TAP CHI NGHIEN ClPU Y HOC

BAO CAO CA BENH NHI VIEM TUY CAP TAI DIEN
CO POT BIEN GEN SPINK1

Nguyén Thi Viét Ha*2> Nguyén Thi Ngoc Héng'
Chu Thi Phwong Mai', Pang Thay Ha?, Pham Thj Thanh Nga?

"Trrong Pai hoc Y Ha Noi
2Bénh vién Nhi Trung wong

Viém tuy cép tai dién va viém tuy man la van dé con chwa duoc hiéu biét nhiéu & tré em. Yéu té nguy
co chinh gy viém tuy cép tai dién va viém tuy man & nguoi 16n la riou va thudc 14 trong khi & tré em céc
dot bién di truyén va céc bét thuwong vé gidi phdu cta cac éng tuy déng mét vai tré quan trong. Gen Serine
Protease Inhibitor Kazal Type 1 (SPINK1) da duwoc biét la cé lién quan chét ché véi viém tuy man & tré em.
Khi gen nay bi dét bién cé thé lam gidm hodc mét hoat tinh ctia chét (rc ché serine protease Kazal typ 1,
kich hoat trypsinogen dan dén tw dong tiéu héa mé tuy dén dén viém tuy. Mot s6 da hinh di truyén cda gen
nay biéu hién nhiéu dot viém tuy cép tai dién hodc viém tuy man. Ching téi trinh bay mét ca bénh nhi 7
tuéi vao vién vi dau bung, tién st c6 9 dot viém tuy cép ttr ndm 4 tudi, duoc chan doan viém tuy cép tai
dién I4n 10. Giai trinh tw gen phét hién dét bién gen SPINK1, cho thay vai tro cta gen trong sinh bénh hoc
viém tuy cép tai dién. Béy la hudng di méi trong tiép cén chan doan cac nguyén nhan viém tuy & tré em.

T khéa: tré em, viém tuy cap tai dién, viém tuy man, dét bién, SPINK1.

. DAT VAN BE

Viém tuy cép tai dién va viém tuy man da
dwoc chan doan & tré em ngay cang nhiéu, tuy
nhién ty 18 méc con th4p, nguyén nhan va sinh
bénh hoc clGa bénh con chwa dwoc hiéu rd.!
Cac nghién ciru don trung thm wéc tinh réng
15,3 - 34,5% tré em viém tuy cép bi cac dot tai
phat.23 Cac yéu td nguy co cla viém tuy cap
tién trién thanh viém tuy cap tai dién va viém tuy
man duwoc chia thanh 4 nhém gém: gen (CFTR,
SPRINK1, PRSS1, CTRC), tic nghén, ngd ddc
ho&c rbi loan chuyén héa va bénh ty mién.
Rwou va thube 14 1a cac yéu td nguy co chinh
trong sinh bénh hoc cta viém tuy cap tai dién
va viém tuy man & nguwoi l&n nhwng khong phai
la nguy co phé bién & tré em.* Theo nghién ctru
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da trung tm ctia nhém nghién ctru vé bénh tuy
quéc té & tré em INSPPIRE (International Study
Group of Pediatric Pancreatitis) 72% bénh nhan
viém tuy cép tai dién va 86% bénh nhan viém
tuy man c6 it nhat 1 yéu té nguy co.® Cac yéu td
nguy co cao nhat gay viém tuy cap tai dién va
viém tuy man la bat thwong gen va téc nghén.
48% bénh nhan viém tuy cap tai dién va 73%
bénh nhan viém tuy man c6 it nhat 1 gen dot
bién trong d6 dot bién gen phd bién nhat dwoc
xac dinh trong viém tuy cap tai dién la CFTR
(34%) va viém tuy man la PRSS1 (46%).°
Viém tuy cép tai dién va viém tuy man & tré
em van la mot thach thire dbi voi cac bac sy
nhi khoa trong chan doan nguyén nhan va diéu
tri. Trwéc day, cac bénh nhi méc viém tuy cap
tai dién, viem tuy man tai Bénh vién Nhi Trung
Uong duwoc lam cac xét nghiém chan doan
nguyén nhan bat thworng cAu tric, xét nghiém
sang loc réi loan chuyén hoéa, xét nghiém tim
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cac dau 4n cla viém tuy tw mién. Cac xét
nghiém tim gen dét bién chwa dwoc tién hanh
nén nhiéu bé&nh nhan viém tuy cp tai dién
chwa xac dinh dwgc nguyén nhén. Hién nay,
cac xét nghiém vé gen dwoc trién khai da mé
ra hwéng di mai trong chan doan nguyén nhan
viém tuy & tré em. Chung t6i trinh bay ca bénh
dau tién dwoc phat hién dot bién gen SPINK1
tai B&nh vién Nhi Trung Uong v&i muc dich
tiép can chan doan nguyén nhan viém tuy cap
tai dién & tré em ciing nhw didu trj ngoai tru
phong tai phat cac dot viém tuy, theo doi &
bénh nhan cé bat thwerng gen SPINKT.

