Kho6i u Wilms hai bén 6 tré mdc héi chitng Denys Drash

DOI: 10.38103/jcmhch.16.6.5

Bdo cdo trudng hgp

KHOI U WILMS HAI BEN & TRE MAC HOI CHUNG DENYS DRASH

Nguyén Thj Kim Hoa'!, Pham Ngoc Hung? Tran Kiém H&o!

"Trung tam Nhi, Bénh vién Trung wong Hué

2Khoa Ngoai Than Tiét Niéu, Bénh vién Trung wong Hué&

TOM TAT

Dat van dé: U Wilms 1a ung thuw than thudng gap nhét & tré em. Trong khi hdu hét céc khéi u Wilms don thuén,

nhung xép xi khodng 5% két hop véi héi chirng Denys Drash, cé kém theo céc biéu hién nhw hoi chirng thén huw khéi

phét sém, réi loan phét trién giéi tinh.

Ca lam sang: Chung t6i bo céo ca tré 10 thang tudi vao vién vi u Wilms hai bén, hoi chirng thén huw, tinh hoan

bén tréi chura xubng. Tré duoc phén tich gen phat hién c6 dot bién gen WT1. Sau khi tré duoc phiu thuét cat bé u va

thén phai, két quéa gidi phadu bénh cho thdy mau u ciing cé dot bién gen WT1. Hién tré dang duoc tiép tuc diéu tri bang

héa chat.

Két luan: Phéan tich gen cho két qua dét bién gen WT1 phu hop véi hdi chirng Denys Drash. D4y la mét héi ching

hiém gép va cé tién liong xau do tién trién dén suy than.

Tor khéa: U Wilms hai bén, héi chiing than huw, dét bién WTs.

ABSTRACT

BILATERAL WILMS’ TUMOR IN DENYS DRASH SYNDROME: A CASE REPORTOU

Nguyen Thi Kim Hoa', Pham Ngoc Hung? Tran Kiem Hao’

Introduction: Wilm’s Tumor (WT) is the most common childhood kidney cancer. Whereas most WTs are isolated,
approximately 5% are associated with Denys Drash syndrome, with additional manifestations such as early-onset
nephrotic syndrome and disorders of sexual development.

Case: A 10 - month - old male child presented with abdominal pain. Computed tomography (CT) scan and laboratory
tests showed he had bilateral Wilm’s tumor, nephrotic syndrome and left undescended testicle. Genetic test showed
WT mutation. He was removed the right tumor and the right kidney. He is now receiving chemotherapy.

Conclusion: The genetic test revealed WT1 mutation which is compatible with Denys Drash Syndrome. This is a

rare syndrome and has poor prognosis due to progress to kidney failure.

Keywords: Bilateral Wilms’tumor, nephrotic syndrom, WT1 mutation.

I. PAT VAN PE

Khéi u Wilms (u nguyén bao than) 1a loai ung
thu than & tré em pho bién nhét, chiém ty 1¢ khoang
1/10.000 tré. Khéi u Wilms thudng gip & tré dudi
5 tu6i [1]. Khuynh huéng di truyén d6i voi khdi u
Wilms dugc quan sat thdy ¢ hai hoi chimg bam sinh
¢6 kiéu hinh hoi gidng nhau. Thir nhat, hoi ching

WAGR, trong d6 khdi u Wilms c6 lién quan dén
ching méat méng mét (khong c6 hodc di dang mong
mat), di tat hé sinh duyc tiét nidu va cham phat trién
vé tri tué. Hoi chung tht hai 12 hoi ching Denys
Drash, day 1a mot rdi loan hiém gip, bao gdm ba hoi
ching: Bét thudong vé chirc ning than (Hoi ching
than hu bam sinh), Ung thu xuét phat tir than (Wilms
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tumor), R4i loan phat trién gi6i tinh anh huong t6i
tré trai. Hau hét cac tré nit ¢6 bd phan sinh duc binh
thudng [2]. Bénh dugc bao cao lan diu tién vao nim
1967. Tan suit bi DDS khong duoc biét rd, theo céc
y van thi hién tai c6 hon 200 ca dugc béo cdo ké
tir ndm 1967 trén toan thé gisi [3]. DDS 1a mot rdi
loan di truyén giy ra boi dot bién gen e ché khi
u Wilms, WT1. Phan 1én cac dot bién xay ra & mot
trong hai ving gen nam trén nhiém sic thé 11, duoc
goi la exon 8 hoac exon 9 [4-6].

