PAT VAN PE

U nguyén bao than la mot trong cac loai u dac thuong gap ¢ tré em sau u
ndo, u lympho va u nguy@n bao than kinh.

Vé ban chat mé bénh hoc, u nguyén bao than do cac nguyén bao than tao
thanh va chiém khoang 85% -90% cac truong hop ung thu than tré em dudi
15 tudi theo thong ké & cac nude phat trién.

Trén thé gidi viéc nghién ctru diéu tri ung thu tré em ndi chung va u nguyén
bao than noi riéng trong nhiéu nim qua da cho nhimg két qua rat tét. Tuy
vay viéc diéu tri u nguyén bao than & cac nudc dang phét trién, trong d6 co
Viét Nam, con nhiéu khé khan. Cé 2 cach diéu tri dugc ap dung rong réi trén
thé gidi 1a theo SIOP (Sociéte” International d”Oncologie Pédiatrique : Hoi
ung thu nhi khoa qudc t&) hoic NWTS (National Wilm’s Tumor Study:
NhAm nghién cau u nguyén bao than qubc gia, cia My). Mdi cach tiép can
diéu tri déu c6 nhitng vu nhuoc diém riéng khi ap dung trong thuc té diéu tri
cho bénh nhan.

O Viét Nam chua c6 nhiéu nghién ciru vé u nguyén bao than. Cho tdi nay
mai c6 2 nghién ciru vé diéu tri u nguyén bao than tai Ha Noi va thanh phé
Ho Chi Minh dugc cong bd va déu st dung phac d6 NWTS 5. Tai khoa ung
budu bénh vién Nhi trung wong, tir 2000-2008 phac 46 NWTS 5 d4 duoc sir
dung dé diéu tri va cho két qua tbt. Tir 7/2008 trong khudén khd hop tac voi
bénh vién truong dai hoc Lund, Thuy dién, chung t6i ap dung phac dd SIOP
2001 dé diéu tri. Nghién ctu ndy cua ching toi dugc tién hanh nhim danh
gia két qua diéu tri u nguy@n bao than khi str dung phac d6 SIOP 2001, tinh
tmg dung cua noé trong hoan canh Viét Nam dé phan nao c6 thé dua ra két

luan vé su lira chon phéac d6 diéu tri u nguyén bao than.



Pé tai “ Nghién ctru két qua diéu tri u nguyén bao than theo phac d6 SIOP
2001 tai Bénh vién Nhi Trung wong”dugc ching t6i thuc hién vdi 2 muc
tieu:

- Panh gia két qua diéu tri u nguyén bao than theo phac d6 SIOP
2001 tai bénh vién Nhi trung wong

- Panh gia mot s6 yéu to tién lwong va anh hwéng dén két qua
diéu tri
B cuc luan an
Luan an 126 trang bao gom: Pt van dé (2 trang), Chuong 1: Tong quan (34
trang), Chuong 2: Phuong phap (21 trang), Chuong 3: Két qua (28 trang),
Chuong 4: Ban luan (37 trang), Két luan (2 trang), Cac diém mdi cua dé tai
(1 trang) va Kién nghi (1 trang).

Chuong 1 TONG QUAN

1.1. Dich t&: U nguyén bao than 1a ung thu thudng gip nhit tai than, chiém
85-90 cac ung thu than ¢ tré dudi 15 tudi va 5-7% tat ca cac bénh ac tinh &
tré em. U nguy@n bao than it gap & tré dudi 6 thang tudi va trén 10 tuoi.
1.2. Gen va sinh hoc phéan tu: cac gen WT1 va WT2 & cac vi tri 11p13 va
11p15 c0 vai tro trong viéc hinh thanh u nguyén bao than. Cac truong hop co
tinh chat gia dinh c6 su lién quan dén cac gen FWT1 va FWT2 & céc vi tri
17912-g21 va 19913.4.
1.3. Chan doan va phan loai u nguyén bao than
U nguyén bao than khong co tri¢u chirng 1am sang ciing nhu xét nghi€m can
lam sang dic hiéu. Triéu chung thudng gip nhat 1a khéi u, tiép theo 1a cac
triéu ching cua hé than-tiét niéu. Bénh c6 thé di can xung quanh than va di
cin xa dén gan, phdi 14 2 vi tri thuong gip nhét, sau d6 13 xuwong, ndo, tinh
hoan... Bénh gay ton thuong 2 than nhu nhau, ¢ thé & ca 2 bén than, mét s6

truong hop it gdp nhu u ngoai than hodc ¢ than hinh mong ngua.



Chan doan hinh anh bao gdm siéu &m, chup cét 16p vi tinh va cong hudng tir
va gitip danh gia tinh trang khdi u. Vi SIOP, chan doan hinh anh c6 vai trd
dinh huéng diéu tri: néu nhu chan doan hinh anh u nguyén bao than bénh
nhan s& duoc diéu tri hoa chat trude.

Chan doan giai phiu bénh giup danh gia giai doan va phan loai mé bénh hoc.
U nguyén bao than dugc chia lam 5 giai doan theo mirc d¢ di cén, giai doan
V 1a khi ton thuong ca 2 than. NWTS phén loai mé bénh hoc duya trén hinh
anh bt san con SIOP dya thém vao tinh troi cta cac dong té bao sau diéu tri
hoa chat truéc phiu thuat.

1.4. Piéu tri u nguyén bao than: bao gdm phau thuat, hoa chat va xa tri cho
cac truong hop & giai doan mudn hoac mo bénh hoc nguy co cao. NWTS
chu truong phiu thuat 1a can thiép dau tién dé dam bao chan doan chinh xac
va diéu tri phd hop vdi tinh trang bénh. SIOP chu truong diéu tri hoa chit
trudc phau thuat dé giam tai bién trong phiu thuat, giam nhe diéu tri sau
phiu thuat nham giam tai bién, bién chirng mudn.

C4c tai bién, bién chimg muodn do diéu tri chu yéu lién quan dén xa tri va
thudc thudc nhom Anthracycline (Doxorubicin).

Uu diém trong céach tiép can ctia SIOP:

- nghién ctru dugc tinh chit cua to chire khdi u sau diéu tri hoa chat, d6 cling
la mot yéu 6 tién luong gitp xac dinh ché do diéu trj sau phau thuat.

- lam giam ti 1¢ bénh nhan dung Doxorubicin va tia xa sau phau thuat, qua
d6 giam ti 1¢ tai bién, bién ching mudn do diéu tri.

Nhuoc diém trong cach tiép can cua SIOP:

- do dya vao chan doan hinh anh, nén c6 1 sb bénh nhan khong phai u
nguy@n bao than s& dugc diéu tri hoa chit trudc phau thuat

- khong biét chinh xac giai doan ban dau cta khdi u, phan loai giai phiu

bénh kho khin vé ca giai doan va md bénh hoc, nim 2011 SIOP van khuyén



c40 can c6 xem xét lai bai cac chuyén gia chuyén sau do ti 1& chan doan sai
& cac bénh vién din dén ché do diéu tri khéng phll hop 1én dén 25%.
- liéu Doxorubicin va tia xa ctia SIOP cao hon so voi NWTS
Uu diém cta cach diéu trj theo NWTS:
- ddm bao bénh nhan dugc diéu tri ding bénh, xac dinh dung chan doan ban
dau cua khoi u: giai doan, tinh chit md bénh hoc, bién dbi di truyén.
- liéu diéu tri Doxorubicin va tia Xa thap hon ctia SIOP
Nhuge diém cia NWTS:
- ti 18 bénh nhan can diéu tri véi Doxorubicin hodc tia xa cao hon so v&i
SIOP, do d6 ti 1é ¢ bién chirng mudn co thé s& cao hon.
Mic du cach tiép can diéu tri cia SIOP va NWTS déu c6 wu va nhuoc diém
riéng nhung két qua diéu tri theo 2 cach nay duoc coi 1a nhu nhau dua trén
két qua da cong bd.
O cac nudc dang phat trién, mic du ciing 4p dung cac phac d6 cua SIOP va
NWTS nhung két qua diéu tri kém hon nhiéu va can c6 phac d6 phdl hop véi
hoan canh thuc té.
Chwong 2 PHUONG PHAP

2.1. Bénh nhan nghién cuu:
60 bénh nhan, tudi tir 0 -18 tudi dugce chian doan giai phdu bénh sau phiu
thuat 12 u nguy@n bao than, dugc diéu trj day di theo phac d6 SIOP 2001 tai
Bénh vién Nhi Trung wong.
2.2. Phuong phap nghién ctru
2.2.1. Thiét ké nghién ciru

- Nghién ctru mé ta cit ngang va theo di diéu tri doc

- Bénh nhan dugc 1y vao nghién ciru tir 1-7-2008 dén 31-12-2012 va

duogc theo dbi dén hét ngay 30-6-2013.
2.2.2. Phac d6 sir dung SIOP 2001



T6m tit so d6 nghién ctu

Cac bénh nhan nghi ngo ¢6 u than

Chén do4n hinh anh

Khoéng phai u nguyén bao than : 9

Bér}h nhan dudi 6 thang tudi : 1 U nguyén bao than :67
Kho6i u ¢ than vo : 2

Khéi u ¢ ngoai than : 1 l

A

Phau thuat : 13 Diéu tri hoa chat trude phiu thuat : 67

/

Phau thuat : 60 Tt vong, bd

/ diéu trj ;7

Chan doan giai phiu bénh 12 u nguyén bao than : 60
Phén giai doan, nhoém nguy co moé bénh hoc

—

Piéu tri ddy du sau phau thuat: 60 | | Loai bo u khong
phai nguyén bao
l than : 13 (di€u tri

héa chét trudc
phau thuit)

Theo ddi, danh gia két
qua di€u tri: 58




Chan doan hinh anh: chan doan 13 u nguyén bao than hoic bénh khac. Néu
bénh nhan dugc chan doan hinh anh 13 u nguyén bao than, s& dugc phan giai
doan 1am 3 nhom I-111, 1V,V va diéu tri hoa chit trude phau thuat.

