BO GIAO DUC VA PAO TAO
TRUONG PAI HOC Y HA NOI

TRAN VAN HQC

NGHIEN CUU PAC PIEM LAM SANG, MO BENH HOQ(
VA PANH GIA KET QUA PIEU TRI U TIEU NAO
O TRE EM TAI BENH VIEN NHI TRUNG UONG

Chuyén nganh : Nhi khoa
Ma sb : 62720135

TOM TAT LUAN AN TIEN SY Y HQC

HA NOI - 2016




CONG TRINH PUQC HOAN THANH TAI
TRUONG PAI HQC Y HA NOI

Nguoi huéng dan khoa hoc:
1. PGS.TS. Nguyén Vin Thing
2. GS.TS. Nguyén Thanh Liém

Phan bién 1: GS. TS. Mai Trong Khoa

Phan bién 2: PGS. TS. Pham Nhét An

Phan bién 3: PGS. TS. Pong Vin Hé

Luén an s€ duoc bao vé trude Hoi dong cham luan an Tién S§ cap

truong hop tai Truong Pai hoc Y Ha Noi
Vio hoi  gio, ngdy  thdng ndm 2016

C6 thé tim hiéu lu4n 4n tai:
- Thu vién Quéc gia
- Thu vién Truong Pai hoc Y Ha Noi

- Thu vién théng tin Y hoc trung wong



GIOI THIEU LUAN AN

1. Pat van dé

U né&o chiém xAp xi 20% cac khdi ting sinh ¢ tré em dudi 15 tuoi.
Cac u ndo ¢ tré¢ em thudng gap nhit ¢ ving hé sau, trong d6 u tiéu ndo
chiém hang dau vé ty 1é méc va tor vong. U tiéu ndo gom cac khoi u
phét sinh tir thiy nhong, ban cau tiéu ndo va ndo that IV. Vé md bénh
hoc, u tiéu ndo gdm u nguyén tuy bao (medulloblastoma), u t& bao hinh
sao (astrocytoma), u mang nio thit (ependymoma), ngoai ra con mot sd
loai u it gap khac. U nguyén tay bao 1a khdi u ac tinh phd bién, chiém
khoang 15-20%, u té bao hinh sao dimg sau u nguyén tiy bao, nhung
nguoc lai, khdi u phan 16n c6 d6 ac tinh thap nhét chiém 10-20%, u
mang n&o thét chiém ty 1¢ thap nhat 1a 10% cac khoi u cua hé than kinh
trung wong. Nguyén nhan cua cac loai u tleu nao noi Chung chua biét 10,
nhung mot s6 trudng hop lién quan den yéu té di truyén. O tré emu tiéu
ndo xay ra chii yéu ¢ tré dudi 10 tudi, co trudng hop xuét hién trong
nhing thang dau sau sinh.

Ngay nay nhd cac tién bd vé chan doan som, két hop cac liéu phap
diéu tri nhu phau thuat, xa tri, hoa cht, trén 60% céc tré bi ung thu tiéu
ndo da sdng trén 5 nam, riéng tré bi u té bao hinh sao do 4c tinh thip c6
thé séng dén trén 10 nam.

O Viét Nam, Bénh vién Nhi Trung wong tir nam 2008 dén nay, chan
doan, diéu tri da c6 nhiéu tién bo. K¥ thuat xét nghiém mo bénh hoc,
ph?iu thuét ung thu, xa tri, hoa chét tri liéu da tot hon nhiéu so véi cac
nim trudc ddy. Vi ly do do, ching tdi thyuc hién dé tai: “Nghién ciru
ddc diém lim sang, mé bénh hoc va dinh gid két qua diéu tri u tiéu
ndo ¢ tré em tai Bénh vi¢gn Nhi Trung wong”, v4i hai muc tiéu:
1.Mé td mét sé dic diém lim sang, mé bénh hoc u tiéu néo tré em.
2.Ddnh gid két qud diéu tri u tiéu ndo tré em tai Bénh vién Nhi
Trung wong.

2. Y nghia quan trong vé khoa hoc va thuc tién ciia dé tai

Xac dinh nhitng ddu hiéu ndi bat vé triéu chimg 14m sang, tén thwong
bénh 1y trén hinh anh chan doan, dic diém mo bénh hoc ciia u tiéu ndo tré
em nudc ta, két qua g dung cac liéu phap diéu tri theo phéc dd duoc thuc
hién tai Bénh vién Nhi Trung wong va nhimg nguyén nhan hay cac yéu t6
anh huong dén ty 18 séng hoic tir vong.

Xac dinh tan s6 méc bénh chung ciia U tiéu ndo ciing nhu u theo md
bénh hoc theo cac Itra tudi; cac diu hi¢u 1dm sang quan trong va t6n thuong
hinh 4nh dc thu theo céc loai u md bénh hoc tiéu nio.



Mtrc d6 ac tinh tinh ctia cac loai u mé bénh hoc.

Két qua séng va tir vong khi 4p dung cac liéu phap diéu tri nhu phiu
thuat, xa tri, hoa chat theo phac do diéu tri ciia Bénh vién.

Danh gia ty 18 séng thém sau 5 ndm hodc udc tinh ty 1¢ sdng sau 5 ndm
va cac nguyén nhan hodc yéu t6 anh huong dén két qua diéu tri.

3.Pong gop méi ciia dé tai

Tir trude dén nay hau nhu chwa c6 dé tai nao nghién ctru day du vé
lam sang, md bénh hoc, két qua diéu tri ung thu tiéu ndo ¢ tré em, vi
vay dé tai da c6 nhitng dong gop mai sau:

Xac dinh duoc tin sb méic bénh cia u tiéu ndo nodi chung va cac thé u
mé bénh hoc theo nhom tudi tré em.

Xéc dinh dugc céc triéu ching 1am sang, ton thuong bénh ly ndi bat
n6i chung ctia u tiéu ndo va cac loai u theo mé bénh hoc.

Danh gia ty 1¢ séng va tir vong sau 5 nam khi thyc hién cac liéu phap
diéu tri nhu phiu thuat, xa tri, hoa tri liéu & tré em.

Céc yéu t6 nguyén nhan hogc anh hudng dén két qua diéu tri.

Cac khuyén nghi can thiét trong chan doan, diéu tri, cham soc va
nghién ctru bd sung nham kéo dai doi séng va chat luong sdng cho tré
em bi ung thu ¢ nudc ta.

4. B6 cuc ciia ludn 4n

Luan 4n 142 trang gdm: dit van dé (3 trang), chuong 1: Tong quan
(46 trang), chuong 2: Dbi tuong va phuong phap nghién ctru (20
trang), chuong 3: Két qua nghién ctru (31 trang), chuong 4: Ban lun
(38 trang), két luan (2 trang), kién nghi (1 trang) va nhiing han ché cua
cong trinh nghién ctru (1 trang).

Lu4n 4n c6 32 bang, 7 biéu dd, 13 hinh hodc anh.

Tai liéu tham khao: 117, tiéng Anh: 102, tiéng Viét: 15.

) Chuong 1
TONG QUAN TAI LIEU

1.1.Dinh nghia

U tiéu ndo la nhitng khdi u xudt phat tir ving tiéu ndo va ndo that IV
& viing hd sau. Vé md bénh hoc, u tiéu néo gém hai loai chinh la u té
bao hinh sao va u nguyén tuy bao, U mang nao that c6 nguon gdc tir ‘mang
ndo tht ciia ndo that IV gin lién véi tiéu ndo va co thé xam lan vao tiéu ndo
chinh thurc, biéu hién 1am sang nhu u nguyén tuy bao va u t& bao hinh sao
nén duge gdp vao CaC u ving tiéu ndo, ngoai ra con mot s0 loai u it gap khac.



1.2. Mt s6 dic diém dich t& hoc va tinh hinh nghién ctru u tiéu nio
1.2.1. Tan s6 méc bénh

Trén thé gioi, ty 16 mac ung thu ¢ hé than kinh trung wong chiém
gan 20% tong s cac u tang sinh & tré em dudi 15 tudi. O Hoa ky thay
xap xi 3700 bénh nhan u ndo & tré em mdi nam. Ty 1é mic & tré dudi 20
tudi 1a 45/100 000 tré/nim, cao nhat & do tudi dudi 5 (xap xi 52/1000
000 tré/nam. O Canada théng ké tir 2003 - 2007 c¢6 1039 ngudi bi ung
thu hé than kinh trung wong, trong d6 16% ung thu ¢ tré em; voi ty 1¢

44% u té bao hinh sao, 20% uco ngudn gbc trong sQ va tuy song, 10%
la u mang ndo thét. Ty 1& mic bénh & tré dudi 5 tudi 1a 30%, dudi 10
tudi 75%. Vi tri khdi u phd bién nhét & vung hé sau.

U té bao hinh sao chiém 10 - 20% tat ca cac u ndo treé em, phd
bién thir hai 1a & vung h sau va chiém 30 - 40% cua tat ca cac u hd sau
& tré em. C4c u té bao hinh sao thuong gip co do ac tinh thap.

U nguyén tily bao 1a khéi u ac tinh nhét, chiém 15 - 20% tat ca cac
u n&o va 30 - 40% ctia khbi u ving hd sau, tudi thuong gip nhat1a 3 - 8
tudi, c6 wu thé tré trai nhiéu hon tré gai (ty 1é khoang 1,5/1). U nguyén
tay bao c6 thién hudng rd rang di cin theo duong dich nio tuy gay khdi
u &ty tir 11 - 43% cac trudong hop duoc chan doan.

U mang ndo that 14 khdi u bat ngudn tir mang ndo that. O tré em,
khu tra thuong gap nhit & ndo that IV, ty 1é mic ¢ tré trai va gai la
tuong duong, tu01 trung binh duoc chan doan 1a 5 tudi, 25 - 40% tré
méc nho hon 2 tudi.

Akay K.M (Nhat ban) nhan xét 27 trudng hop u tiéu nio duoc
phan loai té bao hoc, thiy u sao bao 16ng (pilocytic astrocytoma) 48,2%,
U nguyén tiy bao 22,2%, u mang nio that 18,5%, u sao bao bét thuc san
(anaplastic astrocytoma) 3,75%, u té bao than kinh dém it dudi gai dang
nang (cystic oligodendroglioma) 3,7%, u nguyén bao mach mau 3,7%.

Viéc dleu tri da c6 nhiéu tién bo tir vai thap ky gin day, nhung u
ndo & tré em van con 1a bénh ning, chi phi diéu tri cao, ty 1¢ sbng thém
sau 5 ndm chung cho toan b céc loai u nao la 64%.

O Viét Nam, chua nghién ctru nao néu Ién cu thé vé ty 1& mic u tiéu
nio cong dong ciing nhu cac thé bénh u tiéu ndo theo mod bénh hoc.
1.2.2. Nguyén nhén va cdc yéu té nguy co

Hién nay chua phat hién dugc nguyén nhan thuc su nao giy nén cac
khéi u tiéu ndo. Vén dé di truyén trong u ndo dugc tp trung nghién ciru
trong vai thap ky gan day, nhung van con trong giai doan thur nghiém.
Nguoi ta thay u tiéu ndo co thé xat hién som trong nhiing thang dau sau
sinh va chiém ty 1& cao trong thap ky tudi dau tién. Mot s yéu td mic



phai nhu anh hudng cua tia xa, doc chét, thude 14, mot s vi rat co thé
¢ lién quan Iam tang nguy co cac bénh ly ung thu noéi chung cling nhu
u tiéu ndo noi riéng.
1.3. Phén loai u nio, tiéu nio

Lan dau tién phan loai u ndao dya trén mo hoc 1a nam 1926 boi Perci
Bailey va Harvey Cushing. T6 chtic Y té Thé gi¢i (WHO) sira d6i, bd sung
cac lan tiép theo vao cac nam 1979, 1993, 2007. Phén loai dang ap dung
rong rai hién nay la phan loai cia WHO 2007.