Khéi u Wilms xay ra & khoang 90% s6 ngudi
bi anh hudng va d6i khi 1a dau hiéu lam sang dau
tién cua hoi chimg Denys Drash. Cac du hiéu ctia
khéi u Wilms c6 thé bao gdm chudng bung, tiéu
mau, tiéu it, sot nhe, chan an, xanh xao, sut can. Do
tudi trung binh khi phat hién 1a 12,5 thang trong cac
truong hop lién quan dén hoi chimg Denys-Drash,
trai nguoc voi 36 thang ¢ nhimg bénh nhan c6 khbi

u Wilms don doc khong c6 hoi chiing Denys-Drash.
Tién luong bénh xau do tién trién thanh suy than
giai doan cudi xdy ra trong vong vai tudn dén 2 nim
ké tir thoi diém chan doan hodc trude 3 tudi [7].
Chung t6i béo cdo ca 1am sang hiém gip, tir d6 dua
ra hudng diéu tri cu thé trén bénh nhan va khuyén
c4o tim soat bénh trén cac ca c6 hoi ching u Wilms
hai bén.
II. BAO CAO CA LAM SANG

Tré trai 12 thang vao vién vi Iy do sét, bung
chuong to. Siéu am va CT scan phat hién u than
hai bén. Kich thudc u than phai: 9,5x9,2x9,6 cm,
kich thudc u than trai: 1,5x0,9x1,2 cm. Tré duoc
chup thém CT phoi dé danh gia di cin, nhung
khong thay di can phdi va duogc chan doan u than
hai bén. Tré dugc tién hanh diéu tri 4 tudn véi
héa chit Vincristine + Actinomycine theo phac
d6 SOP 2016.

Hinh 1: Hinh anh u than hai bén tai thoi diém chin doan bénh

Sau do, tré chua cai thién va tré duoc chuyén
dén Bénh vién Trung wong Hué. Tai Bénh vién
Trung wong Hué, qua thim kham ghi nhan tré
¢ nhitng triéu ching nhu: Tré sét 39 d6 C, phu
hai chan, nhip tim dao dong tir 180-190 lén/phlit,
huyét ap cao 110/70 mmHg. Tinh hoan bén trai
chua xudng, tinh hoan phai chua xudng sau sinh
va da dugc phau thuat dua xudng. Bung chuéng
cang va so thay khdi u to bén phai. Tré duoc cho
lam cac xét nghiém va sau khi tong hop cac biéu
hién lam sang va can lam sang, tré c6 nhitng hoi
ching sau: U Wilms hai bén; hoi chung than hu

(phu, albumin mau 18,3 g/l, ty 1€ protein ni¢u/
creatinine niéu = 4.228 > 200); Bat thuong vé
bd phan sinh duc (tinh hoan bén trai chua xuéng,
con nam trong dng ben, tinh hoan phai di dugc
phau thuat duwa xudng). Bén canh do, tré con cé
cac hoi chung kém theo nhu: hdi chung suy tim
(nhip tim nhanh, siéu am tim EF gidm 35%, Pro-
BNP ting cao: 19.296 pg/ml), hoi chirng nhiém
trung (sot, CRP tang: 75,8 mg/gl, bach cau tong/
bach ciu trung tinh tang cao: 22,2/13,2 x109/1,
Ig G giam). Bung truéc mot daa tré voi ba hoi
chtng ndi bat vé U Wilms hai bén, hoi chimg
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than hu va bat thuong vé hé sinh duc, ching to1 Sau khi tinh trang nhiém trung, suy tim
nghi ngd hoi chung Denys Drash, va cho tién  cai thién, tré dugc chup phim bung kiém tra.
hanh lam xét nghiém karyotype, gen WT1. Pong Két qua cho thiy kich thudc khdi u than phai:
thoi, diéu tri tich cuc tinh trang nhidm trung 11,4x11x12,3 cm, kich thudc khdi u than trai:
(meropenem +amikacine+ pentaglobuline), suy 1,3x1,4x1,5 cm (ting kich thudc so véi thoi diém
tim, ting huyét ap (enalapril, digoxin, lasix). ban dau).