Il. GIO'I THIEU CA BENH

Bénh nhi nam 7 tudi. Tién st san khoa: con
lan 2, PARA 1001, dé& thuwéng 37 tuan, can
nang khi sinh 3,2kg. Tién st bénh tat: c6 9 dot
viém tuy cAp phai nhap vién diéu tri tai Bénh
vién Nhi Trung Uong (ndm 4 tudi c6 2 dot viem
tuy cp cach nhau 2 thang, nam 5 tudi cé 4
dot viém tuy cap cach nhau 2 - 6 thang, ndm 6
tudi cé 2 dot viem tuy cip cach nhau 4 thang,
nam 7 tudi cé 1 dot viém tuy cép), gitra cac dot
viém tuy, tré khéng dau bung, an ubng va sinh
hoat binh thwong. Gia dinh chwa phat hién
viém tuy hodc cac bénh ly chuyén héa khac.
B& khéng hut thubc 14, thube lao.

Dot nay, bénh dién bién 6 ngay, vdi triéu
chirng khoi phat la dau bung thwong vi, div
ddi, thanh con, lan ra sau lwng, khéng cé tw
thé gidm dau, dau ting sau an. Tré khong sét,
khong ndn, khéng budn nén, tiéu binh thuong.
Tré nhap vién diéu tri tai Khoa Tiéu hoa, Bénh
vien Nhi Trung Uong. Kham thdy tré tinh
Glasgow 15 diém, thé trang binh thwdng (can
nang 20,5kg; chiéu cao 1,15m; BMI 15,5), bung
chwéng nhe, 4n dau thuwong vi, khéng cé bam
tim trén da vung bung, that lwng. Xét nghiém
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mau: sé lwong bach ciu 11,86 G/L; bach cau
trung tinh 70,5%; hemoglobin 145g/L; s6 lwong
tiéu cau 313 G/L; CRP 0,01 mg/dL; pancreatic
amylase 1968 IU/L; lipase 6523 IU/L. Bénh
nhi dwgc lam xét nghiém danh gia chirc nang
tuy ndi va ngoai tiét: chymotrypsine phan
114 pg/mL (gia tri binh thwdng 26,4 ug/mL);
pancreatic - elastase phan 956,3 pg/mL (gia tri
binh thwong>200 pg/mL); glucose mau 4,56
mmol/L. Tré tiép tuc dwoc lam cac xét nghiém
tim nguyé&n nhan gay viém tuy cap tai dién. Két
qua chup céng hwdng tir mat tuy 3.0 Tesla nghi
ng® hinh anh tuy doéi (Pancreatic divisum) v&i
kich thuwéc tuy binh thwdng, be déu, quanh tuy
khong thay tin hiéu dich. Ong tuy khéng gian,
quan sat thdy éng tuy db thdng vao éng tuy
lwng (Santorini), chay bat chéo so vé&i dng mat
cha, khéng cé dau hiéu gidn & vj tri d6 vao cua
4ng tuy. Khdng quan sat thdy éng tuy bung.
Két qua xét nghiém danh gia tinh trang nhiém
ky sinh tring nhw dinh lwong khang thé giun
dda, giun lvon, san la gan Ién, san la gan nhé
va giun diia ché méo déu am tinh. Xét nghiém
thdm do rdi loan chuyén héa déu binh thwéong:
triglyceride 0,64 mmol/L (gia tri binh thwong
0,51 - 2,38 mmol/L); cholesterol 3,61 mmol/L
(gia tri binh thwdng 2,88 - 5,23 mmol/L); LDL -
C 2,6 mmol/L; HDL - C 1,05 mmol/L. Tré dwoc
lam cac xét nghiém tim nguyén nhan viém tuy
tw mién. Dinh lvong khang thé tu mién anti
- dsDNA, anti - ANA, anti - phospholipid, anti
AMA M2 - 3, anti SM, anti SSA - SSB, yéu
td dang thdp am tinh. Dinh lwong IgG4 binh
thwong. Két quéa xét nghiém giai trinh tw gen
b&ng phwong phap WES dwoc dién gidi nhw
badng dwdi day. Trén két qua nay phat hién
thay dot bién diém tai nucleotid th& hai dau 5’
cUa intron 4 bi dot bién diém thay thé nucleotid
(c.194+2T>C) clia gen SPINK1
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Bang 1. Két qua phan tich gen ctia bénh nhan

