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Siileyman Korhan

U MO PEM DU'ONG TIEU HOA GIAI POAN DI CAN O PHU NU' CO THAL:
BAO CAO MOT TRUONG HO'P HIEM GAP

TOM TAT

U mé dém dubng tiéu hod (Gastrointestinal
tromal tumors - GISTS) la u trung md ac tinh thudng
gdp nhat cla dudng tiéu hda, chiém khoang 1-3% cac
u ac tinh cda da day rudt. Su’ phat trién cla GISTs do
dot bién gen KIT chiém khoang 78-88%. GIST & da
day chiém ti |é cao nhat (40-60%), ru6t non (20-30%)
va cac vi tri khac nhu dai truc trang, thuc quan. Chan
doan dya vao mo bénh hoc va hoda md mien dich
CD117 dudng tinh. Phau thuat la phudng phap diéu tri
chinh, diéu tri b trg béng imatinib gitp kéo dai thdi
gian s6ng va giam ti 1 tai phat. Ty Ié mac GISTs ngay
cang tang & bénh nhan tré tudi va viéc diéu tri thanh
cbng GISTs lam phat sinh cac van dé lién quan dén
kha nang sinh san & nhitng bénh nhan dang diéu tri
vGi imatinib. Trén nhdom bénh nhan nay, khuyén cao
st dung cac bién phap tranh thai hodc dinh chi thai
nghén sém, tuy nhién mét s6 bénh nhan van mong
mudn cé thai. Ching téi bdo cao mot trudng hgp lam
sang hiém gdp dugc diéu tri tai bénh vién K, bénh
nhan GIST giai doan di can, trong qua trinh diéu tri vdi
iamtinib bénh nhan mang thai thanh céng 3 lan. 7o
khoa: U mo dém da day rudt, thai nghén, imatinib.
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D6 Anh Tud', Nguyén Dinh Loi?

Introduction: Gastrointestinal stromal tumors
(GISTs) are the most common mesenchymal
neoplasms of the gastrointestinal tract, which account
for approximately 1 to 3 percent of gastrointestinal
cancer. The development of GISTs due to mutations in
the KIT gene accounts for 78 to 88 percent. The most
common sites are in the stomach (40 to 60 percent),
small intestine (20 to 30 percent), and other sites. The
diaanosis of GISTs is using histopathology and CD117
positive on immunohistochemistry (IHC). Complete
resection is the mainstay therapy and adiuvant
imatinib therapy increases overall survival and
decreases recurrence rate. The increasing incidence of
this tumor and its successful treatment has qgiven rise
to issues of fertility and childbearing in patients
affected at a vyounag age. Although contraception
advice and termination of early pregnancy have been
the standard practice in patients on such therapy
some patients still desire pregnancy. Clinical
Presentation: We report our experience with a rare
patient of metastatic GIST who had three times

successful normal preanancies, while on imatinib

therapy at Vietnam National Cancer Hospital.
Keywords: Gastrointestinal stromal tumors,

pregnancy, imatinib.

I. DAT VAN DE

U mo dém dudng tiéu hoa (Gastrointestinal
tromal tumors - GISTs) la u trung m6 ac tinh
thuong gdp nhat cua dudng tiéu hoda, chi€ém
khoang 1-3% cac u ac tinh cla da day rudt. Su
phat trién clia GISTs lién quan dbt bién gen KIT
(78-88%), it gap hon la dot bién PDGFRA hoac
cac dot bién khac (3-5%). GIST & da day chi€ém
ti Ié cao nhat (40-60%), rudt non (20-30%), dai
truc trang (5-15%), thuc quan (< 1%), mac noi
I6n va mac treo ruét rat hiém gdp [1]. PO tudi
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trung binh cia GISTs tir 55-65 tudi, ti 1& mac
khong c6 su khac biét gilra hai gidi [2], [3]. Chan
doan dua vao mo bénh hoc va hoa mé mien dich
CD117 duagng tinh. Phau thudt la phuong phap
diéu tri triét can duy nhat d6i véi GISTs, tuy
nhién sau hai nam ty |é tai phat van rat cao
khoang 40-60%. Do dd, diéu tri bd trg imatinib
ddng vai tro quan trong trong cai thién ti 1€ tai
phat va thdi gian séng sét [4]. Ty I1é mac GISTs
ngay cang téng & bénh nhéan tré tudi va viéc diéu
tri thanh cong GISTs lam phét sinh cac van dé
lién quan dén kha ndng sinh san & nhiing bénh
nhan dang diéu tri v6i imatinib. O nhém bénh
nhan nay dudc khuyén cao st dung cac bién
phap tranh thai hodc dinh chi thai nghén do chua
c6 day da dir liéu vé tinh an toan cua viéc st
dung cac TKI trong qua trinh mang thai [5]. Tuy
nhién, mot s6 bénh nhan c6 thai ngoai y mudn
trong qua trinh diéu tri nhung van muon ti€p tuc
mang thai hodc bénh nhan mong mud6n cé thai.
Trén nhitng bénh nhan nay, can phai danh gia
nguy co tién trién cla bénh khi dirng thudc déi
v@i san phu va nguy cd di tat thai nhi khi phgi
nhiém véi imatinib trong 3 thang dau thai ki.
Trong bai bdo nay, ching toi gidi thi€u mot
trudng hgp lam sang GIST giai doan di can,
trong qua trinh diéu tri véi imatinib bénh nhan
mang thai thanh cong 3 [an.