Hinh 2: Hinh anh u than hai bén sau 4 tuan diéu tri

Nhan xét khdi u khong thay doi kich thude sau 4 vong hoa chét, nén tré duoc thay ddi qua hoa chét
Carboplatin + Etoposide. Sau hai vong hoa chat, khdi u khong nhé lai, nhung lai 16n hon, kich thugc khéi u
than P khong thay ddi. Kich thudc khdi u than P: 12 x 14x14 cm, kich thudc u than trai: 1,5 x 1,5 cm. Chuc
nang than hién tai binh thuong. Két qua phan tich karyotype bénh nhén 1a 46 XY, két qua gen cho thiy bénh
nhan c6 dot bién gen WT1: di hop tir, & nhiém sic thé 11, nucleotid c.1387 C thay thé ¢.1387 T, phu hop voi
chan doan hoi chirng Denys Drash. Sau qua trinh diéu tri enalapril, biéu hién hoi ching than hu c6 cai thién.

Hinh 3: Hinh anh u than hai bén sau 2 vong hoa chét Carboplatin + Etoposide
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Bang 1: Két qua phan tich gen WT1.

A I, Thay dbi -
Gen | Dmgdi | Dong/DLI o Nucliotit/ Héqui | Kiéuhinh | Dhanlop
truyén hop : . : dot bién
Protein
WT1 | Tri (AD) | Dihop | chrll: NM_024426.6 | bot 1.Denys Drash Gay bénh
Mic phai | tir 32392032 | ¢c.1387C>T bién syndrome (AD,
(Smu) (NP_077744.4: | Ngung | Smu)
p-Arg463Ter) | dich 2.Frasier
ma syndrome (AD,
Smu)
3.Meacham
syndrome
4 Mesothelioma,
somatic

5. Nephrotic
syndrome, type
4 (AD).

6. Wilms tumor,
type 1 (AD,
Smu)

Tré duge hoi chin toan vién va quyét dinh phau thuat cit bo u va than P. Tré da duoc phau thuat cit bo
u va than P (niing 1.4 kg) va sau phau thuat tré nhanh chong binh phuc.

Hinh 4: Hinh anh phau thuét cit bo u va than P

Sau do, tré dugc gui mau bénh phém dén Bénh vién nghién ctru tré em St.Jude dé xem lai cling nhu dé
phan tich dot bién gen trén mau u. Két qua giai phau bénh két luan: thanh phan mo cua nguyén bao than la
chat dém (trung mo).
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Hinh 5: Hinh anh giai phau bénh khdi u: thanh
phan nguyén bao co van, cac t& bao nhan phong to,
bao tuong ua acid, ¢ nhitng hat thwa. Cac té bao
nay xép thanh bé ndi lién nhau. M6 dém giau soi
keo. Két luan chat dém (trung mo)

Hoéa md mién dich cho thdy Desmin dwong tinh,
Myogenein, myoD1, va WT1 : am tinh. Cac chat
nhuém cytokeratin va Pax8 nhan manh cac dng
than. Khong thay hinh anh bat san va khong thay
su duong tinh dic biét cho p53. Piéu nay phu hop
v6i u Wilms té bao trung mo. Phan tich gen trén
khéi u cho thay dot bién gen WT1 (chiém 75%) va
CTNNBI (chiém 22%).

HIén tai, tré dang duoc tiép tuc hoa chét dé diéu
tri u than bén trai, thudc enalapril diéu tri hoi ching
than hu. Tré khoe manh, linh hoat, huyét ap da tro
vé binh thudng.