Kiéu di truyén DPanh gia bién thé

Bénh lién quan Gen
Viém tuy cap, viem tuy di SPINK1
truyén, V|errT.tuy’caIC| T\oa NM_003122:
dang hat, dai thdo dwong c19442T > C
tuy xo' séi
Di hop tor

Di truyén troi trén
nhiém sac thé
thwdng (5932)

ClinVar: gay bénh
ACMG: gay bénh

Tré dwoc chan doan viém tuy cép tai dién
lan thir 10 do dot bién gen SPINK1, tuy ddi. Tré
duwoc diéu tri bdng nhin an, nudi dwédng tinh
mach trong mét ngay sau chuyén sang nudi
&n dwdng miéng bang siva peptamen va chéo,
tiém esomeprazol trong 3 ngay. Tré hét dau
bung, két qué xét nghiém men tuy tré vé binh
thwong (pancreatic amylase 87,6 IU/L; lipase
37 IU/L) va duoc ra vién tw van ché do an va
theo ddi ngoai tru. Trong 18 thang theo ddi tré
c6 5 dot dau bung, gia dinh diéu chinh ché do
&an thi hét, khéng phai nhap vién.

Il. BAN LUAN

Theo déng thuan cta nhém nghién ciru
vé bénh tuy Quéc té & tré em nam 2017
(The International Study Group of Pediatric
Pancreatitis: nsearch for a cuRE - INSPPIRE),
da dwa ra dinh nghta, tiéu chan chan doan, cac
xét nghiém hé tro' cling nhw theo déi cac bénh
viém tuy. Viém tuy cap dwoc chin doan khi co
it nhat 2 trong 3 tiéu chuan sau:

(1) Pau bung tinh chat phu hop viém tuy cép,

(2) Enzym amylase huyét thanh va ho&c lipase
tang = 3 lan nguwéng gidi han trén binh thwong,

(3) C6 cac dac diém cha viém tuy trén chan
doan hinh anh.

Viém tuy cép tai dién dwoc dinh nghia la khi
c6 it nhat 2 dot viém tuy cAp va thda man it nhat
1 trong 2 tiéu chuan sau:

(1) Hét hoan toan triéu chirfng dau bung
trong khoang thoi gian it nhat 1 thang gitra 2
dot viém tuy cép.