Piéu tri sau phau thuat: dya vao giai doan va nhom nguy co mé bénh hoc
sau diéu tri hoa chat trudc phiu thuit.

Ché do diéu tri cho cac bénh nhan duoc diéu tri héa chit trude phau thuat

M6 bénh hoc | Giai doan I Giai doan 11 Giai doan III
Nguy co thdp | Khong diéu tri AV2 AV2
Nguy co trung AV?2 Xa tri + AV2
binh AV1 < <
AVD Xa tri +AVD
Nguy co cao AVD Ché do nguy co | Ché do nguy co cao +
cao + xa tri Xa tri

Céc trudng hop ¢ giai doan IV sau diéu tri hoa chat dugc coi 13 that bai va
loai ra khoi nghién ctru. Trong nghién ctru nay SIOP thuc hién phan nhom
ngau nhién Vi cac truong hop nguy co trung binh & giai doan II va Il
Chung t6i lya chon ché 46 AV2 cho giai doan III va Tia xa + AVD cho giai
doan I1I.

Céc trudng hop dugce phau thudt ngay ap dung cac ché do 1,2.3 va nguy co
cao theo giai doan va nhdm nguy co mo bénh hoc tuong ting.

Liéu tia xa thuong dung 13 15-25Gy.

2.2.3. banh gia phan loai tinh trang bénh nhan

Tinh trang stcc khoe bénh nhan dugc danh gia va phan loai theo cac nhoém:
séng khoe manh khong bénh, séng thém toan bo, tai phat va tir vong.

2.2.4. Phuong phap theo dOi bénh nhan:

Bénh nhan dugc theo ddi noi tra, ngoai tru lién tuc ké tir khi c6 can thiép

diéu trj dau tién cho dén khi két thuc nghién ciru ndy vao ngay 30-6-2013.



Thoi gian séng khoe manh khong bénh tinh tir luc bat dau diéu tri dén khi c6
1 trong cac su cd: tai phat, tir vong hodc tai bién, di chirng ning lién quan
dén diu tri.
Thoi gian song thém toan bo tinh tir khi bat ddu diéu tri dén khi két thuc
nghién ctru (tir vong hodc két thuc thdi gian nghién cir).
Noi dung theo doi:
-Thé trang chung ctia bénh nhan
-CAc tac dung phu cta thubc, cac bién ching do diéu tri
-Tinh trang bénh: séng khoe manh khong bénh, tai phat, song thém toan bg,
tor vong.
2.3. N6i dung nghién ctru
2.3.1. Nghién ctru 1am sang va can lam sang
- 56 lugng bénh nhan, phan bd tudi, gidi, vi tri khdi u,céc tri¢u chung
- chlrc nang gan, than, thé tich khdi u trudc va sau dot diéu tri hoa
chat truéc phau thuat
- phan giai doan, nhoém nguy co mo6 bénh hoc
2.3.2. Panh gia két qua diéu tri: thong qua ti 1& bénh nhin ¢ cic nhoém sdng
khoe manh khong bénh, sdng thém toan b, tai phat va tir vong.
2.3.3. CAc tac dung phu khong mong mudn do diéu tri: phan loai muc do doc
tinh do diéu tri theo tiéu chuan ap dung trong phac d6 SIOP 2001.
2.3.4. C4c yéu t6 tién luong va anh huong dén két qua diéu tri
Pé danh gia cac yéu tb tién lugng két qua diéu tri, chung toi so sanh két qua
diéu trj theo
- Giai doan bénh
- Nhom nguy co mo6 bénh hoc
- Pap ung ctia khdi u v6i diéu trj trude phiu thuat

- Can thiép diéu tri dau tién: diéu tri hoa chit hoic phiu thuat



Pé danh gia yéu t6 anh hudng dén két qua diéu tri, chung t6i phan tich

- Chit luong chan doan hinh anh

- Chit luong chan doan giai phiu bénh

- Kha ning ap dung chuan muc phac dd SIOP 2001 tai Bénh vién Nhi

trung uong
2.4. X1r 1y s6 liéu bang phan mém STATA 10.

Chuwong 3: KET QUA

3.1. Nghién ctru 1am sang va can lam sang
C6 60 bénh nhan du tiéu chuian dua vao nghién ctru. Hau hét bénh nhan
dugc chan doan ¢ tudi dudi 5 tudi. Dudi 6 thang tudi (1 bénh nhan) va trén
10 tudi (1 bénh nhan) rat it gap. Ti 1é nanmy/nir 14 31/29 = 1,07.
Triéu ching 1am sang chinh 1a c6 khéi u bung (85%), sau d6 14 triéu chimg
than-tiét niéu (dai mau 25%). Triéu ching khac lién quan dén khéi u 1a thiéu
mau, ting huyét &p it (18,3%).
Vi tri khdi u: u gdp & than phai va than trai tvong duong nhau (28 bén phai,
27 bén trai) c6 3 trudng hop khdi u ¢ 2 bén than va 2 truong hop hiém gip:

1 nam ngoai than ¢ trong khung chau, 1 & than hinh méng nguya.

'Chan doan hinh anh

Ung thu khac cua than dugc
diéu tri hoa chat trudc phiu
thuat do chan doan hinh anh 1a u
nguyén bao than

_ U nguyen bao than dugc diéu tri
hoa chat trudc phiu thuat

_ U nguyén bao than duoc phau
thuat ngay, diéu trj hoa chat
sau phau thuat

Biéu do 3.1. Chdn dodn hinh dnh va chdn dodn gidi phdu bénh cdc ung thu

than trong nghién ciru.



Ti 1é chan doan hinh anh dung u nguyén bao than 1a 78,3%.
Phan giai doan: trong 60 bénh nhan nghién cau, 13 bénh nhan dugc phau
thuat ngay, 47 bénh nhan dugc diéu trj hoa chit trude phau thuat.

Bdng 3.1. Phdn giai doan cua 60 bénh nhdu sau pthu thuat.

S6 bénh nhan
Giai doan | Piéu tri hoa chat trudc | Phau thuat ngay | Tinh chung
I 18/47 = 38,3% 3/13=23,1% | 21/60 = 35,0%
] 19/47 = 40,4% 5/13 =38,5% | 24/60 = 40,0%
Il 10/47 = 21,3% 4/13 = 30,7% 14/60 = 23,3%
AV 1/13 = 7,7% 1/60 =1,67%

Nhan xét: So voi cac truong hop dugc phau thuat ngay, ti I&¢ bénh nhan &
giai doan I cua bénh nhan dugc diéu tri hoa chit trudc phau thuit cao hon
(38,3% V&i 23,1%), ti 1é & giai doan III thdp hon (21,3% vé&i 30,7%).
Bdng 3.2: phdn nhém nguy co mé bénh hoc & nhém diéu tri héa chdt trude
phdu thudt
M6 bénh hoc | Sd bénhnhan | Til¢

Nguy co thdp | Biét héa khong 1 2,1%
hoan toan

Nguy co trung | Hon hop 18 38,3%

binh M6 dém 10 21,3%
Thoadi trién 7 40 | 14,9% |85,1%
Bat san khu tri | 3 6,4%
Biéu mo 2 4,2%

Nguy co cao Mam 5 6 10,7% | 12,8%
Bat san lan toa 1 2,1%
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Nhan xét: Hau hét cac truong hop duge phan loai nhém nguy co trung binh,
thudng gip nhat 12 dang hdn hop chiém 38,3%. Nhom nguy co thip chi co 1
truong hop chiém 2,1%.

Bang3.3 . Thé tich I6n nhdt, nhé nhdt va trung binh cac khéi u trudc va sau

dot diéu tri héa chat trude phcfu thuat

Thé tich 16n nhat |  Thé tich nho Thé tich trung
nhat binh
Trugec dicu tri | 1227 cm3 22,7 cm3 318,8 + 269,1 cm3
hoa chat
Sau diéu tri hoa | 884,2 cm3 9,9 cm3 166,8 + 174,5 cm3
chét

Nhan xét: thé tich trung binh cac khdi u giam 47,7% xudng con 52,3%. Muc
d6 giam thé tich c6 y nghia thong ké rat 16n: so sanh ¢ ting truong hop
trude va sau diéu tri p = 0,0001, so sanh thé tich trung binh trude va sau diéu
tri theo paired t-test p = 0,0007.
Chung t6i chia cac khéi u theo murc d6 thay ddi thé tich 1am 3 nhém: giam >
50%, giam < 50% va tang thé tich va so sanh thé tich trung binh ban dau cua
cac khdi u ndy voi nhau.
Bang 3.4. Mitc dg thay doi thé tich va thé tich ban dau ciia khoi u
Muc do thay doi thé |  S6 bénh Thé tich trung binh

tich cua khdi u nhan trude diéu tri
Giam > 50% 19 393 £ 322.9 cm3
Giam < 50% 13 263+ 1672cm3 | P~ 039

Tang thé tich 5 181 + 91,5 cm3
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Nhan xét: Cac truong hop giam thé tich nhidu co thé tich trung binh ban dau
I6n hon cac trudng hop giam thé tich it hon va ting thé tich, tuy vay su khac
biét thé tich ban dau gitta 3 nhom khong c6 y nghia théng ké véi p = 0,359
theo test y2. Thé tich ctia khéi u truée diéu tri hoa chat khdng cd lién quan
dén mirc do giam thé tich sau diéu tri hoa chét trudc phau thuat.