II1. BAN LUAN

Bénh nhdn nay c6 diy du ba hoi chung: U
nguyén bao than hai bén, hoi chimg than hu va bat
thuong vé bd phan sinh duc (tinh hoan ca hai bén
déu chwa xudng & tré sinh du thang, sau do6 tré da
duoc phﬁu thuat dua tinh hoan phai xuéng sau sinh,
tinh hoan trai hién van nam trong ng ben). Chinh
vi vay, chung t6i nghi dén hoi chimg Denys Drash.
Bén canh do6 xét nghiém karyotype bénh nhéan binh
thudong 46XY, bénh nhan c6 dot bién gen WT1 di
hop tir & nhiém séc thé 11, nucleotid ¢.1387 C, thay
thé ¢.1387 T. Diéu nay cang khing dinh chic chin
hoi chirng Denys Drash trén bénh nhan nay. Trén
bénh nhan nay, hdi chung nay da bi bo sot tai thoi

diém chan doan ban déu, diéu nay ciing 1a mot 1oi
nhic nhd cho cac bac silam sang, can phai tam soat
k¥ hon & nhitng bénh nhén u than hai bén. Trén bénh
nhan nay, sau 4 tuan diéu tri hoa chat, tré xuét hién
hoi chirg nhiém tring, suy tim, diéu nay lién quan
dén giam bach cau hat sau diéu tri hoa chat, va huyét
ap cao trong hoi chimg than hu khong duoc diéu tri.

Theo tac gia Elena Torban va c¢ong sy, trong khi
d6t bién & mot ban sao cua gen WT1 ciing du giy ra
bénh than va rdi loan phét trién gidi tinh. San pham
bat thuong clia mot ban sao ciia gen WT1 dot bién
s€ can tro chiic nang cua ban sao gen WT1 khong bi
anh huong va lam thay d6i chitrc nang diéu hoa binh
thuong cua nd. Piéu nay du dé gy ra bénh than
va rbi loan phat trién gioi tinh. Thé nhung khéi u
Wilms 1a do d6t bién & ca hai ban sao ctia gen WT1.
Dot bién dau tién & mot ban sao duy nhét cia gen
WTI1 (lan tan cong dau tién) din dén sy ton tai ciia
mot mo khong biét hoa & than dang phat trién, duoc
goi la trung mé. Sau d6, mot dot bién khac (lﬁn tAn
cong tht hai) ¢ ban sao thtr hai gdy ra su phat trién
té bao khong kiém soat duoc & than va hinh thanh
khéi u Wilms [8]. Chinh vi thé, dbi chiéu trén bénh
nhan cua chung t6i, bénh nhan cé dot bién gen WT1
di hop tu.

Diéu dang quan tdm & trén bénh nhan nay 1a
van d& diéu tri. Cho dén thoi diém hién tai, diéu
tri Denys Drash van 1a mét thach thtrc boi vi chién
lugc quan 1y t6i wu chua dugc thiét 1ap [7]. Diéu tri
hién nay chu yéu l1a can bang dich, dién giai, phat
hién va diéu tri sém u Wilms, quan 1y suy than.