(2) Enzym tuy (lipase va amylase) vé binh
thwdng trwdc dot viém tuy clp tiép theo, hét
triéu chirng dau bung (bat ké khoang thoi gian
nao).6Khoéng cé bang chirng vé s bién dbi cu
trac khong thé ddo ngwoc cla tuy. Cac bénh
nhi bi viém tuy cAp tai dién c6 nguy co cao tién
trién thanh viém tuy man theo thoi gian.

Viém tuy man dwoc chan doan khi c6 it nhat
1 trong 3 tiéu chuén sau:

(1) Thay ddi cau trac tuy khéng thé dao nguoc
va co mét sé dot dau bung hoac lipase hoac
amylase = 3 1an gi&i han trén cta binh thudng.

(2) Thay déi cau truc tuy khong thé dao
ngwoc va suy tuy ngoai tiét.

(3) Thay ddi cau truc tuy khong thé dao
ngwoc va suy tuy ndi tiét. Thay ddi clu truc
tuy khong thé ddo ngwoc I pha hay tuy lan
tda hodc khu tru, xo cirng, bat thuéng hodc
tdc nghén éng tuy.! Viém tuy man 1a giai doan
cubi clia mét qua trinh bénh Iy thuwéng bao
gdm viém tuy cip hodc viém tuy cap tai dién.
Do tuyén tuy cé khad ndng dw tri I&n, cac triéu
chirng ctia suy tuy khéng biéu hién cho dén khi
mat hon 90% chirc ndng ngoai tiét. Viem tuy
man anh hwdng nghiém trong dén chét lwong
cudc séng, gia tang ty 1& t& vong.

Cac nguyén nhan cla viém tuy cap tai
dién va viém tuy man da dwoc chirng minh
trong nhiéu nghién ciru la bat thuwong gen,
tdc nghén, tw mién, ngd doc hodc rdi loan
chuyén hoa.5 Cac bat thwong gen dwoc xem
l& nguyén nhan hang dau gay viém tuy cp tai
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dién va viém tuy man nhw dot bién gen CFTR
(Cystic fibrosis transmembrane conductance
regulator), PRSS1 (cationic trypsinogen gen),
SPINK1 (serine protease inhibitor Kazal type
1) va CTRC (chymotrypsin C). Nhém nguyén
nhan tc nghén (tuy déi, sdi, néi ng mat tuy
b4t thwong, nang dng mat chd, bat thuong
chirc nang co Oddi, tuy nhan) ding thé hai,
chiém ty 1& 33% trong d6 tuy doi 1a mot yéu
t6 nguy co cao nhét, tuy nhién van can danh
gia cac nguyén nhan khac." Nguyén nhan ngé
doc va rbi loan chuyén héa (thuéc, hut thude
la thu déng, tang triglyceride mau, bénh than
man, rwou, hat thube 14 chi dong) ding thiy
ba, chiém ty 1& & nhdm viém tuy cAp tai dién va
viém tuy man lan luot 1a 26%, 16% (OR =0,55;
95%Cl: 0,31 - 0,99). Bénh tw mién ding hang
the tw, chiém ty 1& 1an lwot & nhém viém tuy
cap tai dién va viém tuy man 1an lwot la 14% va
13% (OR=0,89; 95%Cl: 0,41 - 1,93).5 Ty & bat
thwong gen & nhom viém tuy man va viém tuy
cap tai dién 1an lwot 1a 73% va 48% (OR=2,91;
95%Cl: 1,66 - 5,1). Dot bién gen CFTR ma
héa kénh clo 1a bat thwéng gen hay gap nhéat
& nhom viém tuy cap tai dién trong khi dot
bién gen PRSS1 hay gap nhat & nhém viém
tuy man. Dot bién gen PRSS1 hodc SPINK1
gdp nhiéu hon & nhém tré em mac viém tuy
man hon nhém viém tuy cap tai dién (p < 0,05).
Protein SPINK1 la mét chét (rc ché protease
manh khu tri & té bao chét cla té bao acinar.
Trong qué trinh viém, gen SPINK1 dugc biéu
hién trong cac t& bao acinar tuy va dan dén
&c ché bai tiét trypsin. Dot bién gen SPINK1
tac dong vao co ché bdo vé nay va dan dén
viém tuy. Do d6, cac kiéu hinh do dot bién gen
SPINK1 chi gay viém tuy téi thiéu, trir khi co sw
kich hoat s&m va qua muirc cla trypsin. Dot bién
gen SPINK1 kha phd bién trong dan sé (2 phan
tram nguwoi khde manh mang dét bién “nguy co
cao”),” nhung it hon 1% biéu hién viém tuy.®
Dot bién ¢.101A> G (p.N34S) la d6t bién phd
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bién nhét, xu4t hién ngay ca & 1 - 2% sé nguoi
khde manh. Mac du co ché phan tlr co ban van
chwa duwoc xac dinh, bién thé nay dwoc cho la
mot yéu té diéu chinh lam gidm nguwéng kich
hoat cta trypsin. Dot bién tiép theo thudng gap
nhat 1a dot bién ¢.194 + 2T> C, thwong duwoc
bdo cdo & cac quan thé ngudi & vung Dong A.
Trong bién thé ¢.194+2T>C & exon 3 ma héa
vi tri lién két trypsin bi bd qua nén khong thé
&rc ché sy hoat héa trypsin va qua trinh hoat
hoa trypsin lién tuc dan dén viém tuy man.®
Trong mot phan tich gdp cua Xin - Ying Tang
va cong sw trén 2097 bénh nhan viém tuy man
va 4019 déi chirng, 126 bénh nhan (10,01%)
mang bién thé SPINK1 c.194+2T>C, trong khi
chi cé hai chirng la ngwdi mang bénh (0,05%).
Nhin chung, bién thé nay cé lién quan dang
ké dén viéc tdng nguy co viém tuy man (OR =
25,73). Bién thé nay co lién quan dang ké dén
viéc tang nguy co' viém tuy man & ngwoi Bong
A (OR = 73,16) va & nguoi khong thudc Dong
A (OR =10,21)." Trwérng hop bénh nhan cla
chung t6i mang dét bién vi tri c.194+2C>T va
c6 bét thwong phau tuy trén MRI nghi ngd tuy
doi kém dot bién gen SPINK1. Sy phédi hop hai
yéu té nguy co trén c6 thé 1a nguyén nhan viém
tuy cap tai dién & bénh nhan nay.