Il. TRUONG HOP LAM SANG

Bénh nhan nit 27 tudi, tién si khée manh,
PARA: 0000, khong cé triéu chiing lam sang,
kham suc khoe phat hién u GIST rudt non
(T4/2013). Bénh nhan dugc phau thuat cit doan
hong trang, u mac treo va mac néi I6n. Két qua
g|a| phau bénh sau phiu thuat cd dic diém dai
th&: doan rudt non 25cm c6 u kich thudc
6x6x0.5cm day [6i niém mac, bé mat cb loét, u
dac trdng xam c6 ving bong, ving tao nang kém
t6 chi’c m& mac ndi I6n, mac ndi 16n cd nhiéu
nhan di cdn nho kich thudc 0.5x1.2cm. Dic diém
vi thé: GIST hguy cd cao, ti 16 nhan chia < 5/10
Vi trerng Hoéa mo6 mién dich: CD117 (3+), SMA

(+), Ki67 3%, Desmin (-), CD34 (-), S100 (-)
(Hinh 1). Ch&n doan GIST rudt non di cdn phuc
mac. (chua cé hinh GPB va HMMD)

Bénh nhan da s dung imatinib 400mg/ngay
x15 thang, trong qué trinh diéu tri bénh 6n dinh
(T6/2013-T9/2014). Sau do, bénh nhan phat
hién mang thai ngoai y mudn, thai tuan tha 8.
Bénh nhan dugc giai thich nguy cd di tat thai nhi
do phai nhiém imatinib trong 3 thang dau. Bénh
nhan khong doéng y dinh chi thai nghén do vay
chiing toi chi dinh ngirng st dung imatinib trong
qua trinh mang thai. San phu dugc ti€n hanh
quan ly thai nghén nghiém ngdt dé phat hién
nhirng bat thudng cla thai va theo déi su tién
trién cua GIST trong qua trinh mang thai. Két
qua xét nghiém NIPT (Non-invasive prenatal
testing) & tuan th(r 12 khong phat hién su bat
terdng lién quan dén dot s6 lugng nhiém sic
thé. Siéu am thai mdi 4 tuan thai phat trién binh
thudng. San phu dugc mé &y thai ¢ tudn 37,
thai ndng 3200g, hién tai tré 7 tubi phat trién
binh thudng.

Sau dd, bénh nhan tai khdm phét hién tén
thugng di can gan (T11/2015). Bénh nhan ti€p
tuc s dung imatinib 400mg/ngay x 29 thang,
danh gia trong qua trinh diéu tri bénh dap Ung
toan. Bénh nhan phat hién mang thai tuan thar 9
(PARA: 1001) va khong déng y dinh chi thai
nghén do d6 bénh nhan dugc chi dinh ngung st
dung imatinib (T11/2018). Trong qua trinh thai
nghén, san phu &n dinh va thai nhi phat trién
binh thudng. San phu dugc mé |8y thai vao tuén
th(r 38, hién tai tré 3.5 tudi phat trién binh
thuGng. Sau sinh, bénh nhan tai kham phat hién
ton thuong tadi phat tai gan va phic mac
(T7/2019) (Hinh 2). Bénh nhan tiép tuc diéu
dugc tri véi imatinib 400mg/ngay, bénh dap U'ng
hoan toan. (Hinh 3). Bénh nhan khdng thé tiép
tuc diéu tri do dich Covid-19 (T5/2021 dén nay)
va mang thai tuan th( l[an 3 (T12/2021). Hién
tai, san phu 8n dinh, thai tuan th 32 phat trién
binh thudng.