3.2. PANH GIA KET QUA PIEU TRI

Trong s6 60 bénh nhan dugc diéu tri day di theo phac dd SIOP 2001 chi ¢o
58 bénh nhan dugc theo ddi dén khi két thuc nghién ctru vao ngay 30-6-2013
do ¢ 2 bénh nhan bo dén kham lai dinh ky. 2 bénh nhan nay dugc diéu tri
héa chat trudc phiu thuat va 6n dinh ¢ 1an kham cudi cing trudc khi bod
khéam lai.Thoi gian theo ddi trung binh I 27,0 thang; ngan nhat 1a 2 thang,
dai nhat 1a 57 thang.

3.2.1. Két qua diéu tri chung:

Tinh dén ngdy 30-6-2013, két qua theo ddi ciia 58 bénh nhan (45 dugc diéu
tri hoa chét trudc phau thuat va 13 duoc phiu thuit ngay) nhu sau:

44 bénh nhan con Séng khdée manh, khong bénh, dat ti 1€ 75,9%

49 bénh nhan con séng, dat ti 1¢ 84,5%

13 bénh nhan tai phat, chiém ti 1& 13/58=22,4%

9 bénh nhan d4 tir vong chiém ti 16 9/58 = 15,5%

Tat ca bénh nhan con sdng déu khong co tai bién, di chirng ning do diéu tri.

Biéu d6 Kaplan-Meier vé ti 1¢ song khoe manh khong bénh va ti 18 séng

thém toan bo cho 58 bénh nhan nhu sau
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Kaplan-Meier survival estimates
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Biéu do 3.2. Ti 1é song khde manh khéng bénh va song thém toan bg ciia 58
bénh nhan.

Cha thich:  nhom_benh_nhan = 1 = séng khoe manh khong bénh
nhom_benh_nhan = 2 = séng thém toan bo

Két qua: udc tinh theo Kaplan- Meier ¢ thoi diém 5 ndm ké tir khi diéu tri, ti

I¢ séng khoe manh khong bénh 1a 71,5% VA ti 1¢ séng thém toan bo 1a

80,9%.

3.2.2. CAc tai bién, tac dung phu lién quan dén diéu tri

3.2.2.1. Lién quan dén phau thuat: chi c6 1 truong hop cit phai tinh mach

than nhung d@ duogc ndi lai thanh cong, 1 truong hop khéi u v& trong khi

phau thuat. Khdng c6 tai bién 16n ndo vé ngoai khoa dugc ghi nhan.

3.2.2.2. Lién quan dén diéu trj ndi khoa:

Ching t6i c6 1 bénh nhan tir vong do suy da tang (suy chirc ndng gan, than)

va rbi loan dong mau. Trudng hop ndy duoc ghi nhan 14 tir vong c6 thé lién

quan dén diéu tri.
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Bang 3.5. Cac tac dung phu do diéu tri

C4c tac dung phu, doc tinh do diéu tri
Hé co quan Mt d6 Khi diéu tri Sau diéu tri
Huyét hoc — tao | 15/60= 25%
mau I 5/60 = 8,3% | 27/60= 45% | 0%
1l 7/60=11,7%
Nhi&m triing da, | 57/60= 95% | 60/60 = 0%
biéu mo I 3/60=5% | 100%
S6t khong do | 14/60=23,3% | 16/60 = 0%
nhiém khuan I 2/60=3,3% | 26,6% 0%
Da | 11/60=18,3% 0%
| 5/60 = 8,3%
Hé tiéu hda I 2/60 = 3,3% | 8/60=13,3% | 0%
1l 1/60 = 1,7%
Viém loét miéng | | 46/60=76,7% | 60/60 = 0%
I 14/60=23,3% | 100% 0%
Tim mach -1V 0/60 =0% 0% 0%
Than: giam thanh | | 2/60=3,3% |3/60=5% |0%
thai creatinine I 1/60 = 1,7%
Than kinh
-Tri gi4c -V 0/60 =0% 0% 0%
- Téo bon -1V 0/60 =0% 0% 0%
- Cam giac -1V 0/60 =0% 0% 0%
- Van dong -1V 0/60 =0% 0% 0%

Nhan xét: tac dung phu ning nhat 13 mirc d6 III ctia hé huyét hoc —tao mau
(s6t giam bach cau hat) véi 11,7% bénh nhan bj it nhat 1 1an. Cac tac dung
phu khac nhe, co thé gap O tat ca bénh nhan. TAt ca tac dung phuy hét sau khi

két thuc diéu tri.
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3.3. CAC YEU TO TIEN LUONG, ANH HUONG KET QUA PIEU TRI

3.3.1.Ti I¢ giam thé tich khdi u va giai doan, nhém nguy co md bénh hoc

Bang 3.6. Méi lién quan gia giai dogn cua khéi u sau dot diéu tri héa chat
trieée phau thudt va mirc dé thay doi thé tich

Gial S6 bénh Thé tich trung Thé tich trung | Muc d6 giam
doan nhan | binh truéc diéu tri | binh sau diéu tri thé tich

I 15 246 + 162 cm3 149 + 142 cm3 40%

1 13 396 + 305 cm3 214 + 235 cm3 46%

" 9 330 + 333 cm3 128 +112 cm3 61%

Nhan xét: Cac khdi u ¢ cac giai doan I, IT va 11 ¢c6 mtc do giam thé tich co
y nghia thong ké khi so sanh ting trudng hop cling giai doan vai p = 0,0356;
0,0192; 0,0109 va so sanh gia tri trung binh véi p = 0,0142; 0,0446; 0,0188.
Tuy vay muc do giam thé tich giita cac giai doan khac nhau nhung sy khac
biét khong c6 y nghia thong ké véi p=0,541.
Bang 3.7. Méi lién quan giiza nhom nguy co mé bénh hoc sau dot diéu tri
hoa chat triede phau thudt va thay doi thé tich khéi u

Nhém nguy | S6 bénh | Thé tich trung | Thé tich trung Muc do
co mdé bénh| nhan binh trudc binh sau diéu | giam thé
hoc diéu trj tri tich
Cao 5 364 + 459cm3 | 141 + 161 cm3 61%
Trung binh 31 311 £ 239cm3 | 167 £ 180 cm3 46%

Nhan xét: cac khdi u nhém nguy co cao giam thé tich c6 y nghia thong ké
khi so sanh thé tich trung binh (p=0,0101) khdng c6 y nghia thong ké khi so
sanh trude sau ting trudng hop (p=0,0796). Cac khdi u nhdm nguy co trung
binh giam thé tich rat co y nghia thong ké ca khi so sanh ting trudng hop
(p=0,0004) va thé tich trung binh (p=0,0018). Cac khdi u thudc nhém mod
bénh hoc nguy co cao c6 mic d6 giam thé tich 16n hon cac khéi u thude
nhém nguy co trung binh nhung sy khéac biét khong c6 y nghia thong ké véi
p = 0,208.
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3.3.2. Két qua diéu trj tinh theo giai doan

Kaplan-Meier survival estimates
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Biéu do 3.3. Ti I¢ Séng khoe manh khong bénh theo giai doan
Chu thich: giai_doan = 1,2,3 = giai doan I, II va Ill.
Su khac biét vé ti 1é sdng khoe manh khdng bénh va séng thém toan bo theo
giai doan bénh c6 ¥ nghia thong k& vai p twong g = 0,036 va p=0,0108.

3.3.3. Két qua diéu trj tinh theo nhoém nguy co mé bénh hoc

Kaplan-Meier survival estimates
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Biéu do 3.4. Ti 1é song khoe manh khéng bénh theo nhém nguy co mé bénh

hoc
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Chu thich

giai_phau benh = 1 = nguy co thap

giai_phau_benh = 2= nguy co trung binh

giai_phau_benh = 3 = nguy co cao

giai_phau_benh = 4 = phiu thuat ngay (tat ca nguy co trung binh)

Su khac biét vé ti 1é sdng khoe manh khong bénh va séng thém toan bo theo
nhdm nguy co moé bénh hoc c6 ¥ nghia thong ké véi p = 0,0006 va p=0,0003
3.3.4. Két qua diéu tri theo can thiép dau tién

L

Kaplan-Meier survival estimates
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Biéu do 3.5. Ti I¢ Séng khoe manh khong bénh theo can thiép diéu tri dau
tién: diéu tri héa chat trude phcfu thudt va pthu thudt ngay
Cha thich:  dieu_tri_truoc_pt = 0 = phau thuat ngay
dieu_tri_truoc_pt = 1 = diéu tri hoa chit trudc phau thuat

Ti 1 bénh nhan sdng khoe manh khong bénh va ti 18 séng thém toan bo cua
nhom duoc diéu tri hoa chét trudc phiu thuit thip hon nhém dugc phiu
thuat ngay nhung khong c6 ¥ nghia thong ké vai p = 0,5295 va p = 0,7452
3.3.5. Két qua diéu trj tinh theo mtrc do thay ddi thé tich khdi u sau diéu tri

hoa chat truéc phiu thuat
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Kaplan-Meier survival estimates
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Biéu do 3.6. Ti 1¢ séng khoe manh khong bénh tinh theo mirc do thay doi thé
tich khoi u sau diéu tri héa chat trude phdu thudt
Cha thich: the_tich_u = 1,2,3 = thé tich khdi u giam > 50%, thé tich khéi u
giam < 50% va thé tich khdi u tang
Su khac biét vé ti 1& song khoe manh khong bénh va sdng thém toan bo
khéng c6 ¥ nghia thong ké vai p = 0,5873 va p = 0,1197
3.3.6 Két qua diéu tri tinh theo tudi ctia bénh nhan

Kaplan-Meier survival estimates
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Biéu do 3.7. Ti I¢ séng khée manh tinh theo tuéi ciia bénh nhain
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Ch thich: nhom_tuoi = 1: tudi < 2 tudi, nhom_tuoi = 2: tudi > 2 tudi
Su khac biét vé ti 1é séng khée manh khong bénh gitra 2 nhom tudi khdng co
y nghia thong ké véi p= 0,6046.