1.3.1.CAc u ndo pho bién ¢ tré em vi tri u va bén chit mé bénh hoc
(trich phan lién quan)

Viing dwdi léu —cdc khéi u viing hé sau:

- U nguyén tuy bao 43-63% tong s6 sb u ndo
- U té bao hinh sao bac thap 20-25% ..o
- U mang ndo that 12-18%.....cvveverrerenn
- U than ndo R
- U khéc 2-5% oo

1.3.2. Phan logi dj dc tinh theo WHO 2007

T6 chirc thé gidi phan 4.d6 (do L 1L, 11, 1V)

D¢ 1 : u chdm phat trién, phau thudt u sé cho két qua tién lwong tot.

U sao bao khong 16 dudi mang nio that, u sao bao 16ng, u mang nio
that khong dién hinh, u nhii mang nio that hdn hop.

D¢ II: u phdt trién lan téa, ty 1 tdi phdt cao, thoi gian song thuong
trén 5 nam.

U sao bao hdén hop, u sao bao lan tda, u than kinh dém it dudi gai, u
té bao hinh sao it nhanh, u mang nio that.

D¢ III: u thuong ranh gidi khéng ré, xam lan, nhiéu té bao c¢é nhdn
bt thirong.

U sao bao bt thuc san, u than kinh dém it dudi gai bét thuc san, u
mang nio that bét thyc san

Do 1V: u lan toa, khong ro ranh gioi, té bao da dang, co nhiéu nhan
bt thirong.

U nguyén bao than kinh dém, u nguyén tiy bao
1.4. Pic diém bénh hoc u tiéu nio theo dinh khu
1.4.1. Biéu hién lam sang U tiéu nio theo dinh khu trong nio
Hoi chirng tang ap lyc trong so.:

Hoi ching tang ap luc ndi so thuong dén sém va dir doi. Pau dau la
dau hi¢u hay gap nhat (76-85%). Non thuong kém véi dau dau, nhung
nén ciing c6 thé Xuat hi¢n khong cling véi dau dau. Non tuimg dot, tai
din va thuong xuit hién vao budi sang. Phii gai thi 1a dau hiéu ciing



thuong gip. Bénh nhi tré nho: ddu hiéu ting ap luc ndi so c6 thé thiy
dau to, thop rong, cdng, khop so bi gidn rong.
Hoi chiing tiéu néo

Loang choang khi van dong, run tay chan, dang di that diéu,
giam truong luc co, gidt nhan cau, r01 loan ngodn ngit. Rbi loan cac
van dong don gidn nhu: roi tm, qua tam. Roi loan cac dong tac phuc
tap: khéng con kha nang dong van.

1.4.2. Vai tro ciia chén dodn hinh dnh trong chin
dodn u néo va u tiéu nio

Chan doan hinh anh cong hudng tir (CHT) hodc chup cat 16p vi tinh
(CLVT) 1a tham do chire néng quan trong dé xac dinh vi tri va dic diém
hinh thai cia u tiéu ndo, chup cong hudng tir phd gitip chin doan mirc
d6 4c tinh cta khdi u. Chan doan mé bénh hoc gilip phan loai cac té bao
ung thu, 14 co s quan trong dé ap dung cac liéu phép diéu tri.

1.5. Pic diém bénh hoc u tiéu niio theo md bénh hoc
1.5.1. U nguyén tity bao

D6 1a khéi u vé mé bénh hoc 13 nhing té bao tron nho, dam sic bat
mAu xanh bét ngudn tir hd sau. Trong phan loai cia WHO gan day nhét,
u nguyén tuy bao dugc chia nho thanh u nguyén tiry bao dudi nhom bao
gdm u nguyén tiy bao cé nhiéu u nho, u nguyén tiy bao véi cac u nho
lan rong, u nguyén tiy bao bét thuc sin va u nguyén tuy bao da hinh
thai.

Triéu chimg pho bién nhit ciia u nguyén tity bao 1a cic dau hiéu ting
ap luc ndi so khong dac hiéu va khong co liét khu tri. Phu gai thi, nhuc
dau, non va that diéu chiém dén 90% s6 trudng hop, nhin dbi c6 thé thir
phat do liét day than kinh so s VI, tang phan xa gén xuong thir phat
tién toi gian nao that 1a triéu chung ph bién.

1.5.2. U té bao hinh sao tiéu nio.
Theo WHO 2007, u té bao hinh sao chia 4 d¢:

Do 1: u sao bao long 1a kh6i u xAm 1an tdi thiéu, phat trién rat
cham gan tuong duorng te bao binh thuorng Trén hinh anh CLVT hodc
CHT u thudng c6 hinh anh nang dich va c6 vach kém ndt ngdm thude
can quang.

DG II: u sao bao lan toa phat trlen twong ddi cham, khi thy dau
hiéu thay d6i, chiing coi 1a té bao tién ung thu va bat ddu di chuyén vao
vung md lanh

D6 III: u té bao hinh sao bat thuc san, cac té bao cua khoi thleu cau
trdc va chirc nang ctia té bao binh thuong, phat tién manh va xam lan
vao mo nio ké can.



bBoIV:u nguyép bao than kinh dém, té bao bat thuong, phat trién

nhanh nhanh, xam lan manh nhat.

Biéu hién 1am sang la dau dau sang sém, kém theo nén. C6 thé
phu gai thi, dang di that diéu, mat diéu hoa dong tdc mot hoac hai bén,
ton thuong than kinh so nhu rung giat nhén cau, liét day VI.

1.5.3. Umang néio thit

U mang ndo that 1a khéi u phat sinh tir mang ndo that, gdm nhimng
nhén tron hinh 6 van va c6 sy thay d6i nhitng ving té bao xo dam. Cac
té bao u c6 thé hinh thanh céu trac dai hodc tron nhu tuyén va nhu ong
mang mang nao that lac phoi thai, cac té bao lan vao khoang mach mau,
tao hinh gia hoa hong quanh mach mau.

Biéu hién 1am sang khong c6 khac biét dbi véi cac kh01 u hd sau
khéc. Mot sb ¢ thé gia ton thuong than ndo va li¢t day than kinh so
trude khi co déu hiéu tang ap luc ndi so. U mang ndo thét lan vao goc
cau tiu ndo sé la nguyen nhén gay liét day VI, VII, VIII mdt bén va
xuét hién som. Clng c6 va nghiéng dau 1a cac diu hiéu kha thuong gip.
1.5.4. M@t s6 khéi u khdc it gap (ftteu ndo

U nguyén bao mach mau, u té bao mam u mo lién két, u dam rdi
mach mac & ndo that IV, u bi than kinh héc t5, than kinh thinh giac.

1.6. Piéu tri
1.6.1. Nguyen Iy chung dteu tri u ndo

Céc phuong phap diéu tri co ban la phau thuét, xa tri, hoa tri, phuc
hoi chtrc ning, chdm séc tam 1y va diéu tri giam nhe.
Phwong phap diéu tri phau thudt

Tot nhét 12 phiu thuét cit bo hoan toan khdi u, nhung thue té hau hét
kh01 u c6 gioi han khong rd nén vige cét bo hoan toan kh01 u nhleu khi
rat kho khan. Doi khi chi cit dugc mot phan u hodc sinh thiét bang kim.
Phwrong phap xa tri

Muyc dich dat duoc cua xa tri 1a di€t duoc té bao u, han ché thap nhat
anh huo‘ng dén té bao ndo xung quanh. Xa tri don thuan hodc phoi hop
Vi céc phuo‘ng phap khac. Liéu xa thay ddi ty theo vi tri, kich thude
va loai m6 bénh hoc. Xa tri quy wéc v6i muc dich diéu tri triét dé
thuong dung liéu 50-55 Gy, mdi phan liéu 1,8-2 Gy, 1 phan liéu/ngay.
Phuong phap hoa tri liéu

Hoa tri co6 vai tro quan trong trong viéc phdi hop diéu tri da phuong
phap. Hod tri ¢ tré nho dudi 3 tudi giap tri hodn duoc thoi glan bat dau
xa tri, tranh nhimg bién chung nghlem trong do xa tri ¢ tré con qua nho.
Diéu tri hoa chét theo dot, giita cac dot c6 thoi ky nghi dé co thé hdi phuc.



1.7.2. Diéu tri mét sé logi u
1.7.2.1. Piéu tri u nguyén tiiy bao

Phau thuat ct bo u. Sau phau thudt 1a bién phap xa tri vao s¢ ndo va
thy song (d01 Vo1 tré trén 6 tu01) Diéu tri theo quy ude la 3600 cGy xa
tri noi so va tay song, tong lidu xa tri 1a 5580 cGy. Diéu trj tiép hoa chat
sau xa. Tré dudi 6 tudi sau phau thuét diéu tri hoa chat theo phac dd,
néu tré song dén thoi diém trén 6 tudi co thé tién hanh xa tri bd sung.
1.7.2.2. Diéu tri u té bao hinh sao tiéu nio ,

Phdu thuat cit bé duoc khoi u nhiéu nhat c6 thé. Cat bo khoi u s&
lam giam ap lyc trong ndo, cai thién triéu chimg, néu toan thé khdi u
khong duoc lay bo, phan con lai s& duoc diéu tri bang xa tri. Hoa chit
dugc ap dung trong mot sO truong hop nhat dinh.
1.7.2.3. Piéu tri u mang ndo thit

Phau thuat cit bo hoan toan 13 t6i wu nhat, két hop xa tri (néu tré trén
6 tuoi). U mang nao that do 4c tinh bac cao duoc diéu tri giong nhu u
nguyén tity bao nhung tién lugng thi kém hon nhiéu.
1.7.2.4. Diéu tri mét sé u khdc

C6 cac phac do cu thé phit hop v6i mdi loai u.
1.7.3. Hiu qud, bién _chirng ciia phwong phdp diéu tri

Cac phan ung cap: thoat mach, tang nhay cam va shock phan v¢,
non va budn non. Mér s6 bién chirng sém: viém loét miéng, rung toc, ia
chay, t4o bon, thay doi tinh trang dinh dudng, suy tuy.

1.7.4. Bléu tri phuc héi chivc ning va giam nhe

Bao gom: vat ly trj lidu, tdp ngdn ngi, diéu tri bang cdng viée, chim
s6C vé tdm ly, cham séc giam bénh tam th01 diéu tri giam nhe.
1.7.5. Tién lwong diéu tri cdc khoi u tiéu nio

Tién lugng phu thudc vao vi tri khdi u, dic tinh mo bénh hoc, tudi
BN, muc d6 dap tng diéu tri... Diéu tri sém va nhanh chong, dung
phac d6 1a quan trong nhét dén tién lugng.

Chuwong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twgng nghién ciru

GOm 124 bénh nhi duoc chin doan u tiéu ndo nhdp vién tai
Bénh vién Nhi Trung wong, dugc phiu thuat va phan loai mo bénh
hoc thoi gian tir 1/1/2009 - 31/12/2013. Theo déi dén 31/ 12/ 2014.
2.2. Phwong phap nghién ciru
2.2.1. Phwong phdp nghién ciru

Nghién ctru mo ta tién ctru theo ddi doc mot loat cac ca bénh.



