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PAT VAN PE

O cac nudc phat trién cac bénh ung thu 13 nguyén nhan giy tir vong ding
hang thtr 2 ¢ tré em sau tai nan, & My ti I¢ t&r vong do ung thu chiém
khoang 10% & tré dudi 15 tudi [1]. O cac nudc dang phét trién nhu nudc
ta, tuy ung thu khong phai 13 nguyén nhan hang dau nhung cac bénh phd
bién va gy tr vong chinh nhu nhidém tring, suy dinh dudng da giam di
nhiéu va sé bénh nhan ung thu dén bénh vién di gia ting trong nhiing
nam qua [2-4].

Trén thé giéi ti 16 méi mac hang nim cta ung thu tré em (< 15 tudi) & cac
nuée co thong ké duoc cong bd co khac nhau, da sd vao khoang 120-
140/1000.000 tré hang nam [1]. Viét Nam chua c6 s6 liéu vé ti 16 moi
mac hang nim. Ung thu tré em & cac nude phat trién chiém ti 1¢ khoang
2% tat ca cac trudng hop ung thu [1]. Viét Nam chua c6 thdng ké chinh
xéc, nhung ti 1& nay c6 thé cao hon vi ti 1¢ tré em trong dan sé Viét nam
cao hon va tudi tho trung binh ctia ngudi Viét Nam thap hon.

U nguyén bao than 1a mot trong cac loai u dic thuong gap & tré em sau u
no, u lympho va u nguyén bao than kinh [1].

V& ban chit md bénh hoc, u nguyén bao than do cac nguyén bao than tao
thanh va chiém khoang 85% -90% céc truong hop ung thu than tré em
dudi 15 tudi theo théng ké & cac nudc phat trién [5-7].

Trén thé gidi viéc nghién ciu diéu tri ung thu tré em ndi chung va u
nguyén bao than noi riéng trong nhiéu nim qua da cho nhing két qua rat
tt [5-8]. Tuy vay viéc diéu tri u nguyén bao thin & cac nude dang phat
trién, trong d6 c6 Viét Nam, con nhiéu khé khan [9-11]. C6 2 cach diéu
tri duwoc 4p dung rong rdi trén thé gidi 1a theo SIOP (Sociéte’
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hoac NWTS (National Wilm’s Tumor Study: Nhém nghién ctru u nguyén
bao than qudc gia, cia M¥). Mdi cach tiép can diéu tri déu c6 nhing wu
nhugc diém riéng khi ap dung trong thyc té diéu tri cho bénh nhan. Viéc
ap dung phac d6 nao dé diéu tri, phac do nao tot hon 1a chu dé tranh luin
kéo dai hon 40 nam qua ké tir khi 2 nhom nghién ctru diéu tri u than 16n
nhat ra doi va co cach tiép can diéu trj khac nhau [5, 6, 12-16].
O Viét Nam chua c6 nhiéu nghién ctru vé u nguyén bao than. Cac nghién
ctru da c6 chi yéu 1a vé dic diém dich t&, chung véi cac bénh khac [2-4],
dic diém 1am sang, can 1am sang [17, 18]. Cho t&i nay méi c¢6 2 nghién
ctru vé diéu tri u nguyén bao than tai Ha No6i va thanh phd H6 Chi Minh
dugc cong bd va déu str dung phac dd NWTS 5 [10, 11]. Tai khoa ung
budu bénh vién Nhi trung wong, tir 2000-2008 phac dd NWTS 5 da duogc
str dung dé diéu trj va cho két qua tbt [9, 10]. Tir 7/2008 trong khudn khod
hop tac v6i bénh vién trudng dai hoc Lund, Thuy dién, ching t6i 4p dung
phac do SIOP 2001 dé diéu tri. Nghién ctru nay cia ching toi duoc tién
hanh nham danh gia két qua diéu tri u nguyén bao than khi str dung phac
d6 SIOP 2001, tinh ing dung ctia n6 trong hoan canh Viét Nam dé phan
nao c6 thé dua ra két luan vé sy lua chon phac dd diéu trj u nguyén bao
than.
Pé tai “ Nghién ctru két qua diéu tri u nguyén bao than theo phac do SIOP
2001 tai Bénh vién Nhi Trung wong” dugc chiing t61 thuc hién voi 2 muc
tiéu:

- Panh gia két qua diéu tri u nguyén bao thin theo phac do

SIOP 2001 tai bénh vién Nhi trung wong

- Panh gia mot sé yéu t tién lwong va anh hwong dén két qua

diéu tri



CHUONG 1: TONG QUAN

U nguyén bao than duoc biét dén lan dau tién vao nim 1814 do tac gia
Rance va ndm 1877, bac si Jessop mo thanh cong u nguyén bao than lan
dau tién & mot tré 2 tudi tai thanh phd Leed cua Anh [19]. Sau d6 ciing c6
cac nghién ctru duogc cong b tuy vay nghién ctiru ciia Max Wilms, bac si
phau thuat nguoi Pirc, md ta diéu tri 7 bénh nhan u nguyén bao than nim
1899 dugc coi 12 kinh dién [13, 19]. Cho dén nim 1975 di c6 it nhat 85
tén goi cho bénh nay dugc dung trong y vdn. Hién nay hai tén goi u
nguyén bao than va u Wilms dugc str dung trén toan thé gii. U nguyén
bao than phat sinh tir nguyén bao hau than nguyén thuy, do cac dong té
bao: mam (blastemal), dém (stromal) va biéu mo (epithelial) v&i cac ti 16
khac nhau tao thanh [7, 20]. U nguyén bao than la mot trong nhiing u dac
thudng gip & tré em sau u hé than kinh trung wong, u lympho va u
nguyén bao than kinh [1]. Bénh bat dau dugc diéu tri tir hon 100 nim nay
nhung nhitng nghién ctru 16n, ddy da méi duoc bat dau tir hon 40 nam tré
lai day [7, 13, 21]. U nguyén bao than néu duoc diéu tri thich hop va day
du s& c6 két qua tot: 85 - 90% bénh nhan khoi bénh [5, 7, 8, 22-27]. Tuy
két qua diéu tri u nguyén bao than 1a kha cao nhung viéc diéu tri con
nhiéu thach thic: & cac nude phét trién 1a 1am sao giam téi da lidu diéu tri
hoa chit, xa tri dé tranh cac bién chimg muon trong khi van cai thién két
qua diéu tri [5, 7, 23], & cac nudc dang phat trién 1a 1am thé nao dé dat
duoc két qua gan nhu cac nude phat trién trong hoan canh khé khian hon
nhiéu [12, 28, 29].

1.1. DICH TE HQC U NGUYEN BAO THAN

U nguyén bao than 14 loai thuong gip nhat ¢ than, chiém khoang 85%

-95% cac ung thu than theo cac sb liéu gan ddy va khoang 5-7% tat ca cac

bénh ac tinh & tré em dudi 15 tudi & cac nudce phat trién [1, 5, 7, 21, 30].



Ti 16 m6i mac hang nam cta u nguyén bao than ¢ tré em da trang duéi 15
tudi 1a 7,6/ 1000 000 tré & My [30]. Bénh thuong duoc phat hién nhiéu
nhét & 1a tudi 2-5 tudi, 98% bénh nhan duoc chan doan trude 10 tudi . U
nguyén bao than rat it gip ¢ tré trén 10 tudi hoic dudi 6 thang [7, 31-33].
Duéi 6 thang tudi thudng gip u trung bi than bam sinh [31, 32, 34], con
trén 10 tudi thuong gip cac ung thu khac cia than [33]. O Viét Nam, u
nguyén bao than chiém 5,2% sb bénh nhan vao Bénh vién Nhi Trung
wong trong 5 nam 2000-2005 [9], 4,3% sé bénh nhi tai bénh vién Ung
budu Tp HO6 Chi Minh [11], Khoang 2% ung thu tré em tai Ha Noi theo
nghién ctru ciia Bénh vién K [35], dugc chin doan & giai doan mudn hon
cac nghién ctru khac va tudi trung binh khi dugce chan doan 1a 3,05 tudi
(36,7 thang) [9]. Khong co su khac biét vé phan bd theo gidi tinh theo s6
lidu & cac nudc phat trién [1], tuy vdy trong nghién ctru cua chung toi
trong thoi gian 2000-2005 ti 1¢ tré trai/ tré gai = 1,7 [9].