Déi v6i khdi u Wilms hai bén, c6 hai chién luge
quan 1y chinh di dugc dé xuat: chi cét than hai bén
sau khi bénh than tién trién thanh suy than giai
doan cubi, hoic cat than hai bén dy phong trudc khi
tién trién thanh suy than khong hdi phuc dé tranh
phat trién khdi u Wilms va c6 kha ning rt ngian
tong thoi gian loc mau. Va diéu dang luu y 1a mot
s6 bénh nhan véi khéi u Wilms hai bén trong hoi
ching Denys Drash thuong kém dap tng voi hoa
chat [7, 9]. Theo bio céo cua tac gia Gariépy, c6 6
ca chan doan Denys Drash véi kh6i u Wilms, tubi
trung binh luc chan doan 14 10 thang. Trong hai ca
bi u Wilms hai bén, ca hai ca déu dugc ph?lu thuat
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trudc, tién hanh hoa chat sau md. Sau d6 ca hai déu
tién trién dén suy than giai doan cudi, va phai ghép
than. D6i v6i bdén ca u Wilms mot bén, c6 hai ca
héa chét trude sau do ph?lu thuat, sau do theo doi
mot thoi gian (tai thoi diém 36 thang), tré van khoe
manh, chua thiy c6 biéu hién u tai phat hay suy
than. Ca thir ba dugc tién hanh hoa chit trudc, phau
thuat sau. Sau do tré tién trién dén suy than va da
dugc ghép than. Ca thi tu sau d6 phat trién thanh u
Wilms hai bén, tré duoc phﬁu thuat, nhung sau do
bénh tién trién dén suy than va da dugc ghép than
[7]. Hay theo tac gia Roca, qua qua trinh theo doi
ba tré bi hoi ching Denys Drash, da cho thay ca ba
déu phat trién u Wilms 9 thang sau khi chan doan
hoi ching than hu dé khang corticoid. Ca ba ca déu
duoc diéu tri bang phau thuét, hoa chat. Tuy nhién,
bénh tién trién suy than va ca ba déu dugc ghép than
[9]. Piéu nay phu hop trén bénh nhan cua chung
t6i, bénh nhan khong dap tng véi hoa chét ban dau
Vincristine + Actinomycine, cling nhu luc thay sang
loai héa chat: Carboplatin + Etoposide. Chinh vi
thé, chung toi quyét dinh phiu thuat boc u kém cat
b6 than P. Nguyén nhan khién chung t6i khong tién
hanh phau thuat boc u than trai dong thoi, dé tranh
tinh trang suy than xay ra sau phau thuat theo bao
c4o cua cac y van trén thé gi6i [1]. Sau phau thuat,
bénh nhén cua ching t6i da hdi phuc hoan toan va
khong xay ra tai bién gi. Giai phau bénh cho thiy
mo hoc 12 u Wilms té bao trung mo, phén loai nguy
co trung binh va mau té bao u ¢ hai dot bién dong
thoi 6 gen WT1 va CTNNBI. Theo y van, nhiing
bénh nhén c6 phdi hop dong thoi hai dot bién trén,
s& lam tang nguy co phat trién u Wilms hai bén [10].
Véi két qua giai phau bénh sau phau thuat xép nguy
co trung binh, chiing ti s& tién hanh hoa chat theo
phac d6 va danh gia lai su dap ung cta khdi u than
bén trai sau d6 s& can nhic phau thuat cho bénh
nhan néu can.

Bén canh van d& diéu tri u than, chiing t6i con luu
tam dén van dé diéu tri hoi ching than hu trén nhiing
bénh nhan Denys Drash, Bénh nhan méc hoi chimng
Denys-Drash phat trién hoi chimg than hu sém, c6
ty 1& cao bi ting huyét ap nang, tién trién nhanh

chong dén bénh thin giai doan cudi. Bénh nhan
khong dép tng voi corticoid, diéu tri s& dung thude
trc ché men chuyén [11]. Trén bénh nhéan cta ching
toi, bénh nhan cé dap ing voi thube enalapril, hién
tai albumin mau da tr¢ lai binh thuong va protein
niéu da giam. Tuy nhién, vé tién lugng lau dai trén
bénh nhan nay khoé. Theo y van, héi chiing Denys
Drash tién trién thanh suy than giai doan cudi xay ra
trong vong vai tuan dén 2 nam ké tir thoi diém chan
doan hoic trudc 3 tudi, va ghép than 1a mot yéu cau
can dugc thuc hién trén nhitng bénh nhan nay [7, 9].
IV. KET LUAN

Vi nhitng bénh nhan c6 u Wilms hai bén, can
canh giac va tdm soat hoi ching Denys Drash dé c6
hudng diéu tri dang va kip thoi cho bénh nhi. Trong
hoi ching Denys Drash, biéu hién u Wilms thuong
xudt hién som hon, ¢ d6 tudi trung binh 12,5 thang.
Phdu thudt bao ton than nén duoc tién hanh sau khi
ding héa chat. Tuy nhién, tién luong vé lau dai xdu
vi bénh tién trién dén suy than giai doan cudi va doi
hoi thay thé than.
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