Chwong 4: BAN LUAN

4.1. Két qua diéu tri

4.1.1. Dich t, dac diém 1am sang, can 1am sang

Trong nghién cru ndy két qua ctia chiing toi cho thay ti 18 tré trai/tré gai, tudi

lac duoc chan doan, vi tri khdi u tuong tu cta cac tac gia nudc ngodi. C4c

triéu ching thuong gap 1a triéu ching cua khdi u va hé than tiét niéu.

4.1.2. Phan giai doan: c6 47 bénh nhan dugc diéu tri hoéa chat trude phau

thuat, 13 phau thuat ngay va cing ap dung mot tiéu chi dé phan giai doan.

Phén giai doan theo SIOP kho khian va phirc tap hon ddi véi cac bac si giai

phiu bénh vi khdi u co thay doi dudi tac dong cua hoa chat.

Chung tdi c6 ti 16 bénh nhan ¢ giai doan I sau diéu tri hoa chat 1a 38,3% thap

hon kha nhiéu so v6i SIOP (54-62%), tuy vay do khong biét ti 1¢ bénh nhan

¢ giai doan I ban dau nén khong tinh dugc hi¢u qua cua viéc gidm giai doan

do diéu tri hoa chit trude phau thuat.

4.1.3. Phan loai nhém nguy co mo bénh hoc

Bdng 4.1. So sanh két qua phan logi nhom nguy co mo bénh hoc sau diéu tri
héa chdt ciia chiing téi véi SIOP

Thap Trung binh Cao
Thoai |Hon | M6 Biéu | Bat san
trién | hop dém | mb khu tr
SIOP 6,6% 37,6% | 29,4% | 14% 3,1% 9,3%
Chuang téi | 2,1% 14,9% | 38,3% |21,3% |4,2% 6,4% 12,8%

So sanh véi két qua cua SIOP, chung tdi ¢0 ti 16 nhém nguy co trung binh
trong duong (85,1% va 84,1%) nhung ti 1¢ nhoém nguy co cao cia ching toi
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cao hon va nhom nguy co thap cua ching toi thap hon. Pic biét 1a SIOP ¢c6
6,6% trueong hop hoai tir hoan toan trong khi chung téi khéng co.

Khi so sanh cac trudng hop duge phau thuat ngay véi SIOP, chiing toi ciing
c6 két qua gan tuong tu, tit ca cac trudong hop phiu thuat ngay cta chung toi
duoc xép loai nhém nguy co trung binh.

4.1.4. Két qua diéu tri:

Két qua diéu tri ctia ching t6i ¢ thoi diém két thuc nghién ctru 1a 75,9%
bénh nhan séng khée manh, khong bénh va udc tinh & thoi diém 5 nam 1a
71,5%. Két qua nay thap hon két qua ctia SIOP ciing nhu NWTS vé6i khoang
85% sbéng khoe manh khong bénh sau 5 nam, tuy vay twong duong véi két
qua cao nhit cta cac nudc dang phat trién khac. Nghién ctru trude ddy cua
ching t6i khi 4p dung phiac ¢6 NWTS 5 tir 2000-2005 c6 90,9% bénh nhan
séng khoe manh khong bénh khi két thiic nghién ctru. Chung t6i cho rang
khéng thé so sanh 2 két qua cua ching toi dé két luan phac do ndo c6 két qua
t6t hon do khong phai 1a nghién ctru phan nhoém ngau nhién.

Ti 16 tai phat 1a 22,4%, cao hon nhiéu so v6i SIOP va NWTS

Ti 18 tr vong 1a 15,5%, chu yéu 1a bo diéu tri sau tai phat. C6 1 trudng hop
tir vong c6 thé lién quan dén diéu tri.

Céc tac dung phu do diéu tri khéng ning, phll hop véi két qua cia ching toi
trudge day va cac tac gia nude ngoai.

4.2. Cac yéu tb tién luong va cac yéu té anh huong dén két qua diéu tri

4.2.1. Céc yéu t6 tién lugng

Giai doan: sy khac biét vé két qua diéu tri, bao gém ti 1€ séng khdée manh
khéng bénh ciing nhu sdng thém toan b, giita cac giai doan khac nhau co y
nghia théng k& véi p tuong tng = 0,036 va p=0,0108. Trong biéu d6 Kaplan-
Meier ching t6i chi tinh két qua diéu tri theo giai doan bénh cho cac bénh
nhan dugc diéu tri héa chat truée phiu thuat do khong cé sy dong nhat vé
giai doan cua cac bénh nhan dugc va khong duoc diéu tri hoa chat trude

phiu thuat. Ngoai ra s6 lugng bénh nhan phiu thuat ngay chi c6 13 véi du
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cac giai doan tir I dén IV.Trong nghién ciru cta ching toi, diéu tri cho céc
bénh nhan & giai doan V 1 khé khin thach thirc 16n do khong thé cit bo 1
phan cta than co ton thuong it hon va do d6 da tai phat.

Nhom nguy co md bénh hoc: chiing ti chi so sanh két qua diéu tri cua cac
bénh nhan duoc diéu tri hoa chat trude phau thuat v&i nhau. Cac bénh nhan
duoc phau thuat ngay duogc Xép loai m6 bénh hoc nguy co trung binh nhung
theo tiéu chi khéac véi cac bénh nhan duge didu tri hoa chit trude phiu thuat
va két qua chi dé tham khao. Sy khac biét vé két qua diéu tri, bao gom ti 1¢
séng khoe manh khong bénh va song thém toan bo, gitta cic nhoém nguy co
c6 su khéac biét c6 ¥ nghia thong ké véi p= 0,0006 va p = 0,0003.

Pap g voi diéu tri hoa chat truée phiu thuat:

Khéi u & cac giai doan I, II va III sau diéu tri hoa chét co su thay ddi thé tich
khac nhau nhung su khac biét khéng c6 ¥ nghia thong ké. Tuong tu nhu vay
khéng co sy khac biét vé thay ddi thé tich giira nhom mé bénh hoc nguy co
trung binh va cao. Chung t6i chi ¢6 1 truong hop nhém nguy co thap nén
khdng so sanh.

Két qua diéu tri khong c6 su khac biét giira cac trudng hop co thé tich giam
> 50%, dudi 50% va ting thé tich, twong tu nhu vy 14 gitta cac trudng hop
c6 tang thé tich so voi giam thé tich.

Nhu vay mtc do giam thé tich khdi u sau diéu tri hoa chit trudc phiu thuat
khong co lién quan dén giai doan, nhom nguy co mé bénh hoc va két qua
diéu trj.

4.2.2. Céc yéu té anh huong dén két qua diéu tri

Chéan doan hinh anh: c¢6 13/60=21,7% céc ung thu khac dugc diéu tri hoa
chat trudc phiu thudt do duoc chan doan hinh anh 13 u nguyén bao than.
SIOP danh gia chan doan hinh anh sai 5%. Tuy vdy 5% ndy khong bao gém
cac trudong hop ung thu khac ctia than nhu sarcoma té bao sang than, u than
dang rahbdoid 1a nhitng trudng hop co tién lugng xau hon 18 rét va can diéu

tri khac v&i u nguyén bao than sau phau thuat. Nghién ctru & Anh va Dic, 1a
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cac nuéc thanh vién cua SIOP, cho thiy: voi nhiing truong hop c6 chan
doan hinh anh 1a u nguyén bao than, két qua giai phiu bénh co6 twong ng
12% va 7,8% la céc bénh khac.Theo ching t6i, ti 1& chin doan hinh anh phi
hop v6i chan doan giai phau bénh trong nghién ciru ndy thip hon ciia SIOP
la do ti 16 u nguyén bao thian/cac ung thu than tai BV Nhi trung wong trong
cuing thoi gian 1a 64,9% thip hon nhiéu so vai SIOP (85-90%) trong khi céc
ung thu than khac nhu sarcoma té bao sang, u than dang rahbdoid (rat kho
phan biét voi u nguyén bao than bang chan doan hinh anh — Smets AM) lai
c6 ti 1& cao hon nhiéu so v&i SIOP.

Chan doan giai phdu bénh: phan loai giai doan va nhom nguy co md bénh
hoc theo SIOP khé khin, phirc tap hon va dé& sai s6t hon. Khi khéi u hoai tir
do hoa chat s& co cac muc do hoai tir khac nhau, nhu vay kho danh gia murc
d6 xam l4n cta khéi u hon 13 mau bénh pham chi c6 t& bao u va td chirc
lanh. Viéc xac dinh troi dong té bao ndo dua trén ude lwong thé tich cua cac
dong té bao khi doc tiéu ban ciing rat khé khin va nhiéu sai sét. Thong bao
tai Ho1 nghi SIOP 2011 cho théy 0 cac nudc phat trién, ¢ téi 25% cac
truong hop duogc chian doan sai vé mo bénh hoc hoic giai doan tai cac bénh
vién cua SIOP (Vujanic G, Sandstedt B).