D3 c6 nhiéu nghién ctru tim hiéu cac yéu té nguy co phat sinh u
nguyén bao than nhu méi trudng sdng, lam viéc cia cha me, tinh trang
sttc khoe clia me, can nang cia tré khi sinh nhung chua c6 yéu té nao
dugc khang dinh 16 rang va c6 vai trd doc 1ap trong phat sinh bénh [36].
1.2. GEN VA SINH HQC PHAN TU TRONG U NGUYEN BAO
THAN

Tir ddu nhitng nam 70 cua thé ky trude di c6 dé xuat nghién ciru vé
gen va tinh chat di truyén cua u nguyén bao than. Gia thiét dugc dit ra 1a
u nguyén bao than phat trién duoc 13 do hau qua dot bién gen. Néu dot
bién x4y ra trude khi hop tir duwoc hinh thanh nguoi bi bénh c6 nhiéu kha
nang c6 nhiéu khoi u. Dot bién xay ra sau khi hop tir dwoc hinh thanh 13
dang co6 2 dot bién than trong mot té bao nén bénh nhan thuong c6 mot
khéi u [30, 31]. Gen lién quan dén u nguyén bao than duoc phat hién sau
nghién cuu trén 11 bénh nhan cé hdi ching WAGR (u Wilms, khong cé

méng mat, di tat duong tiét niéu, cham phat trién tinh th?ln). Cac bénh



nhan nay c6 mat doan gen & vi tri 13 canh ngin nhiém sic thé 11: 11p13.
Gen nay duogc dat tén la WT1 va dugc xac dinh vai tro 1a trc ché phat trién
u nguyén bao than do cac nguyén nhin sau: mat dic trung mot phan hoic
toan b0 WT1 & mot s bénh nhan cé u nguyén bao than; dot bién WTI1 &
cac bénh nhan c6 u nguyén bao than hai bén; cac dot bién than (somatic
mutations) dong nhat & cac bénh nhan c6 u nguyén bao than hai bén
khong c6 tinh gia dinh [37]. Khoang 15-20% bénh nhan u nguyén bao
than c6 dot bién hodc mat gen WT1. WTI la tic nhan cua 2 hoi ching
WARG va Denys-Drash, nhitng bénh nhan cua 2 hdi ching nay c6 nguy
co bi u nguyén bao than cao: vé1 WAGR 1a trén 30% con voi Denys-
Drash la 95% [38].

Gen tiép theo duoc phat hién 12 WT2 dua trén cac nghién ctru vé gen
cua cac bénh nhan hoi ching Beckwith-Wiedemann. WT2 nam & vi tri
11p15 [37]. Khoang 5-10% bénh nhan hdi chiing Beckwith-Wiedemann
c6 u nguyén bao than, dugc phat hién mat tinh di hop tir (heterozygosity)
ciia doan gen WT2 [39]. Véi cac truong hop bénh nhan c6 tién st gia
dinh céc nghién ciru vé gen ciing da xac dinh dugc 2 gen : FWT1 & vi tri
17912-g21 va FWT2 & vi tri 19q13.4 [40]. Vai tro cuia WTI1 trong cac
truong hop u nguyén bao than co tién sir gia dinh khong dugc khang dinh
cling nhu mdi lién hé gitta WT1 va cac gen FWT1, FWT2 [40].

Céc nghién ctru vé di truyén gan ddy ghi nhan dot bién gen TP53 (gen tc
ché ung thu), CTNNBI (mi hoa B-catenin) gen lién quan dén phat sinh
ung thu (oncogene), WTX (gen trc ché ung thw) [21] trong bénh sinh cia
u nguyén bao than. Tuy vay cac dot bién nay con gip ¢ nhiéu bénh ac tinh
khéc chtr khong chi & u nguyén bao than.

Nhitng bién ddi di truyén trén lién quan dén viéc phat sinh u nguyén bao
than. Céc nghién ctru gan day tap trung vao cic gen c6 lién quan dén két
qua diéu tri bénh.