Hinh 1: Ha phén thuy VI sat bao gan c6 nét kich thudc 15x21mm, ngdm thuéc manh ving
ngoai vi (hinh A). Phic mac viung tiéu khung hai bén, canh dai trang phai va trai co cac
nét duong kinh 10-18mm, ngam thuéc khéng déu, ngam thuéc manh ngoai vi (hinh B, C)
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Hinh 2: Cic t6n thuong di can tai gan va phic mac dap uhg hoan toan sau diéu tri vdi imatinib

I1l. BAN LUAN

U m6 dém dudng tiéu hoa (Gastrointestinal
tromal tumors - GISTs) la u trung m6 ac tinh
thudng gap nhat cla dudng tiéu hda, vai ti 1€
mac 12-14 trudng hdp trén mot triéu ngudi va
chiém khoang 1-3% cac u ac tinh ctia da day
rudt [1]. GIST xay ra chu yéu & dd tudi trung
nién (55-65 tudi), hiém gdp & dd tudi dudi 40 va
ti 1€ mdc khéng co su khac biét gitra hai gidi [2],
[3]. Su phét trién cua GISTs lién quan dét bién
gen KIT (78-88%), c6 biéu hién la protein kinase
bi hoat hda lién tuc, it gdp hon la dot bién
PDGFRA ho3c cac dot bién khac (3-5%). DGi Vi
khGi u GIST c6 chi dinh phau thuat, viéc sinh
thiét tén thuong trudc mo 1a khdng can thiét.
Sinh thiét dugc chi dinh trong trudng hgp tén
thuong khong thé cdt bd, can bang chling chan
doan hodc xac dinh ton thuong di cdn. Chan
doan GIST phan I6n cac truéng hgp dua vao mo
bénh hoc va cac dau an CD117, CD34, DOG1,
Ki67 trén héa mo6 mien dich. Phau thudt la
phuong phap diéu tri triét can duy nhat doi véi
GIST, tuy nhién sau hai nam ty |é tai phat van
rat cao khoang 40-60%. Do do, diéu tri bé trg
imatinib déng vai trd quan trong trong cai thién
ti 1€ tai phat va thdi gian s6ng sét [4]. Viéc diéu
tri thanh cong GIST va ty 1é mdc GIST ngay cang
tdng & bénh nhan tré tudi lam phat sinh cac vén
dé lién quan dén kha ndng sinh san & nhiing
bénh nhan dang diéu tri véi imatinib.

O nhém bénh nhan ung thu trong do tudi
sinh san dang diéu tri cac liéu phap toan than
dugc khuyén cao st dung cac bién phap tranh
thai hoac dinh chi thai nghén s6m. Tuy nhién,
mot s6 bénh nhan co thai ngoai y mudn trong
qua trinh diéu tri nhung van mudn ti€p tuc mang
thai hoac bénh nhan mong muén mang thai sé
cd nguy co tién trién bénh khi dirng thudc va
nguy cd di tat thai nhi khi phoi nhiém vdéi hoa
chat hoac thudc dich trong 3 thang dau thai ki.
Cac thtr nghiém lam sang khong dugc ti€n hanh
trén phu n{f mang thai vi cac van dé dao duc
trong nghién ctru. Do vay, doc tinh cla thudc
dugc thir nghiém trén dong vat va cho thdy két

qua khong dong nhat vé mic do an toan cua
imatinib trong thai ky [6]. Hién tai, hau hét dir
liéu v& muirc d6 an toan cla imatinib ¢ phu ni¥
mang thai déu nghién ctu trén bénh nhan bach
cau man dong tdy (CML). Pye va cong su da
phan tich 180 phu nitr mang thai su dung
imatinib, trong dé két qua thu dugc tir 125
(69%) san phu cho thdy 50% tré sg sinh sGng
binh thudng, 28% s6 trudng hgp chi dinh dinh
chi thai nghén va 9,6% (12 thai nhi) cé di tat
bam sinh. Trong s6 12 tré s sinh nady, c6 10 san
phu phgi nhiém véi imatinib trong 3 thang dau.
Cac dj tat dugc mo ta la xuang (hop so va cot
song), bat thudng hé tiét niéu, ndo ung thuy, tim
b&dm sinh va thiéu san tiéu ndo [7].