Tai bénh vién Nhi trung wong, kha ning chit lugng chan doan giai phiu
bénh cua chung toi tét hon & cac trung tim, bénh vién cua SIOP 14 rat kho.
Tuy dugc sy hd trg vé chuyén méon cia GS. Bengt Sandstedt, chuyén gia vé
u nguyén bao than ciia SIOP, nhung chung toi khong c6 kha ning hoi chan
va c0 tra 101 két qua xem lai nhanh. Cac dong nghiép ciia ching t6i co thé
giri hinh anh tiéu ban qua internet dé hoi chan chir khong c6 kha ning gui
mau bénh pham nhu cac trung tim ctia SIOP dang lam, do d6 ciing han ché
muc d6 chinh xac cta hoi chan. Pay 14 mot kho khin néu ap dung phac do
diéu tri ctia SIOP cho cac nudc dang phat trién.

Kha ning 4p dung ding phac d6 SIOP 2001

C6 rat nhiéu kho khin khi ap dung phac dd SIOP 2001, dic biét 14 chan doan
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hinh anh va giai phau bénh, tuy vay véi sy tro gitip cua cac chuyén gia cua
SIOP chung t6i d4 thyc hién duoc twong dbi sat so v4i yéu cau ctia phéac do.
4.3. Phan tich, dé xuat lua chon phac dd diéu tri
Céac phac dd cua SIOP va NWTS c6 nhitng wu nhugc diém khi ap dung &
cac nudc dang phat trién. So véi NWTS thi SIOP ¢6 vu diém 1a lam giam ti
I& bénh nhan can diéu tri tia xa va Doxorubicin, nhu vay lam cho diéu tri sau
phiu thuat don gian hon. Nhuoc diém 1a doi hoi chat luong chan doan hinh
anh va giai phdu bénh phai rit cao, 1a diéu kho thuc hién ¢ cac nudc dang
phét trién nhu Viét nam, nhat 1a khi trién khai rong & cac dia phuong.
Mot s6 nude thanh vién cia SIOP ciing dé cao wu diém cach tiép can cua
NWTS va hién nay NWTS ciing ap dung diéu tri hoa chat trudc phau thuat
cho céc bénh nhan giai doan IV, V.
Chung t6i cho rang can linh hoat ap dung cac phac do ctia SIOP vd NWTS.
Viéc ap dung phac dd nao dé diéu trj can dya trén ning luc cta co so (trinh
d6 chuy&n mén, trang thiét bi, hop tac qubc té dé duoc giup d& vé chuyén
mon) va tinh trang ctia bénh nhan.
KET LUAN ‘ ‘

Qua nghién ctru trén 60 bénh nhan u nguyén bao than duoc diéu tri day du
theo phac d6 SIOP 2001, trong d6 58 bénh nhan duoc theo ddi dén khi két
thic nghién ctru, tai khoa Ung budu, Bénh vién Nhi trung wong, ching toi
rdt ra cac két luan sau:
1. Két qua diéu tri
Két qua diéu tri u nguyén bao than theo phac d6 SIOP 2001 twong ddi tdt, ti
Ié¢ bénh nhan séng khoe manh, khong bénh 1a 75,9%; ti I¢ bénh nhan séng
thém toan bo 1a 84,5%. Ti 1¢ song khoe manh khong bénh va sdng thém toan
bo sau 5 nam theo udc tinh Kaplan-Meier la 71,5% va 80,9%.

Ti 1¢ tai phat 1a 22,4%, thoi gian tai phat trung binh 12 9,7 thang ké tir
khi bt dau diéu tri, hau hét 1a tai phat tai chd.
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Ti 18 tir vong 1a 15,5% ,chu yéu 1a bo diéu trj sau tai phat. Thoi gian
trung binh ké tir khi tai phat dén lic tir vong 1a 6,4 thang (2-8 thang).

Trir mot trudong hop tir vong do suy gan, than c6 thé lién quan dén
diéu tri, tac dung phu do diéu tri ning nhat 12 giam bach cau hat (11,7%), cac
biéu hién tac dung phu khac nhe; tit ca déu hdi phuc sau diéu tri.

2. C4c yéu to tién lwgng va cac yéu to anh hudng dén két qua diéu tri
Hai yéu t6 quan trong c6 gia trj tién luong diéu tri 1 giai doan bénh va nhém
nguy co mo bénh hoc.

Giai doan bénh cang thap tién luong diéu tri cang tét hon; ti 1& sng
khoe manh khong bénh twong tng vadi giai doan LII va Il 1a 94,1%; 66,7%
va 50%; ti 1¢ sdng thém toan b tuong Gmg voi giai doan I, 11 va 111 1a 100%,
83% va 50%.

Nhom nguy co thép tién lugng diéu tri tét hon; ti 16 séng khoe manh
khéng bénh tuong tng voi nhom nguy co thap, trung binh va cao 1a 100%,
79% va 33,3%; ti 1& song thém toan bo twong Gmg v4i nhdm nguy co thap,
trung binh va cao la 100%, 89,5% va 33,3%.

Két qua diéu tri gilra nhdm diéu tri hoa chit trudc va phau thuat trudc
khac nhau chwa c6 ¥ nghia thong ké.

Piéu tri héa chit trudc phiu thuat 1am khdi u nhé di (86,5% truong
hop) véi mitc d6 giam thé tich trung binh 1a 47,7%, song muc do giam thé
tich khdi u khong c6 gié tri tién lugng két qua diéu tri.

Tudi ctia bénh nhan khi dugc chan doan va diéu tri ciing khong cé gia
tri tién lugng két qua diéu tri.

Hai yéu t6 d& anh huong dén chat luong diéu tri 1a chan doan hinh anh va
chan doan mé bénh hoc khi ap dung phac dd SIOP 2001.

NHUNG DPIEM MOI CUA DE TAI
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1. LAn du tién c6 1 nghién ctru ap dung phac d6 cua SIOP, cu thé a SIOP
2001, dé chan doan va diéu tri u nguyén bao than ¢ tré em tai Viét nam. Két
qua nghién ctu cho thiy khong c6 su lién quan gitra mic 46 dap ng cua
khéi u voi didu tri hoa chat trude phiu thuat va giai doan bénh, nhém nguy
co mod bénh hoc sau phau thuat, két qua diéu trj.
2. Nghién ctru ghi nhan ti 16 u nguyén bao than/ ung thu than tai Bénh vién
Nhi trung wong thap hon nhiéu so véi s6 lidu caa SIOP. Pay 14 yéu t6 khach
quan c6 anh hudng dén chat lugng chan doan hinh anh.
3. Phac d6 SIOP 2001 d& dugc &p dung kha thanh cdng tai Bénh vién Nhi
trung wong. Tuy vay nhitng kho khin vé chan doan hinh anh, giai phiu bénh
s& 1a thach thtrc 1on néu ap dung mé rong & cac tinh, thanh phd khac. Két
qua va kinh nghiém cta nghién ctru nay sé& giup lua chon phac dd phu hop
diéu tri u nguyén bao than trong hoan canh thuc té cta Viét nam.

KIEN NGHI
Qua nghién ciru két qua diéu tri u nguyén bao than theo phac dd SIOP 2001
tai bénh vién Nhi trung wong, ching t6i c6 mot s6 kién nghi sau:

1. Khi 4p dung phic d¢6 SIOP 2001 can nang cao chit lwong chian doan
hinh anh va chan doan giai phau bénh. Pé nang cao két qua diéu tri,
cac gia dinh bénh nhin can duoc hd tro diéu tri tiép sau tai phat. O
thoi diém hién tai, ti 16 bénh nhan bo diéu tri sau tai phét rit cao.

2. Céac phac d6 cua SIOP va NWTS déu c6 nhirng wu nhuge diém riéng
khi 4p dung & cac nudc phat trién cling nhu & cac nude dang phat
trién nhu nudc ta. Viée lua chon phac dd diéu tri can dua trén kha
ning cla ting co s trong viéc thuc hién phac d6 va tinh trang bénh
cu thé ctia bénh nhan.

3. Nén c6 phac d6 diéu trji thong nhat trong toan qudc. Dé co phac dd
phU hop v&i hoan canh Viét nam, can ¢ thém cac nghién ctru vé dicu

tri v6i phac dd SIOP 2001 ciing nhu phac 6 NWTS.
INTRODUCTION
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Nephroblastoma is one of the most common solid tumors in children, after
brain tumors, lymphoma and neuroblastoma.
Histologically, nephroblastoma derives from nephroblasts and contributes
around 85-90% of all kidney tumors in children less than 15 years according
to data from developed countries.
All over the world, study and treatment of nephroblastoma in last decades
achieved very good results. Despite that, the treatment of children cancer and
nephroblastoma particularly in developing countries, including Vietnam, is
facing many difficulties. Nowadays two approaches are largely applied:
with SIOP (Sociéte” International d"Oncologie Pédiatriqgue) or NWTS
(National Wilm’s Tumor Study). Each has its own advantages and
disadvantages in clinical practice.
In Vietnam there were few studies in nephroblastoma. Up to now there were
only 2 studies published on treatment of nephroblastoma in Hanoi and Ho
Chi Minh City, both used NWTS 5 protocol. In Oncology Department,
National Hospital of Pediatrics, Hanoi, we applied protocol NWTS 5 from
2000-2008 and observed good outcome for our patients. From July 2008,
with the cooperation project with Lund University’s Hospital, we applied the
SIOP 2001 protocol in our practice. The objective of our study was to
replicate the result of SIOP 2001 protocol in our hospital and test its
applicability in the Vietnam situation. We hoped that with the study’s result
we’ll have more information for making decisions which protocol is most
appropriate in our country. Thesis “Research the treatment outcome of
nephroblastoma treated with SIOP 2001 protocol in National Hospital of
Pediatrics” was performed with 2 purposes:

- Evaluate outcome of patients treated with SIOP 2001 protocol in

National Hospital of Pediatrics
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-Analysis, evaluation of prognostic and outcome influencing factor
Thesis has 126 pages, including Introduction (2pages) Chapter 1. Review
(34 pages), Chapter 2: Method (21 pages), Chapter 3: Result (28 pages),
Chapter 4. Discussion (37 pages); Conclusion (2 pages), News of the thesis
(1 page) and Proposal (1 page)

Chapter 1 Review
1.1. Epidemiology: nephroblastoma is the most common malignant tumor of
the kidney, it contributes 85-90% of all tumor in children under 15 years and
5-7% malignancies in children. It is very rare seen in children younger than
6 months and over 10 years.
1.2. Genetics: genes WT1 and WT2 in 11p13 and 11pl5 locuses are
involved in development of nephroblastoma. The familial cases are
associated with  FWT1 and FWT2 genes in 17g12-g21 and 19q13.4
positions.
1.3. Diagnosis and classification of nephroblastoma
There are no specific clinical symptoms and laboratory tests for
nephroblastoma. The most common symptom is the mass of the tumor,
followed by symptoms of renal and excretory system. The tumor can have
local metastasis around the kidney and distant metastases to liver and lungs,
the 2 most common sites. Metastasis to bone, brain and testicles are rare.
The disease affects kidneys equally, and it can be bilateral. Rarely it can
happen in horseshoe kidney or outside kidney
Imaging diagnosis facilities includes ultrasound, CT and MRI. They give
information about tumor’s size and extension. With SIOP protocol, imaging
diagnosis orients the treatment approach: if imaging diagnosis is

nephroblastoma, patient will receive preoperative chemotherapy.
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Pathological anatomy diagnosis includes staging and histology risk group
stratification. There are 5 stages for nephroblastoma, stage V is confirmed if
the tumor located in both kidneys. NWTS histological stratification is based
on findings of anaplasia (unfavorable) where as SIOP classification is also
based on preservation of tumor cell’s clones after preoperative
chemotherapy.

1.4. Nephroblastoma treatment includes surgery, chemotherapy and
radiotherapy for the patients with advanced stages or high risk histology.
NWTS recommends upfront nephrectomy to get definitive diagnosis before
treatment. SIOP prefers preoperative chemotherapy to reduce operative
complications and reduce the treatment intensity after operation to avoid late
treatment related consequences.

Late treatment related consequences are mainly due to radiotherapy and the
chemotherapy agents of Anthracycline group (Doxorubicin).

SIOP approach advantages are:

- information of tumor histology changes after chemotherapy; it is a
prognostic factor and a criteria for postoperative treatment stratification.

- reduces the rate of patients treated with Doxorubicin and radiotherapy and
as a result, reduces the rate of late treatment related consequences.

SIOP approach disadvantages:

-some patients with diseases other than nephroblastoma had preoperative
chemotherapy due to incorrect imaging diagnosis.

-the primary stage of tumor cannot be defined pathological diagnosis has
many difficulties in staging and histology risk group stratification: in 2011
SIOP still recommended central pathological review because of 25%
discrepancies in diagnosis (stage, histology risk group) between the center

and institutions can lead to inappropriate treatment (Vujanic G, Sandstedt B)
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- Doses of Doxorubicin and radiotherapy are higher than NWTS protocol.
Advantages of NWTS approach:
- Patients treated according to their disease, definitive diagnosis (primary
stage, histology, genetic changes) established before treatment.
- Doses of Doxorubicin and radiotherapy are lower than SIOP protocol.
Disadvantage of NWTS approach:
- Higher rate of patients treated with Doxorubicin and radiotherapy and as a
result late treatment related consequences may be higher.
Despite of SIOP and NWTS approach’s advantages and disadvantages, the
published data of both group showed similar outcomes.
In developing countries, protocols of SIOP or NWTS were applied but
treatment results were much poorer and there is a need for a situation
adapted protocol.
Chapter 2: Method

2.1. Patients: 60 patients were enrolled with the following criteria: age 0 -18
years, pathological diagnosis nephroblastoma confirmed after operation,
received full treatment according to SIOP 2001 protocol up to the end of
study at National Hospital of Pediatrics.
2.2. Methodology of study
2.2.1. Study design

- Cross-sectional descriptive study and long term follow up.

- Patients registered to study from 1st July 2008 to 31th December

2012 and followed to 30th June 2013.
2.2.2. Phac d6 sir dung SIOP 2001

Study algorithm
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Patients with suspected kidney tumor

Imaging diagnosis

O

Other than nephroblastoma: 9
Patient younger than 6 months: 1 Nephroblastoma: 67
Tumor rupture: 2
Tumor locates outside kidney: 1 l
y
Operated: 13 Preoperative chemotherapy: 67
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abandoned
/ treatment: 7

Pathological anatomy diagnosis: nephroblastoma
Staging, histology risk group stratification
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Post operative treatment: 60 Exclude the
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Follow up, estimation of chemotherapy)

treatment outcome: 58
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Imaging diagnosis: defind the mass is nephroblastoma or other disease. If
the diagnosis is nephroblastoma, stag as: stages I-1ll, stage IV and stage V.
All patient will receive preoperative chemotherapy.

Posoperative treatment: based on stage and histology risk group after
prepoperative chemotherapy.

Treatment regimen for patients had preoperative chemotherapy

Histology Stage | Stage Il Stage IlI
Low risk No treatment AV?2 AV?2
Intermediate AV2 RT + AV2
risk AV1 << <
AVD RT +AVD
High risk AVD High risk High risk regimen +
regimen+RT |RT

Patients still with stage IV disease after preoperative chemotherapy are
considered as failure of treatment and excluded from study. In this study
SIOP randomized for the patients with intermediate risk in stages Il and IlI.
Patients had immediate nephrectomy will be treated with regimen 1,2,3 and
high risk according to stage and histology risk group.

Radiotherapy: common doses from 15-25 Gy.

2.2.3. Patients stratification

Patients health condition are divided into following groups: event free
survival, overall survival, relapse and death.

2.2.4. Patients follow-up:

Patients will be follow-up as in-patient and out-patient from 1st treatment
intervention to the end of this study in 30th June 2013. EFS time is

considered from begining of treatment to the date when 1 of following
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events happen: end of study, relapse, death, severe complications of
treatment requiring withdrawl from study.
Overall survival time is considered from beginging of treatment to the end of
study (patient’s death or end of study)
Follow up content
- Patient’s general condition
- Chemotherapy side effect, treatment complication
- Disease progression: event free survival, relapse, overall survival,
death.
2.3. Study content
2.3.1. Clinical and lab studies -  Patients, age and gender distribution,
tumor site, symptoms
- Liver and kidney function, tumor volume before and after
preoperative chemotherapy
- Staging, histology risk group stratification
2.3.2. Estimation of treatment outcome: based on event free survival and
overall survival.
2.3.3. Side effect and complication of treatment: classification of treatment
toxicity according to the toxicity criteria of SIOP 2001 protocol.
2.3.4. Prognostic and outcome influencing factors
To evaluate prognostic factors, we compare treatment outcome for
- Stage
- Histology risk group
- Tumor response to preoperative chemotherapy
- 1% treatment intervention: preoperative chemotherapy or surgery
To evaluate outcome influencing factors we analyzed

- Quality of imaging diagnosis
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- Quality of pathological anatomy diagnosis
- Compatibility for exact application of SIOP 2001 protocol in National
Hospital of Pediatrics taking into account that randomization in stage
I1 and 111 disease was not used in our study.
2.4. Data analysis: using STATA 10 soft ware
Chapter 3: RESULT
3.1. CLINICAL AND PARACLINICAL FINDINGS
There were 60 patients eligible for the study. Almost all patients were
younger than 5 years at diagnosis. There were few patients under 6 months
(1 patient) and over 10 years (1 patient). Male/female ratio = 1.07
The most common symptom is abdominal mass (85%); it’s also the main
reason for patient’s referral to hospital. It is followed by urinary tract
symptoms (hematuria, incontinent urination). Tumor related symptoms such
as anemia, hypertension are less common (18.3%)
Tumor site: both kidneys are equally affected (28 right, 27 left) there were 3
bilateral cases and two rare tumor presentations: 1 extra renal with location

in pelvis and 1 in a horseshoe kidney.

Imaging diagnosis Other tumor of kidney with

| preoperative chemotherapy due
to incorrect imaging diagnosis
of nephroblastoma

mmmm Nephroblastoma had
| preoperative chemotherapy

g Nephroblastoma had upfront
| operation and postoperative
treatment

Figure 3.1 .Imaging and pathological anatomy diagnoses of kidney tumor in

this study.
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anatomy in 78.3% of cases.

Staging: for 60 patients in our study, 13 had up front nephrectomy, 47 had

preoperative chemotherapy.

Table 3.1 Staging of 60 patients after operation

Patients
Stage Preoperative chemo | Upfront operation All
I 18/47 = 38.3% 3/13 =23.1% 21/60 = 35.0%
] 19/47 = 40.4% 5/13 = 38.5% 24/60 = 40.0%
i 10/47 = 21.3% 4/13 = 30.7% 14/60 = 23.3%
v 1/13= 7.7% 1/60 =1.7%

Comment: Patients with preoperative chemotherapy had higher rate of stage
I (38.3% vs. 23.1%) and lower rate of stage Il (21.3% vs. 30.7%) in
comparison with patients who had immediate operation.