2.2.2. C& mdu nghién citu

LAy ¢& mau theo phuong phap thudn tién. Trong 5 nim ¢ 124 bénh

nhan u tiéu ndo duoc phau thuat va c6 xac dinh mé bénh hoc.
2.2.3. Té chirc nghién ciru

Bénh nhén nhép vién duoc chan doan va diéu tri tai khoa Than kinh
duoc: Hoi chan dé chi dinh phiu thuat. Piéu tri tai khoa Hoi sirc sau
phau thuat, Sau phau thuat 14 ngay chup cong hudng tir so nao klem
tra. Lap ké hoach diéu trj hoa chat hay xa tri hoac ca hai, hoac chi can
theo ddi dinh ky va danh gia két qua mdi liéu phap. Bénh nhan duoc
diéu trj xa tai Trung tdm Y hoc Hat nhan va Ung budu, bénh vién Bach
Mai. Theo dai dinh ky thoi gian 3 thang/ 1 lan trong nim thtr nhit, 6
thang/ 1 lan trong nam thi 2, hang nam trong nam tha 3 tro di.
2.2.4. Phuong phap thu thip so liéu

C6 du tidu chuan chan doan u tiéu ndo.

Thong nhat trong cach hoi bénh, kham 1am sang, can 1am sang, diéu
tri va qui trinh theo ddi dwoc ghi chép theo bénh 4n thong nhat.

Kham lai theo dinh ky do nghién ctru sinh va chuyén gia than kinh.
2.2.5. Ngi dung nghién ciru va cach danh gia
2.2.5.1. Muc tiéu 1: Mé ta mét sé ddc diém 1am sang, mé bénh hoc u
tiéu ndo ¢ tré em.

Mot s6 dic diém dich té hoc 1am sang: tudi va gidi, dia du, tin suét
mic bénh theo thang va nam, phan bd u tiéu nio theo md bénh hoc (u
nguyén tiy bao, u té bao hinh sao, u mang ndo that, cac loai u khac),
tinh chat thuong gap cac loai mo6 bénh hoc khdi u theo tudi va gioi.

Dac diém lam sang: cac tridu ching khoi phat cua bénh, thoi gian
xudt hién triéu chimg khai phat dén khi nhap vién, dic diém 1am sang
tai thoi diém nhap vién, dac diém 1am sang cua loai u theo moé bénh hoc

Mét s6 dic diém hinh dnh cong hirong tir: nhan dinh hinh anh khéi u
v&: vi tri, ranh gidi, kich thude, mat do, nang dich, mac do ng:flm thuée,
muc d6 xam lan, phd ndo khu trd quanh u, gidn ndo tht, di can tay.

Bdc diém mé bénh hoc va phdn loai u theo mé bénh hoc: chan doan
loai m6 bénh hoc duoc thuc hién tai khoa Giai phau bénh Bénh vién
Nhi Trung wong. Phan loai m6 bénh hoc dua vao phan loai cuia WHO 2007.

Padnh gid ton thuong trén hinh anh céng huong tir theo mé bénh hoc:
Phan tich tim su khac biét giita cac thé v& vi tri trong tiéu ndo, kich thudc
khdi u, ranh gi6i, mirc d6 dong nhét, su ngém thudc ddi quang tir, tao nang
dich, phii ndo quanh u, gidn nio that, xam 14n than ndo, di can tuy.
2.2.5.2. Muc tiéu 2: Pdnh gid két qua diéu tri u tiéu ndo & tré em

- Phdc do diéu tri tai BV. Nhi Trung wong



+ Phéu thuat: cho tit ca cac loai u thuc hién ngay sau khi chan
doan va tinh trang bénh nhan cho phép. Cit bé u mot thi hodc cit u sau
dan luu ndo that-0 bung.

+ Xa tri tai Trung tdm khoa y hoc hat nhan BV Bach Mai cho tré
tir 6 tudi tré 1én co két qua mo bénh hoc 1a u nguyén tily bao, u mang
ndo thit va u t& bao sao bic cao. Sau d6: dbi v6i u nguyén tiry bao s&
két hop hoa tri liéu cac thudc vincristin+cisplastin+cyclophosphamid
trong 3 tuan/ dot, tong cong 6 dot.

+ Héa tri liéu: d6i tré dudi 6 tudi: cho tré khong xa tri hoic dugc
xa tri sau phiu thuat: 4 dot, tuan 1: vineristin va cyclophosphamid, tun
3 va tudn 5: vincristin va metrotrexat, tudn 7: vincristin va epotosid
Nghi 2 tudn sau d6 lai nhic thém 2 dot nhu trén. Hoa tri liéu cho u
nguyén tuy bao va U mang nio thit. U t& bao hinh sao d6 thap khong
diéu tri tia xa va hoa chit.

- Két qua diéu tri u tiéu ndo néi chung

+ Tinh hinh tré song va tir vong theo timg nim trong 5 nim. Puong

Kapland — Meier uéc doan bénh nhan song.

+ DPanh gia két qua diéu tri u tiéu ndo theo phiu thuat don thuan,
phau thuat két hop xa tri, phdu thuat két hop hoa chit, phiu thuat két
hop xa tri két hop hoa chit.

- Két qua diéu tri theo phdc d6 va theo ting thé u mé bénh hoc

U nguyén tiy bao: két qua s tré sdng dbi voi phiu thuat cit u, cat
hét khdi u va cit khong hét dugce khéi u, két qua danh gia cac phuong
phap diéu tri két hop.

U té bao hinh sao: két qua diéu tri & cac bénh nhi chi ap dung phau thust
d6i v6i u té bao hinh sao d9 ac tinh bac thap.

U madng néo that: két qua diéu tri v& ty 18 tré séng va tr vong ap
dung céc liéu phap diéu tri.

Cic chi 56 khdc: s6 bénh nhan song thém theo timg nim ctia cc thé
u md bénh, duong cong Kaplan- Meier uéc doan tré séng cia 3 loai u.

- Mét 56 yéu 16 lién quan dén két qua song thém cia ting thé u
mo bénh hoc

Tré sdng va tir vong lién quan dén tudi, theo timg thé u mé bénh hoc,
kich thudc khdi u, do 4c tinh, phiu thuét, cac liéu phap két hop, khéi u
xam lan Vél di can, tuan tha diéu tri.

- Cdc r6i loan than kinh do bénh va anh hong cua céc liéu phap: Céc
di chimg than kinh, tim than & BN con séng, tinh trang phat trién trf tué.
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2.3. Phwong phap xir Iy s6 li¢u

Cac sb lidu duogc thu thap, 1ap phiéu nghién ctru, xu 1y trén phan
mém Epi - Info 6.04. Vi cac thuat toan thong ké y hoc, phéan tich gia tri
trung binh d¢ lech chuin. So sanh cac chi s6 trong cac nhom nghién ctru
bang thuat toan y° va t student voi do tin cdy > 95%.

Chuwong 3
KET QUA NGHIEN CUU

Trong thoi gian tir 1/1/2009 dén 3 1/12/2013 tai Bénl~1 vién Nhi
Trung wong da dicu tri 124 bénh nhén u ti€u ndo duoc phau thuét va
phan loai mo6 bénh hoc, két qua thu dugc nhu sau:

3.1. Pic diém 1am sang
3.1.1. Mét 56 dic diém dich té hoc lam sing

Tudi trung binh: 6,2 + 3,4. Nam: Nit = 1,58:1.

U tiéu ndo tré em gdp 6 tat ca cac lira tudi, nhom tir 2 - 8 tudi 85
(68,5%) bénh nhan.
3.1.2. Pic diém lim sang
* Thoi gian tur khi xudt hién triéu chung dau tién dén khi nhdp vién

Thoi gian trung binh tir khi c6 tri€u ching dau tién dén khi nhap
vién 1a 58,1 + 7.7 ngay. Da s0 bénh nhan nhap vién trong thang dau
76/124 (61,3%)), tiep theo la hai thang 20/124 (16,1%), ba thgémg 13/124
(10,5%), c6 mdt bénh nhan nhap vién trén mot nam tir khi mac bénh.
* Thoi gian trung binh tir khi xudt hién triéu chimg dau tién dén khi
nhdp vién theo moi loai mé bénh hoc

Thoi gian trung binh tir khi boc 19¢ triéu ching téi khi nhap viénu té bao
hinh sao 86,2 ngay, u nguyén tuy bao 49 ngay, u mang ndo that 31,7 ngay,
nhém u khéc 13 ngay.
* Triéu chung khaoi phat

Pau dﬁ}l 78/124 (63%) tre, non 25/124 (20,2%), yéu/liét chi 10/124
(8,1%), mat thang bang 7/124 (5,6%), con lai cac dau hi¢u khac.
*Céc tri¢u chiing lém’séng biéu hién ¢ thoi diém phap vién: Non va dau
dau la thuong géap nhat (vdi 89,5% va 81,5%). Mat diéu hoa dong tac va
loang choang thuong gép (voi 89,5% va 87,9%).
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Bdng 3.6. Cdc triéu ching ldm sang tai thoi diém nhdp vién.

Triéu chung n Ty 1€ (%)
Pau dau 101 81,5
Non 111 89,5
Nhin mo 10 8,1
Nhin d6i 22 17,7
Triéu chﬁ’ng do | Phu gai thi (Il:1 14) 62 54,4
tang ap luc ndi | Roi loan tri giac 16 12,9
SO Pau to 12 9,7
va tri¢u chimg | Co giat 7 5,7
than kinh khac | Gay cung 6 4,8
Ngheo co 15 12,1
Liét/ yéu chi 36 29,0
Dau hi¢u bo thap 16 12.9
Giam truong lyc co 42 33,9
Liét day than kinh so 26 21,0
Loang choang 109 87,9
Triéu chimmg do | Mat di€u hoa 111 89,5
rbi loan chirc | Giat nhan cau 19 15,3
ndng titundo | Run chi 40 32,3
RO0i loan ngdn ngit 7 5,7

3.1.3.Mpt 56 ddic diem vé hinh dnh bénh I trén phim cong huwong tir
* Dac diém hinh anh u tiéu ndo trén phim chup cong huong tir
U ¢ thuy nhong 71.8%, & ban cau tiéu ndo 12,9%. Buong kinh trung
binh tir 3 - 5 cm, ranh gidi 13, khong dong nhét, 28,2% khéi u ¢ hinh
anh dang nang dich, 85,5% ngdm thudc nhiéu. Xam l4n than nio 15,3%,
gidn nio that I va bén 85,5%, c6 di can tay séng 7,3%.
3.1.4. Dic diém mé bénh hoc ) ,
3.14.1. Phin bo u tiéu néo theo mé bénh hoc va tudi trung binh mac bénh
Bdang 3.8. Phdn bo u tiéu ndo theo mé bénh hoc va tuoi trung binh

Phan bo S6 bénh nhan (%) Tudi trung binh
Loaiu (ném)
U nguyén tuy bao 61 (49,2) 6,9+ 3,2
U té bao hinh sao 42 (33,9) 6,9+35
U mang nio that 17 (13,7) 33+24
Céc loai u khac 4(3,2) 45+19
Tdong 124 (100%) 6,3+34
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U nguyén tily bao chiém ty 1& gan 50%, sau d6 1a u té bao hinh sao,
u mang ndo that. Tudi trung binh cia nhém u té bao hinh sao tuong
duong u nguyén tiy bao va cao hon u mang nio thit.