T khuyén cdo cua nha san xuat va dir liéu
clla mét s6 nghién clru vé mirc d6 an toan cua
imatinib trén phu nr mang thai déu cho thay
nguy cd di tat thai nhi cao khi phai nhiem vdgi
imatinib trong 3 thang dau thai ky [6]. Trudng
hgp lam sang cua ching t6i, bénh nhan nir tré
tudi dugc chan doan GIST rudt non giai doan di
can, trong qua trinh diéu tri vdi imatinib bénh
nhan phat hién 3 [an cé thai ngoai y mudn. Hai
[dn mang thai dau tién thanh cong va tré phat
trién binh thudng. Hién tai, bénh nhan dang
mang thai [an 3, tudn th& 32 va thai phat trién
binh thudng. V&i nguy co di tat thai nhi cao, tat
ca 3 lan mang thai bénh nhan déu dugc sang loc
trudc sinh véi xét nghiém NIPT & tuan thai thd
12 d€ xac dinh dot s6 lugng nhiém sac thé. Va
siéu am dinh ky moi 4 tuan va trudc sinh 2 tuan
dé€ theo ddi su phat trién cta thai nhi va tinh
trang nudc 6i. Ngoai ra, mét trong nhirng yéu t6
guan trong quan ly thai nghén & bénh nhan ung
thu do 1a thdi diém chuyén da. Thdi diém chuyén
da t8i uu la 37-38 tuan dé tranh cac bién chirng
do sinh non (chuyén da l[An 1 & tudn 37 va
chuyén da lan 2 & tudn 38) va tiép tdc diéu tri
v6i imatinib s6m nhét cé thé. Sau sinh, ca hai tré
déu dugc theo doi trong vong 36 thang va khong
ghi nhan bat thudng. Nhin chung, mang thai
trong qua trinh diéu tri ung thu la mot yéu to
tién lugng dé khd mac du két qua siéu am thai
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va NIPT trong gi6i binh thudng. O [An mang thai
th(r 3, bénh nhan nay déi mat nguy cg sinh thai
non thang va v& ti cung trong qua trinh chuyén
da do trudc dé bénh nhan da mad Iay thai 2 lan.
Vi vay, chung t6i du kién chi dong mé Iy thai
trudc khi chuyén da tai tudn thai thir 37.

Trong qua trinh mang thai, bénh nhan dugc
chi dinh ngling sir dung imatinib. Sau dé, ghi
nhén bénh tién trién vdi ton thuong tai gan
(mang thai [an 1), phdc mac va gan (mang thai
[an 2). Trén bénh nhan nay, chua tim thdy moi
lién quan gitta su tién trién cla GIST va nhiing
thay ddi sinh ly trong qué trinh mang thai. Do
do, dirng diéu tri 1a yéu t8 chinh thic day bénh
tién trién. Sau sinh 4 tuan, bénh nhan tiép tuc
diéu tri v&i imatinib 400mg/ngay. Mac du, tai thdi
diém ban dau bénh nhan dudgc chan doan GIST
giai doan di cin va tién trién hai [an do ngu‘ng
diéu tri. Tuy nhién, cac tén thuong di cdn van
dap Ung hoan toan, diéu nay cho thay hiéu qua
cla imatinib trén nhCrng bénh nhan GIST tién
trién do gian doan trong qua trinh diéu tri.

IV. KET LUAN

U mo6 dém dudng tiéu hoa (Gastrointestinal
tromal tumors - GISTs) la u trung mo ac tinh
thudng gdp nhat cia dudng tiéu hda. DGi Vdi
nhém bénh nhan nir tré tudi dugc khuyén cao sir
dung cac bién phap tranh thai hoac dinh chi thai
nghén do chua cd day du di liéu vé tinh an toan
cla viéc st dung cac imatinib trong quéa trinh
mang thai. Tuy nhién, mot vai trudng hdp mong

mudn ¢ thai cdn quan ly thai nghén chat ché dé
phat hién nhirng di tat cta thai nhi va theo ddi it
nhat 12 thang sau sinh. Duing diéu tri GIST trong
qua trinh mang thai 13 yéu t6 thic day bénh tién
trién va tiép tuc diéu tri v4i imatinib 400mg/ngay
cho thay bénh dap Ung tot.
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nam 2023 tdi théng 06 nam 2023. SO liéu Ié"y truc ti€p
tu thong tin trén phiéu hién mau tinh nguyen va két
qua xét nghlem huyet hoc cla ting nger| tham gia
nghién cu’u Két qua C6 10910 ngudi dén dang ky
hi€én mau tinh nguyén tham gia nghlen clu, trong do,
ty 1€ nam g|d| chiém ty |é cao hon nir gi6i (70%), cé
dén 53,9% nam trong dd tudi tr 18 dén 25 tudi, nghe
nghiép chl yéu 13 luc Iugng vii trang (47, 51%) va ty
I€ hién mau Ian dau chi chiém 29 4%, tac la ty 1€
nger| hién mau nhac lai chiém ty |é trén 70%. Cac chi
s6 huyét hoc trung binh dugc khao sat déu nam trong
gidi han binh thl,rdng Khong co m0| tuong quan gitra
sy’ thay ddi clia chi s6 Hb dén cac yeu td nhém tudi,
nghé nghiép va s§ [an hién mau. K&t luan: Ty Ie
ngudi hién mau c6 nong dé Hb trung binh la 151,19 +
10,10g/l & nam so véi nitf gidi la 136,11 = 9,4q/l,