Table 3.2: histological risk group stratification of patients with preoperative

chemotherapy

Histology Patient Rate

Low risk Cystic partially 1 2.1%
differentiated

Intermediate | Mixed 18 38.3%

risk Stromal 10 21.3%
Regressive 7 40 114.9% |85.1%
Local anaplasia 3 6.4%
Epithelial 2 4.2%

High risk Blastemal 5 6 |10.7% |12.8%
Diffused anaplasia 1 2.1%




34

Comment: Almost of the cases were classified as intermediate risk, the most
common was mixed type 38.3%. Low risk group had only 1 patient, equal to
2.1%

Table 3.3 .The biggest, smallest and mean volumes of tumors before and

after preoperative chemotherapy

The biggest The smallest Mean volume
volume volume
Before 1227 cm3 22.7 cm3 318.8 £ 269.1 cm3
chemotherapy
After 884.2 cm3 9.9cm3 166.8 £ 174.5 cm3
chemotherapy

Comment: After chemotherapy, the mean volume of tumors was reduced by
47.7% to 52.3%. The reducing rate is very significant for each case with
paired rank test p= 0.0001 and for mean volume with paired t-test p= 0.0007
We divided the tumors in 3 groups according to volume change: decrease >
50%, decrease < 50% and increase in volume and compared them to their
initial volume.

Table 3.4: Tumors volume change and their initial volume

Tumor volume Patients Initial mean volume
change
Decrease > 50% 19 393 + 322.9 cm3
Decrease < 50% 13 263+ 167.20m3 | P 0399
Increase 5 181 +91.5cm3

Comment: Tumors with bigger reduction in volume had bigger initial mean

volume than tumors with less reduction or increasing volume but the
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difference in initial mean volume of 3 groups is not significant, p = 0.359
with y2 test. Initial volume had no relationship with volume change after
preoperative chemotherapy.

3.2. TREATMENT OUTCOME EVALUATION

Sixty patients had full treatment with SIOP 2001 protocol, and 58 patients
had been follow up until the end of study at date of 30 June 2013. There
were 2 patients who failed follow up examinations. They had preoperative
chemotherapy and were in event free survival condition at the last
examination.

The mean follow up was 27 months (range from 2 months to 57 months)
3.2.1. Treatment outcome of all patients:

To the date of 30 June 2013, the outcome of 58 patients (45 with
preoperative chemotherapy, 13 with imediate nephrectomy) was as follows:
44 patients in event free survival (75.9%)

49 patients alive (84.5%)

13 patients relapsed (22.4%)

9 patients died (15.5%)

All alive patients have no severe side effect or complication due to treatment
The Kaplan-Meier survival estimation for event free surivival and overall

survival of 58 patients is as follow:
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Kaplan-Meier survival estimates
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Figure 3.2: Event free survival and overall survival of 58 patients.

Note Survival = 1= event free survival
Survival = 2= overall survival

Comment: at 5 years from start of treatment, estimated EFS is 71.5% and
estimated OS is 80.9%.
3.2.2. Side effects, complication due to treatment
3.2.2.1. Surgical complication: there was a patient in who the vein of the
remaining kidney was cut but successfully reconnected, 1 tumor ruptured
during operation. No other serious surgical complications were recorded.
3.2.2.2. Non surgical complications and toxicity:
There was 1 patient who died with multiple organ function failure (kidney
and liver function failure) and coagulation disorder. This was considered as

a treatment related death.
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Table 3.5: Toxicity due to treatment
Treatment related toxicity
Organ system Grade During treatment After treatment
Hemopoetic I 15/60= 25%
system ] 5/60 =8.3% | 27/60= 45% 0%
i 7/60=11.7%
Skin and epidermal I 57/60=95% | 60/60 = 0%
infection I 3/60 = 5% 100%
Fever in absence of I 14/60=23.3% | 16/60 = 0%
infection ] 2/60= 3.3% 26.6% 0%
Skin I 11/60=18.3% 0%
I 5/60 = 8.3%
Digestive ] 2/60 = 3.3% | 8/60=13.3% 0%
i 1/60 = 1.7%
Stomatitis I 46/60=76.7% | 60/60 = 0%
I 14/60=23.3% | 100% 0%
Cardiac I-IvV | 0/60 =0% 0% 0%
Renal: creatinine I 2/60 =3.3% | 3/60 =5% 0%
clearance I 1/60 = 1.7%
Neurological
-Neurocorticol -V | 0/60 =0% 0% 0%
-Neuroconstipation | I-1IV | 0/60 =0% 0% 0%
- Neurosensory -1V | 0/60 =0% 0% 0%
- Neuro motor I-IV | 0/60 =0% 0% 0%

Comment: the most severe toxicity is grade Il of hemopoietic system

(neutropenic fever) with 11.7% of patients having at least 1 episode. Other

toxicities were mild or moderate, some appeared in all patients. All toxicity

disappeared after cessation of treatment.
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3.3. PROGNOSTIC AND OUTCOME INFLUENCING FACTORS

3.3.1.Degree of tumor volume reduction and stage, histology risk group

Table 3.6. Relationship between tumor’s stage after preoperative
chemotherapy and its volume change

Stage Patients Mean volume Mean volume Rate of
before after treatment volume
treatment reduction
Stage | 15 246 £ 162 cm3 | 149 + 142 cm3 40%
Stage Il 13 396 £305cm3 | 214 +£235cm3 46%
Stage I 9 330£333cm3 | 128 £112 cm3 61%
Comment: Tumors in stages I,Il and Il had significant rate of volume

reduction for each case with paired rank test p =0.0356; 0.0192 and 0.0109
respectively and for mean volume for each stages with paired t-test p =
0.0142; 0.0446 and 0.0188 respectively. The difference in tumor volume
reduction rates between stages is not significant with p= 0,541 by y2 test.
Table 3.7. Relationship between tumor’s histology risk group after
preoperative chemotherapy and its volume change

Histology Patients | Mean volume | Mean volume Rate of
risk group before after treatment | volume
treatment reduction
High 5 364 + 459cm3 | 141 + 161 cm3 61%
Intermediate 31 311 +239cm3 | 167 + 180 cm3 46%

Comment: tumors in high risk group had significant volume reduction in
mean volume with paired t-test (p=0.0101) but not for each case with paired
rank test (p=0.0796). Tumors in intermediate risk group had very significant
reduction for both paired rank test (p=0.0004) and paired t-test (p=0,0018).
Tumors in high risk group had higher rate of volume reduction than tumors
in intermediate risk group but the difference is not significant with p= 0.208
by 2 test
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3.3.2. Treatment outcome according to tumor’s stage

Kaplan-Meier survival estimates
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Figure 3.3: Event free survival according to tumor’s stage
Note: stage = 1, 2, 3 = stage I, II, I
The differences in EFS and OS according to tumor’s stage are significant
with p = 0.036 and p = 0.0108 respectively (log rank test).

3.3.3. Treatment outcome according to tumor’s histology risk group

Kaplan-Meier survival estimates
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Figure 3.4: Event free survival according to tumor’s histology risk group

Pathology risk_group = 1 = low risk
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Pathology_risk_group = 2 = intermediate risk

Pathology_risk_group = 3 = high risk

Pathology risk_group = 4 = immediate nephrectomy (all in intermediate risk
group)

The differences in EFS and OS according to tumor’s histology risk group are
significant with p = 0.0006 and p = 0.0003 respectively (log rank test)

3.3.4. Treatment outcome according to first treatment intervention

Kaplan-Meier survival estimates
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Figure 3.5: Event free survival according to first treatment intervention:
preoperative chemotherapy and immediate nephrectomy
Note: Preoperative_chemo = 0 = immediate nephrectomy
Preoperative_chemo = 1= preoperative chemotherapy had been given

The EFS and OS rate of patients had preoperative chemotherapy were lower
than the rate of patients had immediate nephrectomy but the differences are
not significant with p = 0.5295 and p = 0.7452 respectively (log rank test)
3.3.5. Treatment outcome according to tumor’s volume change after

preoperative chemotherapy
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Kaplan-Meier survival estimates
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Figure 3.6: Event free survival according to tumor’s volume change after
preoperative chemotherapy
Note: tumor_response =1, 2 = tumor volume reduced > 50%, < 50%
Tumor_response = 3 = tumor volume increased
The differences in EFS and OS of 3 groups are not significant with p =
0.5873 and p = 0.1197 respectively.
3.3.6 Treatment outcome according to patient’s age

Kaplan-Meier survival estimates
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Figure 3.7. Event free survival according to patient’s age
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Note: age_group = 1= patient< 2 years, age group = 2 = patient > 2 years
The difference in EFS according to patient’s age is not significant with p=
0.6046.

CHAPTER 4: DISCUSSION
4.1. TREATMENT RESULT
4.1.1. Epidemiology, clinical and Para clinical findings
Our data showed that male/female ration, age at diagnosis, tumor’s origin
site are similar to published data abroad. The commonest symptoms are
symptoms of the tumor mass and urinary tract.
4.1.2. Staging: there were 47 patients had preoperative chemotherapy and 13
had immediate nephrectomy and all of them had the same staging system.
Staging according to SIOP criteria is more difficult and complicated for
pathologists because tumors had changes due to chemotherapy.
We had 38.3% of patients in stage | after preoperative chemotherapy; it is
much lower than SIOP data (54-62%). Because the initial incidence of stage
I was unknown we cannot calculate the effectiveness of preoperative
chemotherapy in down staging the tumours.
4.1.3. Histology risk group stratification
Table 4.1: Comparison of our data in histology risk group stratification with

SIOP data
Low Intermediate High
risk Regres- | Mixed | Stromal | Epithelial | Local risk
sive anaplasia
SIOP |6.6% |37.6% |29.4% |14% 3.1% 9.3%
Our |21% |149% |38.3% |21.3% |4.2% 6.4% 12.8%

In comparision with SIOP data, we have similar rate of intermediate risk
groups (85.1% vs 84.1%) but we have higher rate of high risk and lower rate
of low risk groups. SIOP data showed 6.6% of completely necrotic
nephroblastoma but ours none.
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We have the same result when comparing the cases with immediate
nephrectomy with SIOP data, all patients with upfront operation in our study
had been classified in intermediate risk group.