* Phdn bé u tiéu néo theo dic diém mé bénh hoc, gioi va nhom tuoi

U té bao hinh sao va u nguyén tiy bao c6 ty 18 mic cao & nhém
5 -9 tudi (25,8% va 16,2%), tiép theo u mang ndo that chu yéu
gip & nhom tudi thip hon, lira tudi 0 - 4 (13/17 bénh nhén).U
nguyén tiy bao c6 ty 1& nam méc gap doi nir, ddc biét do tudi 5 — 9, nam
méic cao gap 4 lan nir.
3.1.4.2. Mirc d¢ dc tinh ciia khoi u theo mé bénh hoc (WHO)

C6 41,1% bénh nhan co do 4c tinh bac thap (4o | va 1), 56,5% d¢ ac
tinh béac cao (46 III va IV). Pa sb 14 u té bao hinh sao (83,3%) c6 do ac
tinh do I, c6 it (7,2%) & do III va IV. U mang ndo that chu yéu gap do 2
12 64,7%. U nguyén tiy bao 100% la do IV.

3.1.5. Sw thay déi giita cdc u theo mé bénh hoc vé dic diém lim sang
va hinh anh bénh ly trén cong huong tir

3.1.5.1. Su thay doi giita u té bao hinh sao va u nguyén tiy bao

* Sur thay doi vé triéu chieng lam sang

Céc triéu chimg 14m sang u t& bao hinh sao va u nguyén tay khong co
khac biét (p > 0,05).

* Sur thay doi vé ddc diém hinh anh trén phim cong huong tir

Khéi u nguyén tiy bao thuong ¢ thiy nhong, trong khi d6 u té bao
hinh sao thuong & ban cau hodc ca thily nhong lan sang mot phia ban
cau (p<0,01). U nguyén tiy bao thuong c6 kich thudc nho hon, mat do
dong nhat hon, mic d6 ngdm thudc manh hon trong khi u té bao hinh
sao ¢ ranh gi6i 16 (p<0,05). Hinh anh c6 dang u nang chi gip & u té
bao hinh sao, di can tiy chi gap & khbi u nguyén tiy bao.
3.1.5.2. Su thay doi giita u té bao hinh sao va u mang ndo that vé lim
sang va hinh anh bénh ly trén phim cong hudéng tie
* Sir thay doi vé triéu chimg lam sang

Hau hét cac triéu ching 1am sang khong khac biét (p>0,05), duy
nhat dau dau & bénh nhén u té bao hinh sao cao hon rd rét (p < 0,05).

* Sie thay doi vé cdc dic diém hinh anh trén phim céng hieong.
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U mang néo that gap nhiéu ¢ ving thily nhong, ranh gidi khong o,
¢6 xam lan than ndo va di can tiy trong khi u té bao hinh sao gip nhiéu
& ving ban cau tiéu ndo, ranh gidi rd, khong xam lan than ndo va di cin
tay (p < 0,01).

3.1.5.3. Suw thay déi giita u nguyén tiy bao va u mang ndo that vé lam
sang va hinh anh cong huong tir

* S thay doi vé triéu chitng lam sang

Pau dau, non/budn nén gip nhiéu hon & u nguyén tay bao, trong khi
triéu chimg giam truong luc co va déu hiéu ctng gay lai gip nhidu hon
& u mang ndo that (p<0,05).

* Sy thay doi vé dic diém hinh anh bénh Iy trén phim céng huong tir

U mang ndo thit ciing thudng gip & thiy nhong nhu u nguyén tay
bao. Tuy nhién, dang u nay khong thay dinh khu & ban cau dai ndo. Ca
hai loai u déu c6 theé xam lan than ndo va di can tiy song.

3.2. Panh gia két qua diéu tri
3.2.1. Két qua diéu tri chung
3.2.1.1. Tinh hinh bénh nhén song va tir vong
Bdng 3.17. Tinh hinh song va tir vong tai thoi diém cdc nam theo doi

Chi s6 . | S5 BN theo dbi . S6 BN con sﬁng
So6 BI.\I nhap trong nam 86 TY dén thoi diém
vién R N trong nam 1. o
Nam (cong don) cul1 nam
2009 28 28 17 11
2010 29 40 15 25
2011 25 50 18 32
2012 16 48 7 41
2013 26 67 8 59
2014 | Khong lay 59 4 55
Tong 124 (100%) 69 (55,6%) 55 (44,4%)

Dén thoi diém két thuc nghién ctru con 55 BN song (44,4%).
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* Tinh hinh BN song va ti vong theo cdc nam theo doi

Kaplan-Meier survival estimate
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Biéu dé 3.3. Puwong Kaplan — meier chung
S6 bénh nhén tir vong trong nim dau so v4i tong s6 bénh nhi tir
vong chung 1a 54/69 (78,3%), udéc doan kha nang song sau 5 ndm con
khoang 38%.
3.2.1.2. Két qua diéu tri theo logi u theo mé bénh hoc

Kaplan-Meier survival estimates
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Thoi gian theo déi (thang)

Biéu a6 3.4: Pwong Kaplan - Meier ciia 3 nhém u thuwong gip
theo mé bénh hoc
Nhom u té bao hinh sao c6 wdc doan sdng sot cao nhat sau 5 nim con
60%, u nguyén tuy bao sau 5 ndm con 30%, u mang nio that bénh nhin
theo ddi 1au nhét chi duoc 41 thang con 23,5% sdng.
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Bdng 3.19. So sanh két qua song va tir vong dén thoi diém két thiic
nghién cutu theo cac logi mé bénh hoc

) Son T von
Loai n £ % 0 %/o P
U té bao hinh sao 29 | 690% | 13 | 31,0%
U nguyén tuy b'élo 19 31,1% 42 68,9% <0.001
U mang nio that 4 23,5% 13 76,5% '
Nhém khac 3 75,0% 1 25,0%

U té bao hinh sao c6 ty 18 sdng dén thoi diém két thire nghién ctru
cao hon hin so v6i u nguyén tily bao va u mang nio that (p<0,001.
3.2.1.3. Ddnh gid két qud phdu thudt qua hinh danh céng huéng tiv
* Danh gid két qud phau thudt qua hinh anh céng huong tiv

C6 51,6% bénh nhan u tiéu ndo dugc phiu thuat cit hoan toan u, co
8,1% khong xac dinh dwgc hinh anh sau phau thuat do BN tir vong
trong thoi gian hau phau chua kip chup CHT hay CLVT.

* Ty I¢ bénh nhdn theo s6 lan phau thudt

S6 bénh nhan chi phai phau thuat 1 1an 89 ,5%, s6 phiu thuat 2 lan
9,7%, 6 01 (0,81%) bénh nhan phai phau thuat 3 1an do u tai phat.
3.2.2. Danh gta ket qud diéu tri theo phdc do va thé bénh
3221 Két qua diéu tri chung cua u mo bénh hoc theo cac phu"ong phap
* Téong hop két qua diéu tri ciia cdc phirong phap

C6 89 (71,8%) tré chi phau thuat don thuan ma khong ap dung
cac bién phap dleu tri khac, két thuc nghién ciru con song 40%, Tre
nhom nay chu yéu la u sao bao 16ng. Co 10 bénh nhan phau thuét va
xa tri con song 50% s6 nay c6 4 u nguyén tiy bao va 1 u mang nao
that bac 3. C6 6 bénh nhan phau thuat sau d6 diéu tri hoa chat con
song 50% nhom nay goém u nguyén tuy bao va u mang ndo that dudi
6 tudi. C6 19 bénh nhan duogc phau thudt, xa tri va hoa chat con sdng
78,9%, nhom nay déulau nguyen tuy bao trén 6 tu01
* Bénh nhan song, tir vong tu"ng nam dén thoi diém két thiic nghién ciru

Thoi diém két thac nghién ctru con 55 tré séng. Trong d6 nim 2009 con
song7tre nam 2010: 11, nam 2011: 10, nam 2012: 9, nam 2013: 18.
3.2.2.2. Két qua diéu tri cia u nguyén tity bdo

C06 61 bénh nhan u nguyén tiy bao, trong do 35 (57,4%) tré chi duoc
phau thuat don thuan da tir vong hét. Con lai 26 bénh nhan dugce két
hop cac liu phap dleu tri, trong d6 két hop phau thudt+hoa chat+xa tri
c6 sb tré song nhiéu nhat (78,9% ). C6 19/61 (31,2%) song dén thoi
diém két thic nghién ctu.
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3.2.2.3. Két qua diéu tri ciau té bao hinh sao

CO 29/42 bénh nhan u té bao hinh sao (chiém 69%) con song dén
thoi diém két thic nghién ctru.
3.2.2.4. Két qua diéu tri ciia u mang nao thit

Chi c6 4/17 bénh nhéan u mang nio that (chiém 23,5%) séng dén thoi
diém két thiic nghién ctru.

3.2.3. Cdc bit thu’ong thin kinh, tim than do bénh va liéu phdp diéu tri
* Cac di chu’ng cua bénh nhdn con song

R6i loan van dong gip nhiéu nhat (84,2% s6 bénh nhan c6 di
chimg), liét than kinh so chiém 47 4% tré co di chimg.

* Tinh trang phat trién tri tué sau diéu tri cac logi u tleu nao

Chi so phat trién tri tué (IQ) & tré u tiéu ndo sau diéu tri trung binh 1a
94,8 diém. Bénh nhén u sao bao 16ng co dlem 1Q cao hon u nguyén tuy
bao (p<0,05). Nhém khoéng dleu tri xa dlem IQ cao hon nhom diéu tri
xa (p <0,05). Nhom khong diéu tri hoa chat c6 IQ cao hon nhom diéu tri
hoa chat (p< 0,05). Nhom khong tia xa va hoa chat cao hon nhém c6 xa
tri va héa chat (p<0,05).

3.2.4. Mjt 56 yéu to lién quan dén két qua song va tir vong ciia tirng
logi u theo mé bénh hoc
* Lién quan dén tudl theo mo bénh hoc

Nhom 0 - 4 tudi ty 1& tir vong cao & bénh nhan u nguyén tiy bao
va u mang ndo that (86,7% va 84,6%). Nhom 5 — 9 tudi c6 sb bénh
nhan séng nhiéu nhat 30 (54,5%). Nhém tudi 10 - 15 & bénh nhan u
té bao hinh sao c6 ty 1é séng cao nhat (88,9%).

* ién quan dén kich thude khoi u

C6 54/69 bénh nhan tir vong trong nim dau (78,3%), trong do:
nhém co6 kich thudée < 3 cm 1a 75,0%, nhom 3 - 5 cm: 77,4%,
nhom trén 5 cm la 100%.

* |ién quan dén khoi u xdam ldn va di can

Sb c6 di can than ndo, tay tr vong hét trong ndm thir nhat 100%,
nhém c6 xam lan than ndo (84,6%) tir vong trong nam thir nhét, con lai
tr vong trong nam thir 2.

* Mot 56 yéu t6 lién quan chinh dén sé song va tir vong:

Bénh nhén séng sau 1 nam diéu tri khac biét khi cac nhom tudi khac
nhau, kich thudc u khac nhau, khac nhau vé loai md bénh hoc, do ac
tinh, phau thuat hét u hay khong va cic nhom tuan thu diéu tri tot hay
khéng (p<0,05). Riéng nhom c6 thoi gian mac bénh dén khi vao vién
dudi 60 ngay vai nhom trén 60 ngay khong ¢ su khac biét (p=0,054).
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Chuong 4. BAN LUAN

4.1. Pic diém 1am sang va mé bénh hoc
4.1.1. Pic diém dich té hoc lim sang

Trong 5 nam nghién ctru, c6 124/177 bénh nhi dugc chan doan dua
lam sang va hinh anh cdng hudng tir va phan loai moé bénh hoc.
Tuéi va gioi

U tiéu ndo gip & cac lira tudi, trong d6 nhom 2 — 5 tudi 1a pho bién
nhat. Tudi trung binh mic bénh 13 6,2 + 3,4 tudi. Tré nam méic bénh
nhiéu hon tré nir (theo ty 16 1,58:1).