1.3. CHAN POAN VA PHAN LOAI U NGUYEN BAO THAN



1.3.1. PAC PIEM LAM SANG, CAN LAM SANG

Nhiéu nghién ciru cho thiy u nguyén bao than khong cé tridu ching
lam sang dac hi¢u. Bénh thuong dugc phat hi¢n voi céc tri¢u ching: khoi
u vung hd thén, bung to, dau bung, dai mau; trong do6 viéc phat hién khoi
u 13 phd bién nhét va nhiéu khi 1a triéu chimg duy nhat [9, 11, 18, 21, 30,
41]. Céc triéu ching sau it gip hon va khong dién hinh: tré mét moi, kém
an, da xanh.... Khi thim khdm thuong thay hé than bén c6 khoi u ddy, so
thay khdi u dic, mat nhin, bd cong, thudng khong dau khi kham. Kham
1am sang phat hién khoang 25 % bénh nhan c6 cao huyét 4p va mot sd ¢o
cac di tit bam sinh nhu khong cé méng mét, dj tat sinh duc-tiét niéu (15
dai léch thap, an tinh hoan) [30, 39]. Cac vi tri di can thuong gip 1a hach
ron than, phéi, gan va it gap nhu ndo, tinh hoan, xuong. U c6 thé xam lan
vao niéu quan [42], tinh mach cha dué6i 1én dén nhi phai [43]. Tuy theo
murc d§ phat trién ctia khdi u ma céc biéu hién 1am sang cO khac nhau,
trong cac trudng hop di cin xa, & giai doan mudn c6 cac biéu hién 1am
sang rdi loan chirc ning cua cic co quan bi di can.
Khéi u thuong cé ranh gidi rd rang va c6 dang gan nhu hinh cau. Puong
ranh gio1 voi phén nhu mo than lanh dugc tao bdi vo gid trong than, do
cac mo than binh thuong bi khdi u chén ép, bi thoai hoa. Khi d6 duong
ranh gidi c6 dang “chén 1an”. Pay 1a mot trong cac dic diém co thé gitp
phan biét u Wilms vdi cac u khac & than: u trung mo, sarcoma té bao
sang, u dang co van va u lympho than. Truong hop ngoai 1é khi khéi u
dugc tao boi cac té bao hau than lién két kém, duong ranh gidi c6 dang
xam l4n [30].
U nguyén bao than cling con gip & cac truong hop than hinh méng ngua
v6i ti 1& cao hon so v6i cac truong hop binh thudng (0,48%) [44] va nhiéu
khi khong chan doan duoc bang 1am sang trudc phau thuat. Cac trudng
hop nay can duoc phiu thuat va diéu tri bao ton dé tranh phai ghép than.

Da s6 u Wilms chi c6 mot khoi u nhung cling ¢6 mot s6 cd nhiéu khoi u



trong than (6-7%) hoac u ¢ ca hai than (5-6%). Trong s6 3442 bénh nhan
ctia Nhom nghién ctru u Wilms qudc gia NWTSG) ciia My ¢6 241 (7%)
bi c4 hai than vao lac chin doan hodc sau d6 va 377 (11,8%) c6 nhiéu
khéi u trong mot than [22].Ti 1é bi ung thu cua hai than ngang nhau. U
nguyén bao thin ngoai than rat hiém gip va thudng co & sau phiic mac,
nam sat nhung khong gan lién voi than. Ngoai ra ciing ¢ thé ¢ ¢ khung
chau, ben, nguc, lung [22]. Tai bénh vién Nhi trung wong, ching t6i da
gap cac truong hop u nguyén bao than 2 bén, 1 truong hgp & than hinh
mong ngua va 1 véi vi tri 13 hd chau phai (ndm ngoai than).