4.1.4. Treatment result:

At the end of our study, the event free survival rate of our patients is 75.9%
and estimated at 5 years from begining of treatment is 71,5%. This outcome
is lower than SIOP and NWTS data, with around 85% of patients in event
free survival, but it is equal to the best outcome in developing countries. In
our previous study with protocol NWTS 5 during 2000-2005 years, 90.9%
of patients were in event free survival at the end of study. The outcome of
these two studies can not be compared in order to make a decision which
protocol has a better result because they are not randomized controlled
studies.

Relapse rate is 22.4%; much more higher than SIOP and NWTS data.

Death rate is 15.5%, mainly due to withdrawall of treatment. There was 1
possible treatment related death.

There was no serious side effects of treatment in alive patients, it is similar
to data of our previous study and abroad authors.

4.2. PROGNOSTIC AND OUTCOME INFLUENCING FACTORS

4.2.1. Prognostic factors

Stage: the differences in treatment outcome between the stages, including
EFS and OS rates, are significant with p = 0.036 and p=0.0108 respectively.
In Kaplan-Meier survivor estimated figures, we showed only the data of
patients had preoperative chemotherapy because the staging between
patients with and without preoperative chemotherapy cannot be considered
identical. Moreover, there were only 13 patients who had immediate
nephrectomy and they had stages | to 1V.

In our study, treatment for patients with stage V is a big challenge because
we could not perform partial nephrectomy for the kidney with smaller lesion
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and as a consequence, our patients had relapsed.

Histology risk group: we only compared the outcome of patients with
preoperative chemotherapy. Patients who had immediate nephrectomy have
been classified in intermediate risk group but with other criteria than patients
with preoperative chemotherapy. Their outcome is considered as reference
only. The differences between risk groups, including event free survival and
overall survival rates are significant with p= 0.0006 and p = 0.0003
respectively.

Response to preoperative chemotherapy:

Tumors in stages I, 11 and Il after preoperative chemotherapy had diffenrent
changes in volume but these differences are not significant. There was also
no difference in tumor’s volume change between tumors in high and
intermediate risk groups. We had only 1 case in lower risk which was
excluded in the comparison..

The treatment outcome were not different for patients with tumor’s volume
reduced > 50%, reduced <50% and increased volume. Similarly there was
no difference in outcome for the patients with reduced and increased tumor’s
volume after preoperative chemotherapy.

Our data showed that the degree of tumor volume reduction has no
relationship with stage, histology risk group and treatment outcome.

4.2.2. Outcome influencing factors

Imaging diagnosis: there were 13/60=21,7% of patients with other tumor of
kidney who had preoperative chemotherapy because the imaging diagnosis
was nephroblastoma. SIOP reported incorrect imaging diagnosis is 5% but
actually it does not include other tumors of kidney such as clear cell sarcoma
or rhabdoid tumor of kidney; the cases with poorer prognosis needing more
intensive treatment than nephroblastoma. Studies in UK and Germany
reported that in the cases with typical imaging findings of nephroblastoma,
postoperative pathological result showed respectively that 12% and 7.8%
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were not nephroblastoma. The data from SIOP studies has shown that 85-
90% of kidney tumors were confirmed to be nephroblastomas. However in
our study only 78.3% of tumors diagnosed pre-operatively as
nephroblastoma were confirmed as such. Smets AM has stated that the
imaging findings of tumors such as clear cell sarcoma and rhabdoid tumors
are similar to nephroblastoma. We experienced a higher incidence of 18% of
clear cell sarcomas and rhabdoid tumors compared with 4-6% reported by
SIOP. The discrepancy may be due to less experience by our imaging
specialists compared with SIOP institutions or a true higher incidence of rare
tumors in our Vietnamese population.

Pathological anatomy diagnosis: staging and histology risk group
stratification according to SIOP criteria is quite difficult, comlicated and
easy to make mistakes. It is more difficult to estimate the tumor’s extent in a
specimen with different necrotic levels of tumor cells due to chemotherapy
than in a specimen with normal tissue and tumor cells. Decision which cell
line has priority and their proportion based on their estimated cell’s volume
in the tumor by microscopic findings is a very difficult and chalenging.
Report at SIOP 2011 Congress showed that in  participating SIOP
institutions, there was 25% discrepancy in diagnosis (stage, histology) with
central review (Vujanic G, Sandstedt B).

At National Hospital of Pediatrics, it is very difficult for our pathologist to
do better than their colleagues in SIOP institutions. Professor Bengt
Sandstedt, a SIOP pathologist specialist in nephroblastoma, supports us in
diagnosis but we cannot do rapid review as SIOP recommends. Our
colleagues can send the images of the slides via internet for review but they
cannot refer specimen for central review as in SIOP institutions. This clearly
affects the quality of review. Pathological anatomy diagnosis is a major
challenge in application of SIOP protocol for developing countries.
Capacibility for application of SIOP 2001 protocol
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There were many dificulties with the use of protocol 2001 in our aptients,
especialy with imaging and pathological anatomy. Despite that, with the
support from SIOP specialists we applied the protocol successfully and met
the required criteria of it.

4.3.Comment and proposal for treatment protocol

SIOP and NWTS protocols have their own advantages and disadvantages
when applied in developing countries. In comparison with NWTS, SIOP has
the advantage of less patients receiving treatment with radiotherapy and
Doxorubicin which simplifies postoperative treatment . SIOP disadvantage,
Is that the quality of imaging and pathological anatomy diagnoses must be
very high. This is very difficult to achieve in developing countries such as
Vietnam, especially if it applied in the provinces.

Some of SIOP member undesrstand the advantages of NWTS approach in
developing countries and NWTS currently use preoperative chemotherapy
for patients in stages IV and V.

Our opinion is that SIOP and NWTS protocols should be used flexibly.
Treatment protocol selection should be based on institution competence
(professional capacity, equipments, international corporation with specialty

support) and patient’s condition.
CONCLUSION

With 60 patients diagnosed with nephroblastoma fully treated with SIOP
2001 protocol and 58 followed up to the end of study at Oncology
Department, National Hospital of Pediatrics, we have the following
conclusions:

1. Treatment outcome:

The outcome of our patients is rather good: event free survival rate is 75.9%;
overall survival rate is 84.5%. 5Syear Kaplan-Meier EFS and OS rate
estimated are 71.5% and 80.9%.
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Relapse rate is 22.4%, with mean time of 9.7 months from beginning of
treatment, almost all at the site of origin.
Death rate is 15.5%, mostly after withdrawal of relapse treatment. Mean
time from relapse to death is 6.4 months (2-8 months).
Most serious treatment complication is neutropenic fever (11.7%), all other
side effect were mild and patients recovered after treatment with the
exception of one patient died due to liver and kidney failure and considered
as a possible treatment related death.
2. Prognostic and influencing factors of treatment outcome
Tumor’s stage and histology risk group are important prognostic factors.
EFS rates for stages I, Il and Ill are 94.1%; 66.7% and 50% respectively
(p=0.036);0S rates for stage I,Il and Il are 100%, 83% and 50%
respectively (p=0.0108).
EFS rates for low, intermediate and high risk groups are 100%, 79% and
33.3% (p= 0.0006); OS rates for low, intermediate and high risk groups are
100%, 89.5% and 33.3% (p=0.0003).
The difference in treatment outcome between patients who had preoperative
chemotherapy and the ones had immediate nephrectomy is not significant.
Preoperative chemotherapy led to tumor shrinkage (86.5% patients) with
mean volume reduction of 47.7%, but the degree of tumor’s volume
reduction is not a prognostic factor for treatment outcome.
Patient’s age at diagnosis and start of treatment is not a prognostic factor.
Imaging and pathological diagnoses are outcome influencing factors.

NEWS OF THESIS
1. The 1st time a SIOP protocol, in particular SIOP 2001, has been applied
for diagnosis and treatment of children with nephroblastoma in Vietnam.

Study result showed no relationship between tumor’s response to



48

preoperative chemotherapy and its stage, histology risk group as well as
treatment outcome.
2. The nephroblatoma/ all kidney tumors ratio in National Hospital of
Pediatrics is much more lower than SIOP data. It is an objective factor that
influences the quality of imaging diagnosis.
3. Protocol SIOP 2001 has been successfully applied in National Hospital of
Pediatrics. Despite of that, difficulties in imaging and pathological grading
will be a big chalenge if the protocol were to be applied in other provinces,
and cities. Results and experience of this study will help us to choose an
appropriate protocol for treatment of patient with nephroblastoma in
conditions prevailing in Vietnam .

PROPOSAL
From our study in treatment of nephroblastoma with SIOP 2001 protocol,
we have the following proposals:

4. Treatment with SIOP 2001 protocol requires an improvement in
quality of imaging and pathological diagnoses. To improve treatment
outcome, families of relapsed patients should be supported in further
treatment. At the moment, the rate of abandonment of treatment after
relapse is very high.

5. SIOP and NWTS protocols appeared to have their own advantages
and disadvantages in practice not only in developed but also in
developing countries like Vietnam. Decision regarding which protocol
to use should be based on institution capacity and patient’s condition.

6. All institutions in our country should use only one protocol for
treatment. Further studies with SIOP and NWTS protocols are

recommended in order to have an appropriate protocol for Vietnam.
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