Bénh nhan bi viém tuy di truyén do dét bién
gen SPINK1 c6 thé phat trién bénh suy tuy ngoai
tiét va dai thao trong twong lai vi vay nhém nghién
ctru vé bénh tuy Québc té & tré em (INSPPIRE)
dwa ra khuyén cdo can danh gia chirc néng tuy
ngoai tiét (elastase phan, chymotrypsine phan,
hé sb hap thu chat béo sau 72 gid, thiéu hut
vitamin tan trong dau), tuy ndi tiét (dwérng mau,
HbA1C) hang nam." Bénh nhan cla chung toi
cling dwoc lam cac xét nghiém tham do nay cho
két qua binh thudng, chwa cé viém tuy man.
Phan tich gép ctua Catacu va cong sw, khoéng
thay c6 méi lién quan gitva cac bién thé SPINK1
va sy phat trién ctia ung thw tuy (OR 1,52, 95%
Cl 0,67 - 3,45)." Tuy nhién, trong mét nghién
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clru bénh chirng ctia Muller va céng sw, nguy
co ung thw & nhitng bénh nhan cé dét bién gen
SPINK1 cao hon 12 1an so véi nhém ching,
bat thwong 6ng dan va voi héa tuyén tuy gap
& hon 70% bénh nhan. Nhitng két qua nay Gng
hoé quan diém cho réng tinh trang viém nhiém
kéo dai lién quan dén qua san va bién déi cua
biéu md éng tuy, nhung khéng phai do dét bién,
lam tang nguy co méc ung thw tuy & bénh nhan
mang dét bién gen SPINK1.'2 Vi vay, nén tm
soat ung thw tuy & tat cac bénh nhan mang dot
bién gen.