Két qua ciia chung t6i phu hop v6i nghién ctru cta Torres (1994), ty
1€ nay 1a 2,07/1 va Shawna (2007) 1a 2/1.

4.1.2. Chin dodn u tiéu nio
4.1.2.1. Bdc diém lam sang

Nghién ciru cho thiy dau dau 1 ddu hiéu khoi phat co tan suat xay ra
nhiéu nhét (62,9%), sau d6 1a non (20,2%), mat thiang bang chi & 4
truong hop (5,6%). Theo John F. K va ¢s (2011), cho thdy d4u hiéu sém
clia cac bénh nhan u dudi 18u tiéu ndo 13 ting ap luc ndi so do tic nghén
lru thong dich ndo tay két hop véi thé tich khdi u, nén cac dau hiéu
s6m la nhirc dau va nodn, sau dén cac diu hiéu cua rdi loan chirc nang
tiéu ndo, nhu réi loan thing bang va mit diéu hoa dong tac.

V& tan suat cac tridu chimg 1am sang & thoi diém nhap vién cho thiy
dau hiéu ting ap luc ndi so ndi bat 1a hai triéu chimg dau dau 101
(81,5%) tré va ndn 111 (89,5%), sau d6 la phu gai thi 62 (54,4%). Céc
triéu chung 1di loan chirc nang tiéu ndo ndi bat 1a loang choang (87,9%)
va mat diéu hoa dong tac (89,5%). Guy L. Odom (1956) & Pai hoc
Duke (Hoa Ky) da nhan xét 1am sang 164 bénh nhéan u ndo tré em, tac
gia thiy u dudi 18u tiéu ndo 84% truong hop c6 non, 82% dau dau, rbi
loan thang bang 72%, rung giat nhan cau 46%, nhin doi c6 29% truong
hop. Su thay dbi triéu ching l1am sang gilta u té bao hinh sao va u
nguyén tiy bao. Cac triéu ching nhuce dau va non cung la hai triéu
chimg néi bat. Dau hiéu nhirc d4u giira hai loai u chiém ty 1¢ 85,7% va
85,3% tré, non (hoac buon non) 1a 88,1% va 95,1% tré. Tri¢u ching
phu gai thi cua hai loai u gan tuong dwong 45,9% so véi 66, 1% tre. Vvé
r6i loan chtrc ning tiéu nio, triéu chung loang choang ¢ u té bao hinh
sao gap 92,9% tré so véi 93,4% & u nguyén tiy bao. Mat diéu hoa dong
tac cling gap cao va tuong duong giira hai loai u 92,9% so voi 91,8%
tré. Tir nhirng sb liéu trén cho thiy khdng cé su khac biét giita cac triéu
chimg cua hai hoi chimg tang ap lyc ndi so va hoi ching tiéu ndo giira



18

hai loai u md bénh hoc nay (p>0,05). So sanh triéu ching lam sang gitra
U mang nio thit so v4i u té bao hinh sao va v4i u nguyén tiy bao ching
t6i lai thiy dau dau trong u mang ndo that gip it hon u té bao hinh sao
85,7% (p = 0,024). Tri¢u chirng nén trong u mang nao thét c6 su khac
biét voi u nguyén tuy bao (p = 0,024). Triéu ching vé 16i loan chirc
nang tiéu ndo gitra u mang ndo that voi hai loai u té bao hinh sao va u
nguyén tiy bao lai khong c6 su khac biét.

4.1.2.2. Dgc diém bénh Iy trén hinh dnh cong huéng tr

U tiéu nio 2ap nhiéu & thuy nhong (71,8%), & ban cau tleu nao chi
c6 12,9%. Khéi u c6 thé thiy & ca thuy nhong va ban cau tiéu ndo la
15,3%. C6 81,5% truong hop kich thude khdi u duong kinh tir 3 — 5 cm
va 15,5% khéi u ¢6 kich thude trén 5 cm. Daria Riva (2000) ¢ nuéc Y
dd nhan xét 53 truong hop u tiéu ndo c6 dudng kinh trung binh cia khdi
u 12 28mm nho hon kich thude khdi u trong két - qua cuia chung t6i (43,4
mm), diéu nay c6 thé do bénh nhan cua ching t6i dugc phat hién mudn.

Két qua cua chiing to1 vé vi tri khdi u c¢6 thé xdc dinh u té bao hinh
sa0 co ty 1¢ cao & ban cau hodc thity nhong va ban cau tiéu nio (61,9%)
trong khi u nguyén tay bao chii yéu & thuy nhong tiéu ndo (91,8%) (p <
0,01). U té bao hinh sao mat do dong nhat hon u nguyén tay bao (p<
0,01). Nang dich chi thdy & u té bao hinh sao (78,6%) trong khi u
nguyén tiy bao khong thiy truong hop nao. U té bao hinh sao khong
thdy xam I4n than ndo so véi u nguyén tiy bao (4,7% so véi 16,4%). U
nguyén tiy bao c6 9,8% di can tiry séng, trong khi khong thdy o u té
bao hinh sao. William T. O’Brien (2013) nhén xét u té bao hinh sao
vung tleu ndo hau hét & thily nhong hoic tir thuy nhong phat trién ra ban
ciu, da s6 c6 dang nang dich 16n. Két qua vé vi tri u nguyén tay bao cua
ching téi lai phu hop vdi Henry S. Friedmen (2014) hon la u nguyén
tiy bao co6 85 - 90% phat trién ¢ thuy nhong, ciing théy 75 — 90% xuat
hi¢n ¢ duong gitra, 92% ngim thudc manh sau tiém chat dbi quang tur.

U mang nio that vé vi tri thay chu yeu vung thuy nhong ti€u nao
(88,2%), O vi tri thuy nhong va ban cau tiéu nio c6 11,8%, khong thay
truong hop nao ¢ ban cau tiéu ndo don doc. U mang nao that khong c6
nang dich nhu u té bao hinh sao. U mang ndo thit c6 di cin xudng tiy
song 17,6% truong hop.

Xac dinh hinh anh bénh 1y cong huong tir ddi v6i u tiéu ndo la rat
quan trong, tur do co thé du doan duoc loai u mo bénh hoc.
4.1.2.3. Dic diém mo bénh hoc ciia khoi u tiéu nio
*Tyle¢ mdc bénh cia u tiéu ndo theo mé bénh hoc
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Nghién ctru ty 1¢ méc u tiéu ndo theo méd bénh hoc cho thiy u
nguyén tay bao chiém ty 1¢ cao nhat (49,2%), sau dén u té bao hinh sao
(33,9%), u mang no that co 13,7%, cac loai u khac chi co 3,2%. Két
qua nghién ctru ctia chung toi tuong duong véi ty 16 mic trong nghién
ctru cua Chang (1993), Gjerri (1998) va Akay K.M (2004).

* Mire dé de tinh ciia khoi u theo mé bénh hoc

Theo phan loai mé bénh hoc cia WHO nhém c6 dd 4c tinh cao
(@6 III va d6 IV) chiém ty 1¢ 56,4%. Két qua twong dwong voi
Christian (2001) thdy u dudi 1éu 53,2% cé do ac tinh cao.

4.2. Nhan xét két qua diéu tri
4.2.1. Nhin xét két qud diéu tri ciia u tiéu ndo néi chung
4.2.1.1. Tinh hinh chung vé bénh nhdn song va tir vong

Nghién ctru cho thdy s6 bénh nhan tir vong cao nhat & nam 2010 1a
15/40 (37,5%) tiép dén nam 2011 1a 18/50 (36%), dén thoi diém két
thic nghién ctru tr vong 1a 69 (55,6%). S6 bénh nhan tir vong trong
nim dau méc bénh trén sd tir vong trong 5 nam theo doi 1a 78,3%. Co
18 bénh nhan da séng duge sau 5 nam, chiém 23,1% trong tong s 78
truong hop dén thoi diém két thuc nghién ctru di qua 5 niam theo ddi
tinh tir khi khéi phat bénh (bénh nhan nhap vién nam 2009 va 2010).

Puong Kaplan-Meier udc tinh kha ning song chung cho tit ca 124
bénh nhan u tiéu ndo sau 5 nim 1a 38%. So sanh véi nghién ctru ctia
Copeland tai Houston (Hoa Ky) kha ning séng sau 5 nim & nhitng bénh
nhan u tiéu ndo 1a 60%, két qua cta ching t6i con thap hon nhiéu.
Nghién ctru ciing cho thdy sy khac biét vé sé bénh nhan tir vong theo
cac loai u mo6 bénh hoc trong 5 nam theo doi (p < 0,001). Ty I¢ tir vong
dén thoi diém két thuc nghién ctru cao nhat & nhom u mang ndo that
(76,5%), tiép dén 1a nhom u nguyén tiy bao (68,9%), u té bao hinh sao
(31,0%), thap nhat 1a nhém cac u khac (25%).

Nhén xét dya theo dudng Kaplan-Meier du doan kha ning séng
sau 5 nim cua nhom u té bao hinh sao 1a 60%, u nguyén tiy bao
30%. Poi voi u mang ndo thit chua c6 bénh nhan nao séng du 5
niam theo ddi, wdc doan sb séng sau 3 nam 1a 25%. Theo Jacqueline
(1984), bénh nhan u nguyén tiy bao néu phiu thuat hét u, két hop Vol
xa tri va hoa chit s& song sau 1 nam 85,7%, 5 nam 1a 64,3%. Ty 1¢ song
qua 5 nim cta nhom u té bao hinh sao trong nghién ctru 1a 50% tuong
duong vai tac gia Udjlan (1989) 1a 47%.
4.2.1.2. Pdnh gid két qua diéu tri phau thudt

C6 51,6% bénh nhan dugc phau thuat cit hoan toan u va 38,7%
phiu thuat khong hét u. Trong tdng s6 bénh nhan duoc phau thuét
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6 8,1% bénh nhan tir vong trong giai doan hau phau ma chua kip
chup cong hudng tir so ndo. Pa sb bénh nhan (89,5%) chi phai phiu
thuat 1 1an, 9,7% bénh phai phﬁu thuat 2 1an, chi c6 01 bénh nhan phai
phau thuat 3 lan.

