phiu thuat hoic
nhitng bénh nhan c6 di cdn lan rong. Ting tiét
dich da day c6 thé dugc ki€m sodt hiéu qua bing
cdch st dung PPI va thudc doi khang thu thé H2.
PPI 1a thudc dudc lua chon diu tay do hiéu qué
va tac dung kéo dai clia chiing, c6 thé ding liéu
mot hodc hai 1An mot ngay. PPI tiém tinh mach
dugc lwa chon khi khong thé st dung dudng
udng. Thudc ddi khdang thu thé H2 ciing ¢6 hiéu
qud nhung cin liéu lugng va s& 1an ding nhiéu
hon so véi PPL. Bénh nhan dung li€u phap PPI
kéo dai cho thdy c6 dung nap t6t véi dudi 0,1%
tdc dung phu [30]. Somatostatin, ching han nhu
octreotide, ciing dugc st dung d€ e ché tiét axit
da day, tuy nhién chua dugc dua vao khuyén cdo
va cin c6 thém cdc nghién citu thit nghiém 1am
sang ngiu nhién [31]. Héa tri liéu c6 thé dugc
dung cho nhitng bénh nhan bi di cdn lan rdng,
phuong phap diéu tri dau tay 1a liéu phdp két
hgp gilta streptozotocin va S-fluorouracil hodc
doxorubicin; vin con tranh cdi vé viéc liéu héa
tri liéu c6 cdi thién thdi gian sdng sét hay khong
[32]. Xa tri khong dugc khuyé&n cdo nhu 1a mot
liéu phdp diéu tri thudng quy [33].

Tém lai, diéu tri ndi khoa 12 phuong phép diéu
tri tiéu chuin d6i vdi bénh nhan mic hoi chiing
nay va thudc dudc Iva chon diu tién 1a PPI & liéu
cao do hiéu lyc va tdc dung kéo dai cia chiing.
0 nhitng bénh nhan mic ZES khong c6 di cin
nén can nhic phuong phdp phiu thuit hoic céc
phuong phdp diéu tri triét cin nhu ddt séng cao
tin hodc tiém cdn, tuy nhién phiu thuat khong
dudc khuy€n cdo cho nhitng bénh nhan mic ZES
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lién quan d€n MENI, vi ban chit da § cda céc
khdi u trong bénh 1y ndy ngin cdn qud trinh lam
gidm ching tang ti€t dich vi.

4. K&t luan

Ching tdi lva chon bdo cdo ca bénh ZES &
bénh nhan MEN typ-1 vi day la mot hdi chiing
hi€m gip va hay bi bd s6t, do d6 cian dugc cdc nha
1am sang lvu tAm dé€n trong chin dodn, dic biét &
nhitng bénh nhan tir 20 d&€n 50 tudi c6 cic triéu
chitng nim trong bénh cinh loét da day, t4 trang;
GERD va tiéu chdy kéo dai. Piéu ding Ivu y qua
ca bénh nay, bénh nhan chi dugc tap trung vao
diéu tri loét t4 trang va trao ngugc da day thuc
quin ma trudc d6 khong luu y dén biéu hién dién
hinh clia dai tién phan 18ng nhiéu 1an & ngudi bi
trio ngugc va loét ta traing. Mot dic diém nira
trén ndi soi ton thuong chi y&u loét DII t4 trang
day la dic trung cia bénh ZES ma trude d6 khong
dugcchuy..
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