Viém tuy clp va viém tuy cap tai dién co
nguy co tién trién thanh viém tuy man theo thoi
gian dwdi tac dong cha cac yéu td nguy co.
Duwa trén cac khuyén céo ctia cac nhém nghién
clru vé bénh tuy Quéc té & tré em 2017, Hoi
gan mat - Tiéu héa - Dinh dwéng nhi khoa Bac
My 2011 (NASPGHAN) nguyén tac diéu tri gém
kiém soat dau, dinh dwéng hop ly dé duy tri
chlrc nang cac co quan va tang trwdng, tranh
céac yéu tb nguy co (thudc Ia, ngd doc, réi loan
chuyén hoéa, nhiém trung, tdc nghén...), theo
ddi dinh ky phat hién cac bién chirng clia bénh
ciing nhw bién chirng tam ly xa hoi."'® Theo dbi
dinh ky hang nam vé tinh trang dinh dwéng (can
nang, chiéu cao, BMI, day thi...), danh gia cac
van dé tam than, khé khan trong hoc tap, xét
nghiém cac vitamin tan trong dau (dinh lvong
vitamin A, E, 250HD, PT, APTT), sang loc suy
tuy ngoai tiét (elastase phan), tham do chirc
nang tuy noi tiét (dwdng mau, HbA1C).""3 Tuy
doi 1a yéu td nguy co doc lap véi dot bién gen,
can xét nghiém dinh ky GGT dé danh gia tac
nghé&n dwdng mat, can nhéc diéu tri ndi soi mat
tuy ngwoc dong khi cé bang chirng tc nghén. ™

IV. KET LUAN

Xét nghiém phan tich gen déng mot vai trod
quan trong trong tiép can chan doan va diéu tri
viém tuy cap tai dién, viém tuy man. Xac dinh
duwoc nguyén nhan gay viém tuy cép tai dién &

bénh nhan nay mé ra mot dwdng hwdng mai
gilp cac nha l1am sang xay dwng quy trinh chan
doan va diéu tri viém tuy cap tai dién va viém
tuy man hiéu qua hon trong twong lai.
L&i cam on

Chung téi xin gtvi I&i cdm on chan thanh dén
bénh nhan va cha me tré, khoa Tiéu hoa - Bénh
vién Nhi Trung Uong da hop tac, giup d&, tao
diéu kién dé chung t6i thwe hién bao céo ca
bénh nay.
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Summary
A CASE REPORT OF CHILDHOOD ACUTE RECURRENT
PANCREATITIS ASSOCIATED WITH SPINK1 GENE MUTATION

Acute recurrent pancreatitis and chronic pancreatitis in children are poorly understood. Alcohol
and smoking have long been recognized as major risk factors for acute recurrent pancreatitis and
chronic pancreatitis in adults, while in children genetic mutations and anatomical abnormalities of
the pancreatic ducts play an important role. The Serine Protease Inhibitor Kazal Type 1 (SPINK1)
gene has been known to be strongly associated with chronic pancreatitis in children. This gene
can be mutated, resulting in decreased or inactivated serine protease inhibitor Kazal type 1,
which activates trypsinogen leading to autodigestion of pancreatic tissue and pancreatitis. Several
genetic polymorphisms of this gene expressed multiple episodes of recurrent acute pancreatitis
or chronic pancreatitis. We presented a 7-year-old patient admitted to the hospital with abdominal
pain, a history of 9 episodes of acute pancreatitis since 4 years old, and diagnosed with 10th
episode of acute recurrent pancreatitis. SPINK1 mutation was detected by gene sequencing,
which demonstrated the role of genes in the pathogenesis of acute recurrent pancreatitis.
This is a new direction in the diagnostic approach to the causes of pancreatitis in children.

Keywords: children, acute recurrent pancreatitis, chronic pancreatitis, mutation, SPINK1.
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