4.2.2. Pdnh gid két qud ciia cdc u moé bénh hoc theo phdc dé diéu tri
4.2.2.1. Pdnh gid két qud diéu tri chung cdc logi u mé bénh hoc

Nghién ctru cho thay 71,8% chi phau thuat don thuan ma khong ap
dung cac bién phap diéu tri khac. 'Cac bénh nhan nay gém mot sd mic u
té bao hinh sao bac thap, mot s6 bénh nhan da tir vong sau thoi gian
phau thuat chua kip diéu tri tia xa hay hoa chat. S6 tr vong ¢ bénh nhan
phiu thuat don thuan chiém ty 1& cao (64%), xay ra nhiéu trong nim
2009, 2010 va 2011. S6 bénh nhan sau phau thuat két hop voi xa tri chi
c6 10 bénh nhan (8%) va 50% trudng hop tir vong trong thoi diém 3
nim. C6 6 bénh nhan sau phiu thuat dugc diéu tri hoa chat va da tir
vong 50% trong 5 nam. Nhom dugc diéu tri du 3 liéu phap két hop phau
thuat + xa tri + hoa chét chi c6 19 bénh nhan (15%). Nhém nay co ty 18
tir vong thap nhét (21% sau 5 nam). Tir két qua trén chung t61 nhén thay
bénh nhén tr vong nhiéu va lai xdy ra trong nim thir nhat nhu da phan
tich & trén ¢ thé do cac bénh nhan chua duge ap dung duoc day du 3
liéu phap diéu tri ung thu 1a phau thuat két hop véi xa tri phdi hop voi
hoa chét. Heiskanen va Lehtosalo (Hoa Ky) qua nhan xét 118 bénh nhén u
tiéu nfo duoc phiu thuat tir thoi ky 1968 dén 1982 cho thay thoi ky 1976
trg di khi c6 chian doan bang chup CLVT, bénh nhan dwoc dit dan luu
ndo thit & bung va sau d6 mot tuan duoc phﬁu thuét cit u, tac gia nhan
thiy bénh nhan khong con tir vong khi phiu thuat, thoi gian sdng sot
sau 10 nam véi u té bao hinh sao 1a 97%, u nguyén tiy bao 1 13%, con
U mang n&o that thi rat xiu, sd séng sau 5 nam chi c6 7%.
4.2.2.2. Nhin xét két qua diéu tri u nguyén tiiy bao

Trong s6 61 bénh nhan u nguyén tay bao, c6 35 bénh nhan
(57,4%) chi duoc phau thudt don thuan da tir vong hét. S6 dugc diéu tri
phau thuat két hop v6i xa tri €0 5 bénh nhan da tir vong 2. Nhém phau
thuat két hop v6i hoa chit c6 2 bénh nhéan da tir vong 1. Nhém phiu thuét
két hop voi xa tri va hoa chit c6 19 (31,1%) bénh nhan, sb nay dén thoi
diém két thiic nghién ctru con song 78,9%.

Nghién ctru c¢6 ty 18 sbng sau nim diu twong dwong véi tac gia
Jacqueline va c6 thé con cao hon & liéu phap phau thuat kém xa tri. Tuy
nhién ty 1¢ sdng sau 5 nim cua nghién ciru thip hon Jacqueline & tat
ca cac liéu phap. Chung toi nhan thy c6 thé nhidu yéu tb lién quan
dén céac liéu phap didu tri ciia chung t6i chua tét.
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Puong Kaplan — Meier cho thay kha ning séng sau 5 nim cia u
nguyén tuy bao 1a 30%. Két qua twong duong véi Heiskanen (1985) véi
39 bénh nhan u nguyén tity bao c6 thoi gian séng sau 5 nam 1a 27%.
4.2.2.3. Nhin xét két qud diéu trj ciia u té bao hinh sao

C6 69% bénh nhan u té bao hinh sao con song dén thoi diém két
thac nghién ctru. Pudng Kaplan - Meier dbi voi bénh u té bao hinh sao
cho thiy kha ning sdng sau 5 nim cua nhom nay dat 70%. Két qua
nghién ctru cta chung t6i thdp hon cua Heiskanen (1985), s6 bénh nhan
song sau 5 nam la (83,7%).
4.2.2.4. Nhin xét két qud diéu tri ciia u mang ndo thit

Trong 17 bénh nhan u mang ndo that: c6 9 duoc ph?tu thuat don
thuan, da ta vong 8§ tré, phﬁu thuét két hop xa tri c6 5, da tor vong 3,
phiu thuat két hop xa tri va héa tri liéu chi co 3 trudng hop thi tir vong
2. Nhu vay, chung t61 khong c6 truong hop nao dugc diéu trj day du 3
lidu phép theo nguyén tic diéu tri ung thu & thé nay, chi c6 8/17 truong
hop duoc phiu thuat Kkét hop voi xa tri hoac hoéa tri liéu. Cac bénh nhi
duoc chi dinh xa tri phai trén 6 tudi nhu vay tré bi mic khdi u mang nao
that duogc chi dinh xa trj rat thép Vi 76,5% tré dudi 4 tudi. Su séng thém
lau nhét dén thoi diém két thuc nghién ctru 13 1 bénh nhi dugc 41 thang.
Theo Pierre - Kahm (1983), néu duoc diéu tri ddy du, u mang ndo that
dudi 1éu song thém 5 nam dugc 39%, ty 18 tai phat 1a 41%, di can 1a
20%, diéu nay ciing hy vong kha niang song thém s& cao hon néu tré
dugc diéu tri tt hon.

4.2.3. Cac bt thwong vé thin kinh, tim than sau diéu tri
4.2.3.1. Cdc di chirng thwong gap & bénh nhén con song

Nghién ciru cho thiy ¢6 35,5% bénh nhan séng c6 cac di chung &
cac mirc do khac nhau. Trong s6 cac bénh nhén c6 di chirng, mdi bénh
nhan c6 tir 1 dén 3 di chung khac nhau, r6i loan van dong la di ching
gip nhiéu nhét (84,2% bénh nhan c6 di chung), liét thin kinh so chiém
12 47,4%.
4.2.3.2. Tinh trang phdt trién tri tué sau diéu tri

Chi s6 IQ ¢ bénh nhan u tiéu ndo con sdng sau diéu tri kha cao
(trung binh trén 90). Muc diém IQ ciia bénh nhan u té bao hinh sao cao
hon ctia u nguyén tiy bao (p<0,05). Li¢u phap day du va két hop
thuong c6 chi s6 IQ kém so v61 nhém khong xa tri va diéu tri hoa chat.
Chi s6 IQ nhém c6 diéu tri xa thip hon nhém khéng diéu tri xa 13 5,2 diém,
néu didu tri xa kém theo diéu tri hoa chét chi s6 IQ thép hon nhom khong
diéu tri xa va hoa chét 13 6,6 diém.
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4.2.4. Mot s6 yéu to lién quan dén két qua sdng va tir vong ciia tirng
loai u mé bénh hoc tiéu nio

Chung toi da tim thdy mot sd yéu t6 lién quan dén sy séng thém
hodc tir vong ]
*Lién quan dén nhom tuoi i

Nghién ctru cho thdy nhoém tudi 0 - 4 tudi c6 ty 1& tir vong cao &
bénh nhén u nguyén tuy bao va u mang nao that (86,7% va 84 ,6%).
Nhoém tudi 10 - 15 & bénh nhan u té bao hinh sao co ty 1¢ tir vong thap
nhat (11, 1%). So sanh nhoém tu01 anh huong dén tr vong trong thoi
dlem nim dau, cac tré ¢ nhom tudi 0 - 4 tudi co ty 1é tir vong cao nht.
Két qua nghién ctru vé tudi lién quan dén tir vong thay tuwong duong voi
nghién ctru ciia Undjian (1989) va Jeffrey (1982), tién lwong x4u hon &
nhom tré dudi 4 tudi, cang nho tudi tién luong séng cang thap.
*Lién quan kich thudce khoi u

C6 69 bénh nhan t vong trong d6 54 (78,3%) bénh tir vong trong
nam dau. Nhom c6 kich thudc < 3 cm tir vong 4 trudng hop trong 5 nam (3
tir vong trong niam dau va 1 trong nam thir 2). Nhdm 3 - 5 cm ¢d 62 bénh
nhan tir vong thi ndm dau 48, nam thir 2 12 10 va 4 bénh nhan t&r vong
trong 3 nam con lai. Nhém c6 kich > 5 cm ¢6 3 bénh nhan tir vong déu xay
ra trong nam dau tién. RA rang kich thudc khéi u ¢6 xu hudng cang 16n thi
thi két qua diéu tri phau thut cang kho khan. Hon nira khdi u di c6 thé di
can va cac mo lanh ké can.
*Lién quan dén sw xam ldn than ndo va di cdn tiy song

Nghién ctru cho thdy s truong hop di can tiy 100% tir vong trong
nam tht nhat. Nhom c6 xam 14n than ndo don thuan c6 11/13 bénh nhan
tr vong trong ndm thir nhét, con lai 2 truong hop tir vong trong nam thir
2. Nhom c6 xam 1an than ndo va di can xudng tiy sdng c6 5 truong hop
thi tir vong hét trong ndm thu nhat. ‘
*Lién quan dén cdc thé u mé bénh hoc cua tiéu nio

Nghién ciru cho thiy u mang ndo thit c6 ty 18 tir vong cao nhit trong
ngim diéu tri dau tién (58,8%) sau dén u nguyén tuy bao (54,1%), r6i u
t€ bao hinh sao (31%), cudi cung la cac u khac (25%) voi sy khac biét
¢ y nghia (p = 0,038). Dong thoi ching t01 cling thdy ty 1¢ bénh nhan
song dén thoi diém két thiic nghién ctru u t& bao hinh sao ciing cao hon
hén u nguyén tiry bao va u mang nio tht (p < 0,001).
*Lién quan dén mire do dc tinh ciia khoi u

Panh gia mirc d9 ac tinh chung ctia cac u mo6 bénh hoc bi tir vong trong
nim dau tién, bang 3.29 da cho thay phan 16n cic bénh nhi méc do ac tinh
cao do¢ III co ty I€ tir vong dén 80%, sau dén do IV 14 56,9%, d0 11 53,3% va
d6 T1a 22,2%. So sanh sy khéc biét tir vong c¢6 y nghia thong ké (p=0,003).
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Két qua nay ciing phi hop v6i nhiéu nghién ctiru qubc té mirc do ac tinh
cang cao thi ty vong cua bénh nhan s€ xdy ra sém hon.
*Lién quan dén phau thuat cdt u

Chung toi thay phiu thuat cit bo hét u ty 1¢ tir vong thap hon so véi
khéng cat dugc hét khéi u (p<0,001). Tuy nhién, ching t6i thiy néu chi
phau thudt don thuin c4c bénh nhan d€u tu vong trong nam dau (trir
truong hop u té bao hinh sao do thap) néu khong két hop liéu phap xa
tri hay hoa chét hodc ca hai liéu phép nay.

KET LUAN
Nghién ctru 124 tré em bi u tiéu ndo tai Bénh vién Nhi Trung
wong tir nim 2009 dén 2014, chung toi rat ra mot sé két luan sau:

1. Pac dlem 1am sang, md bénh hoc u tiéu nio & tré em

- Tubi méc bénh trung binh: 6,2, nhiéu nhat 1a tir 5 - 9 t1101 ddi voi u
nguyén tuy bao vau te bao hinh sao, d6i u mang néo that gip & tudi thap hon
120 - 4 tudi. Nam mic bénh nhiéu hon nit theo ty 1¢ 1a 1,58/1.

- Bénh nhi thuong nhap vién mudn trung binh la 58,1 ngay.

- Biéu hién 1am sang chung 12 non 89,5%, dau dau 81,5%, phu gai
thi 54,4%, mat diéu hoa dong tac 89,5 %, loang choang 87,9%, run
chi 32,3%.

Céc biéu hién triéu ching theo m6 bénh hoc u nguyén tuy bao, u
té bao hinh sao la nhire dau, non, phu gai thi, loang choang, mat diéu
hoa dong tac cling giéng nhu nhing triéu ching thuong gdp nhu u
tiéu ndo ndi chung, riéng u mang nio that nhirc dau va non thip hon
r0 rét.

- Hinh anh khéi u theo mé bénh hoc:

U nguyén tiy bao chi yéu gip ¢ thuy nhong 91,8%, u té bao hinh
sao gip ¢ ban cau 28,6%, thiy nhong 38,1%, ca ban cau va thuy
nhong la 33,3%, duy nhat 1a khdi u c6 dang nang dich (78,6%), u
mang n&o thit chu yéu gip & thuy nhong (88,2%). U nguyén tiy bao
va u mang ndo that co di can tay va xam lan than nio.