Céc hoi chimg lién quan dén u nguyén bao than gdm cé: hoi chimg
WAGR (bao gém u nguyén bao than, khong c6 méng mit, di tat dudng
tiét niéu sinh duc va cham phat trién tri tu€), hoi chung Denys —Drash
(bénh 1y than bam sinh, u nguyén bao than va mo hd gi6i tinh) hoi ching
Beckwith-Wiedemann (ludi to, 16i ron, phu tang to va phi dai chi) [39].
1.3.2. CHAN DOAN LAM SANG

Chan doan 1am sang u nguyén bao than twong dbi khé khian do
khong c6 triéu chimg nao 1a dic hiéu. C6 thé nghi téi u nguyén bao than
khi c6 khdi u & vi tri hd than, thuong kham 1am sang 1a 1 bén bung.
Nhiing triéu chiung thuong gip nhu dai méau, huyét ap tiang, dau bung
cling gap trong nhiéu bénh 4c tinh khac, dic biét 1a u nguyén bao than
kinh 14 bénh thudng phai chin doan phan biét voi u nguyén bao than.
1.3.3. CHAN POAN HINH ANH

Chén doan hinh anh c¢6 vai trd quan trong ddi voi viéc chan doan
va phan giai doan cua u nguyén bao than do khong c6 xét nghiém cén lam
sang (sinh hod, huyét hoc) ndo ¢ tinh dic hiéu v4i u nguyén bao than.
Chan doan hinh anh gém co: siéu am, X-q phdi, chup than dudng tinh
mach, chup cat 16p va chup cong huong tir than. Trong dé chup than
duong tinh mach it dugc st dung trong thoi diém hién tai. Chup cong

hudng tir (MRI) ¢6 gia tri vé mit hinh anh kém hon chup cit 16p (CT) khi
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danh gia khdi u ¢ than, thuong duoc ap dung dé danh gia trong nhiing
trrong hop u nguyén bao than di can nao, la vi tri di can it gap [45].

Chan doan hinh anh giup danh gia vi tri va kich thudc khdi u, muic do
xam 14n ctia khdi u so véi thén, qua doé cé thé dua ra chan doan hinh anh
12 u nguyén bao than hay ung thu than khac hodc ton thuong khac voi
mitc d6 chinh xac twong ddi [46-48]. U nguyén bao than thuong thé hién
trén siéu am, CT 13 khoi u ¢6 ranh giéi 16 v6i cac to chitrc xung quanh,
ranh gidi nay s& rd hon trén CT sau tiém thudc can quang. U thuong co
hinh cau, c6 tinh chat d¢ diy nhu mo than xung quanh cht khong phai
xam nhap, thuong co hoai tir bén trong nhung it khi ¢6 v6i hod. Dong thoi
u nguyén bao than ciing khong bao quanh cdc mach mau 16n nhu dong
mach chu bung, day la dac diém dé co thé chan doan phan biét voi u
nguyén bao than kinh, ciing thudng xuit phat tir sau phiic mac nhung hay
bao quanh cac mach mau 16n [46, 49, 50].

Chan doan hinh anh con gitp xac dinh muc d6 phat trién, di can cta u
nguyén bao than. CT va siéu &m c6 thé phat hién u nguyén bao than di
cin, tao huyét khdi & tinh mach chii dudi, dai bé than, niéu quan. CT va
X-q giup phat hién u nguyén bao than di cin phdi, gan con chup cong
hudng tir ¢6 gia trj cao hon trong xac dinh di cin ndo [45]. Néu ton
thuong duoc ghi nhan trén CT nhung khong ¢6 & phim chup phéi (thang
va nghiéng) thi dugc diéu tri nhu nhitng bénh nhan khéng c6 di can phoi
[51, 52].

Vai trd cta chan doan hinh anh ddi véi viée chan doan va diéu tri ¢6 khac
nhau theo huéng tiép can diéu tri.

Véi SIOP, chan doan hinh anh c6 vai trd rat 16n. Viéc bénh nhan duogc
diéu tri theo hudéng nao phu thudc vao chan doan hinh anh, trir cac bénh
nhan dudi 6 thang tudi, do & lua tudi nay ti 1€ u trung bi thén kha cao[31,
32, 34] nén cac bénh nhan dudi 6 thang s& dugc phiu thuat ngay. Néu

chan doan hinh anh 1a u nguyén bao than, bénh nhan s€¢ dugc diéu tri hoa