- M6 bénh hoc: u nguyén tiy bao chiém 49,2%, u té bao hinh sao
33,9%, u mang ndo that chiém 13,7%, cac loai khac chiém 3,2%.

Vé phan d6 4c tinh: Tt ca u nguyén tay bao c6 do ac tinh d¢ IV. U
té bao hinh sao c6 do ac tinh bac thap chiém 92,9%. U mang ndo thit co
d6 ac tinh bac thap 1a 64,7%.
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2. Panh gia két qua diéu tri
- Két qua diéu tri chung;

Co 69/124 (55,6%) bénh nha bi tr vong, 78,3 so tu vong xay ra ngay
trong nam dau tién. 18 bénh nhan/57 tré con séng theo ddi 5 nim dén
thoi diém két thiic nghién ctru. Puong cong Keplan- Meier uc doan ty
1¢ con séng sau 5 nam 1a 38%.

- Két qua diéu trj theo thé m6é md bénh hoc

+ U nguyén tay bao 35/61 tré didu tri phau thuat don thuan déu tir
vong, 26 tré con lai dugc diéu tri phau thuat két hop véi xa tri/ hoa chét
hodc véi ca hai xa tri + hoa chat séng dai hon. CAc bénh nhan duoc cét
hét u sdng thém cao hon 15 rét. Sau 1 nim sb tré con séng 1a 45,9%.
Puong Kaplan - Meier u6c sau 5 nim s con song 1a 27%.

+ U té bao hinh sao: 42 tré chi diéu tri phau thudt don thuan. Sau nim
dau tién so tré con sdng 72% . Pudng kaplan- Meier udc tinh sau 5 nim
con 60%.

+ U mang ndo that: 17 tré, trong d6 8 tré phau thuat don thuan con lai
9/17 két hop xa tri hodc hoa chét. S tré sdng thém dén thoi diém két thiic
nghién ctru 13 4 (23,%) va s6 duoc theo dai 5 nam déu tir vong.

- Mot sb yéu t6 lién quan dén sb sdng va tir vong & cac bénh u tiéu
ndo noéi chung 1a tudi mic bénh, thoi gian xut hién dau hiéu dau tién
dén khi duoc chén doan, kich thuéc khdi u, thé bénh md bénh hoc, do
ac tinh, ket qua cat khdi u, tuan thu diéu tri theo liéu _phap.

- Mot sO trudng hop o réi loan van dong khong héi phuc, thay doi tinh
nét, rdi loan ngdn ngt, ligt than kinh SO sau diéu trj. Cac chi s6 danh gia
tam than thiy binh thudng véi chi sb tri tué (IQ) trung binh trén 90%.

KIEN NGHI

1. Can phat hién som, chan doan va diéu tri kip thoi bénh u tiéu ndo
s€ giam tir vong va nang cao chét lugng cudce song cho bénh nhéan.

2. Diéu tri u tiéu ndo trudc tién can phai phau thuét lay hét u. Sau do,
phéac d6 két hop voi xa tri, hda chat s& cho két qua tdt hon.

3. Can nhiéu nghién ctru sdu hon nira vé cac phac do diéu tri va tién
lugng déi voi timg loai u mo6 bénh hoc, bénh 1y gien trong u tiéu ndo.

Mot s6 han ché ciia nghién ctru: Nghién ctru trai rong va dau tién
vé toan bd u tiéu ndo nham lam toat 1én tinh hinh chan doan, cac thé mo
bénh hoc va diéu trj trong giai doan hién nay nén chua di sdu vao cac
khia canh cuy thé dé c6 két qua day dii va chi tiét hon.
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INTRODUCTION

1. Research Questions

Brain tumors make up approximately 20% of all cancers in
children under the age of 15. Childhood brain tumors are commonly
found in the posterior fossa, in which the incidence and mortality rate of
cerebellar tumors rank the highest. Cerebellar tumors compose of
neoplasm originating from the vermis, cerebellar hemisphere and fourth
ventricle. Histopathologically, cerebellar ~ tumors  embody
medulloblastoma, astrocytoma, ependymoma and some other rare types.
Medulloblastoma is a common cancer, making up about 15-20%, the
second most prevalent malignant tumor is Astrocytoma (10-12%), but
this type mostly has the lowest malignancy rate, the ependymoma
makes up solely 10% of central nervous system tumors. The roots of
cerebellar tumors generally remains obscure, however some cases relate
to hereditary factors. In children, the age of onset of brain tumors in the
cerebellum is normally under 10 years old, except some patients
suffering from it right in first months after birth.

Nowadays, thanks to the development of early diagnosis and
cooperation of distinct interventions like surgery, chemo and
radiotherapy, more than 60% of children with brain tumors in the
cerebellum have survived for more than 5 years, children with low
grade astrocytoma have a chance to live up to 10 years.

The National Hospital of Pediatrics, from 2008 until now, has
improved diagnosis and treatment of this disease. Histopathological
techniques, cancer surgery, radio and chemotherapy have been better
than those in the past. For these reasons, we decided to research a topic:
“Study of clinical features, histopathology and assessment of the
outcomes of treatment for childhood cerebellar tumors at the
National Hospital of Pediatrics” with two objectives:

1. Describing several clinical features and histopathology of
childhood cerebellar tumor.
2. Assessment of the outcomes of treatment for childhood
cerebellar tumors at the National Hospital of Pediatrics.
1. Scientific and practical meaning of the project.

Determining notable signs of clinical symptoms and pathological
lesions on diagnosis images, histopathological features of Vietnamese
children, the results of therapy applications following medication at the
National Hospital of Pediatrics and the causes and factors that affect
survival or death rates.



Determining average incidence rate of cerebellar tumors as well
as histopathological tumors in different ages; important clinical
symptoms and lesion image specific for distinct cerebellar
histopathological tumor sorts.

The malignant stages of histopathological neoplasm.

Survival and death outcomes of therapy combinations like
surgery, radio and chemotherapy based on hospital’s medication.

2. Project ‘s new role

Until recently, there have not been any projects studying in
clinical detail the histopathology and brain tumors in the cerebellum
treatment results in children, hence this research plays new roles:

Determining the incidence rate of cerebellar tumors and
histological forms according to different age groups of children.

Determining clinical symptoms and significant pathologic lesions
of cerebellar tumors, specifically many tumors type in histological
manner.

Assessing mortality and survival rate after 5 years of being
treated with distinct therapies like surgery, radio and chemotherapy.

The cause and factors impinge on treatment results.

Some necessary recommendations for diagnosis, treatment,
caring and supplemental studies that aim to extend the life and living
standards of Vietnamese children with cancer.

3. The composition of thesis.

The thesis composes of 142 pages including: 3 pages of research
questions, 45 pages of literature review, 21 pages of research subjects
and methods, 31 pages of results, 38 pages of discussions, 2 pages for
the conclusion, 1 page for recommendations, and 1 page for limitations
of the project.

The thesis has 31 tables, 8 charts, and 11 figures.

References: 117 references, which includes 102 and 15 articles
written in English and Vietnamese respectively.

Chapter 1: LITERATURE REVIEW
1.1. Definitions
A Cerebellar tumor is neoplasm stemming from the cerebellum and
IV ventricle in the posterior fossa. Histopathologically, there are two main
categories of cerebellar tumor, which are medulloblastoma and
astrocytoma. Ependymoma that traces in ventricular membrane of IV
ventricle connecting with cerebellum can invade cerebellum, clinically



expressed as medulloblastoma and astrocytoma so it is categorized in
cerebellum tumors. There are also some rare cancer types.

1.2. Some epidemiological features and cerebellar neoplasm
researches.

1.2.1. Incidence rate

In the world, the incidence of central nervous system cancer takes
30% of total tumor prevalence in children under the age of 15. In the
USA, there are approximately 3700 pediatric cancer patients each year.
The incidence proportion of under 20 year-old-children is 45/100000
individuals/year, and reaches the highest rate in age under five (about
52/100000 juveniles/year). In Canada, statistics from 2003 to 2007
showed that 1039 children were susceptible to central nervous system
cancer, in which 16% of childhood cancer with 44% astrocytoma, 20%
were tumors originating in the skull and spinal cord and the percentage
of ependymoma was 10%. The incidence rate of under age 5 and age 10
children was 30% and 75% respectively. The lodgment of cancer is
found commonly in the posterior fossa.

Ten to twenty percent of all total tumors arising in children is
astrocytoma, commonly found in posterior fossa and makes up one third
to one fourth of all total posterior fossa neoplasm types. Prevalent
astrocytomas have low malignancy level.

Medulloblastoma is the most cancerous, which makes up 15-20%
of all brain tumors and 30-40% of posterior fossa tumors. Common age
of onset is 3-4 years old, boys are likely to suffer more often than girls
(ratio: 1.5/1). Medulloblastoma apparently tends to invade by following
the cerebrospinal fluid path and triggering cord tumor in 11-43% of
diagnosed cases.

Ependymoma stems from the ventricular membrane. In children,
prevalent lodgment is in IV ventricle, the incidence proportion in both
genders is similar, average diagnosed age is 5 years old, 25-40% of
children with cancer is under 2 years old.

Akay K.M evaluates 27 brain tumors in the cerebellumcases
cytologicaly classified, and observes the percentages of pilocytic
astrocytoma, medulloblastoma, ependymoma, anaplastic astrocytoma,
cystic oligodendroglioma and hemangioblastoma 48.2%, 22.2%, 18.5%,
3.75%, 3.7%, 3.7% respectively.

Eventhough intervention has improved in recent decades, yet
childhood tumors are severe diseases with high medical expenses,
survival rate for living more than 5 years of all brain cancers is 64%.
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In Vietnam, there have not been any researchs reporting the incidence
rate of cerebellar tumors and symptoms in histological manner.
1.2.2. Causes and risk factors.

The roots of cerecellar neoplasm now remains elusive. The
genetic problems of brain neoplasms are paid more attention in recent
decades, however, it is still in the experimental stages. People see that
this disease can arise in the first months after birth and have high
proportion in first decade of childhood. Several related factors like
impacts of radio, toxin, tobaco and some viruses can relate to the
increased risk of cancer epidemy, particularly cerebellar tumors.

1.3. Brain and cerabellar tumor classification

The first time brain tumors were histologically categorised was in
1926 by Perci Bailey and Harvey Cushing. World Health Organization
(WHO) modifed and supplemented, in turn in 1979, 1993, 2007.

The classification are widely used now belong to WHO 2007.
1.3.1. Prevalent brain tumors in children: cancer lodgmentand
histopathological origin.

Posterior fossa tumors:

- Medulloblastoma 43-63% brain tumor types
- Low-grade astrocytoma 20-25% c.eiiiiiinan
- Ependymoma 12-18%...cccccvvcvrnenen.
- Glioma 4-8%0..ccciiiieiiiiennn,
- Other cancer types 2-5% i

1.3.2. Classification of malignant grade regarding to WHO 2007.
The World Health Organization “grades” on scale from I to IV.
Grade I: Tumor develops slowly, surgery gives good pronogtic
results
Giant cell astrocytoma beneath ventricular membrane, pilocytic
astrocytoma, rare ependymoma, and myxopapillary ependymoma.

Grade Il: Cancer cells spreading growth, high recurrence rate,
surviving for more than 5 years

Myxoid astrocytoma, diffuse astrocytoma, oligodendroglioma,
oligoastrocytoma, and ependymoma.

Grade IlI: Irregular border and invasive neoplasm, having
abnormal nucleus

Anaplastic Astrocytoma, anaplastic oligodendroglioma, and
anaplastic ependymoma.

Grade 1V: Diffused, irregular border tumor, variable cell types
and having many abnormal nucleuses

Medulloblastoma and glioblastoma.



1.4. Pathological features of cerebellar tumor regarding to localization.
1.4.1. Clinical presentations of cerebellar regarding to brain
localization

Intracranial hypertension syndrome

Intracranial hypertension syndrome can either occur suddenly or
may gradually happen over time.

Headaches are the most common symptom (76-85%). VVomiting
associated with headache, but vomiting, perhaps, don’t occur together
with headaches. Vomiting is recurring and tends to occur in the
morning. Papilloedema is also a common sign. Small baby patients:
Intracranial hypertension syndrome can be seen as big head, fontanel is
bulged outward, bony plates spread apart.

Cerebellar syndrome

Motor ataxia, limb tremor, ataxic gait, hypotonia, nystagmus, and
language impairments. Basic movement disorders like dysmetria and
hypermetria. Complex motion impairments: asynergy.

1.4.2. The roles of diagnostic imaging in brain and cerebellar
tumor diagnosis.

Diagnostic magnetic resonance and CT imaging is vital tests in
detecting the locations and morphological characteristics of cerebellar
cancer. Spectroscopy assists in diagnosing the malignancy level of
cancer. Histopathological diagnosis helps classifying sorts of cancer
type which are important basement for apply therapies.

1.5. Pathological characteristics according to histopathology
1.5.1. Medulloblastoma

In histopathology, these are small, round blue cells originating
from the posterior fossa. In recent WHO classification,
medulloblastoma is sub-divided into many groups composing of
medulloblastoma with small nodules, medulloblastoma with extensive
nodules anaplastic medulloblastoma, and medulloblastoma multiforms.

The most common symptoms of cerebellar cancers were
unspecific symptoms of raised intracranial pressure and no local
paralysis. Papilloedema, headaches, vomiting and ataxia make up 90%
of cases, diplopia secondly arises because of the fourth cranial nerve
palsy. In addition, raised tendon reflex leading to ventricular dilatation
is a prevalent symptom.

1.5.2. Cerebellar astrocystoma

According to WHO 2007, astrocystoma has 4 grades:

Grade 1: Pilocytic Astrocytoma is tumor growing at similar rates
as normal cells and is a less invasive neoplasm. In MRI and CT



imaging, this type presents as cystic component with cancer has cysts
with enhancing mural nodule.

Grade Il: Diffuse Astrocytoma grows quite slowly, when
modified signs appear, it is considered as having potential to transform
into cancer and begin moving to benign tissue.

Grade I11: An anaplastic astrocytoma, neoplasms lack of structure and
function of normal cell, grow rapidly and invade nearby brain tissues.

Grade IV: Glioblastoma, abnormal cells growing steadily and
invade aggressively.

Clinical presentations are headache in early morning, vomiting.
There can be papilloedema, motor ataxia, ataxic gait, one or both lateral
apraxia, cranial nervous lesions like nystagmus, I nervous palsy.

1.5.3. Ependymoma

Ependymoma is cancer stemming from ependyma composing of
oval nucleus and have alteration in areas of high fibrillation cells. The
neoplasms can form long or round structure like ventricular zone of
embryonic neural tube, spread in the blood vessel canals and form a
rose like shape surrounding blood vessel.

Clinical presentations are not different from other posterior fossa
tumors. Some types can damage brain stems and palsy cranial nerves
prior to signs of raised intracranial pressure. Ependymoma spreads in
cerebellar sphere will be the root for lateral nerve VI,VII,VIII palsy and
appears early. Stiff neck and head are common signs.

1.5.4. Some other rare cerebellar cancers.

Hemangioblastoma, germinoma, sarcoma, melanoma, choroid
plexus tumors and phrenic nerve tumors.
1.6. Treatment
1.6.1. General principles of treatment

Basic therapies are surgery, chemo and radio therapy,
rehabilitation, psychotherapy and palliative care.

Surgery

Complete removal of the tumor is the best option, but practically
almost all tumor borders are so irregular that it is extremely difficult to
totally remove nodules. Sometimes, surgery removes only part of the
cancer and cooperate with needle biopsy.

Radiotherapy

The purposes of this therapy are killing cancer cells while
causing as little harm as possible to surrounding normal cells.
Patients can be treated with radiotherapy alone or in combination
with other methods. The dose requiring for completely kill cancer is
50-55 Gy, each divided dose is 1.8-2 Gy and 1 divided dose/day.



Chemotherapy

Chemotherapy plays a vital role in the combination of variable
treatment therapies. Chemotherapy in children under age 3 helps delay the
initiation of radiotherapy; avoiding severe complications of radiotherapy in
very young children. This therapy is given in rounds, after each round, there
will be break to allow the patient’s body time to recover.

1.7.2. Treatment of some tumor types
1.7.2.1. Treatment of medulloblastoma

Surgery removing cancer is followed by radiation to the entire
craniospinal axis (for 6 years old children and above). Treatment is
followed the standard 3600 cGy for intracranial and spinal cord
radiation, total radiation dose is 5580 cGy. The administration of
chemo, in turn, is performed. The surgery for children under age 6 is
followed by chemo regarding to protocol, if they live more than 6 years,
radiation can be additionally given.
1.7.2.2. Cerebellar astrocystoma treatment

Surgery is used to remove as much of the tumor as possible. The
removal of cancer will reduce intracranial pressure, improve symptoms,
if the entire tumor is not removed, the rest will be treated by radiation.
Chemo is used in some certain situations.
1.7.2.3. Ependymoma treatment

Surgery to remove completely cancer is the best option; combine
with radiotherapy (for children above age 6). The treatment of high-
grade ependymoma is similar to the one of medulloblastoma but the
prognosis is worse.
1.7.2.4. Treatment of other cancers.

There are some protocols might be suitable for each specific
tumor types .

1.7.3. Consequences, complications of treatment methods.

Acute reactions: Diapedesis, raised sensitivity, defensive shock,
vomiting and nausea. Some early advert effects: mucositis, alopecia,
diarrhea, constipation, altered nutrition, aplastic anemia.
1.7.4.Rehabilitation and palliative care.

Including physiotherapy, language practice, work-related
exercises, temporarily relieving disease, psychological care and
palliative care.

1.7.5. Prognosis of cerebellar cancers.

Prognosis depends on the tumor location, histopathological
characteristics, age and how patients respond to treatment. .. Early and quick
treatment and credible protocol is the most important for prognosis.



Chapter 2: Subject and research methods

2.1. Research subject

124 pediatric patients who are diagnosed with brain tumors in the
cerebellum were admitted to the National Hospital of Pediatrics. They
were operated and histologically categorized from 1/1/2009 to
31/12/2013. Observations were kept on until 31/12/2014.

2.2. Research methods
2.2.1. Research methods:

Prospective descriptive study observes a series of medical cases.
2.2.2.Sample size

Sample size is chosen according to the convenience sampling
method. In 5 years, 124 patients with cerebellar cancers will be operated
and histologically categorized.

2.2.3. Study organization

Patients that admitted were diagnosed and treated in Neurology
Department. Consultation was hold to decide surgery. They were
treated in SICU after surgery. After 14 days, head MRI was performed
to check. Chemotherapy, radiation or combination plans or periodic
observation plan were set up and evaluate each therapies. Radiotherapy
was given to patients at Radio Medical and Oncology Center.
Observation was perform in durations: once every three months in the
first year, once every 6 months in second year and once every year in
the following years.

2.2.4. Sampling method

Having sufficient standards for cerebellar diagnosis.

Being uniform in clinical, sub clinical examination, treatment and
observation procedures. Recording in medical reports.

Fellow and neurologist periodically re-checked
2.2.5. Study content and assessment methods:
2.2.5.1. First aim: Description of some clinical and histological
features of pediatric cerebellar cancer.

Some epidemiological clinical characteristics: Age and gender,
location, incidence in month and year, distribution according to
histopathology (medulloblastoma, astrocytoma, ependymoma and other
types), common characteristics of histological tumor in age and gender.

Clinical features: Primary symptoms of disease, time from
appearance of symptoms to hospitalization, clinical signs at admission
time and clinical traits according to histopathology.



Characteristics of Magnetic resonance imaging: Estimate tumor
image as: location, margin, size, density, cysts, drug penetration level,
invasive level, local cerebral edema, ventricular dilatation, cord metastasis.

Histological features and classification: Histological diagnosis
was performed in the anapathological department of the National
Hospital of Pediatrics, based on WHO 2007 classification.
2.2.5.2. Second aim: Assessment of childhood cerebellar treatment
outcome

- Treatment protocol at the National Hospital of Pediatrics:

+ Surgery: given for all types of cancer, performed right after
diagnosis and if the patient’s condition allows. The removal of cancer
cell mass is performed one time or after placing a shunt between the
brain ventricles and abdominal cavity.

+ Radiotherapy at Radio Medical and Oncology Center, Bach
Mai Hospital for patients with medulloblastoma, ependymoma,
astrocytoma. Subsequently: for children 6 years and above: combine
with chemo including vincristine, cisplatin and cyclophosphamid in 6
rounds (except low-grade astrocytoma).

+ Chemotherapy: for children under age 6: cannot take radiation
therapy or are given radiotherapy after surgery: 4 rounds, first week:
vincristine and cyclophosphamid, week 3 and week 5: vincristine and
methotrexate, seventh week: vincristine and etoposide. Resting for two
weeks and repeat 2 rounds like above. Low grade astrocytoma does not
need chemo and radiotherapy.

- General outcomes of cerebellar treatment

+ Survival and mortality conditions of children in each years of
research period. Lapland-Meier graph estimate surviving patients.

+ Assessment of treatment results in merely surgery and
cooperating with radiotherapy, chemotherapy or both types of therapy.

-Treatment outcomes following medical protocol and
histopathology

Medulloblastoma:Results show the number of surviving children
in tumor removal surgery, complete and partial removal, assessment
results of adjuvant therapies.

Astrocytoma: Outcomes of patients taking solely surgery for low
grade astrocytoma.

Ependymoma: The survival and death rate after applying distinct
therapies.
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- Some other factors relate to survival ability of each histological
cancer forms.

Children live or die depending on age, histopathological forms of
cancer, size, malignancy level, surgery, adjuvant therapies, invasion and
metastasis, compliance.

-Neurological disorders and impacts of therapies:

Neurological and mental sequelae in surviving patients,
intellectual development.

2.3. Data processing methods.

Data was collected, surveys were carried out, manipulation using
Epi - Info 6.04 software. Using medical statistical algorithm analyzed
standard deviation. Comparing the index of study groups by X and t
student with 95% reliability.

Chapter 3:RESULTS

From 1/1/2009 to 31/12/2013, National Hospital of Pediatrics
treated 124 patients with cerebellar tumor: performing surgery and
histological classification, the results were recorded below:

3.1. Clinical characteristics
3.1.1. Epidemic clinical features

Average age: 6.2+3.4. Male: Female = 1.58:1.

Brain tumors in the cerebellum is prevalently found in all ages, 2-
8 years old group: 85(68.5%) patients.

3.1.2. Clinical traits

* The period of time from the initial cancer sign appearance to
hospital

This average time is 25.1+ 7.7 days. The vast majority of patients
admitted in the first month was 76/124 (61.3%), next two months was
20/124 (16.1%), and the following 2 months was 13/124 (10.5%), that
was admitted more for more than a year because of suffering from the
disease.

The period of time from the initial cancer sign appearance to
hospital for astrocytoma is 86.2 days, for medulloblastoma is 49 days,
for ependymoma is 31.7 days and for other tumor cohorts is 13 days.

* Symptoms

Headaches 78/124 (63%), vomiting 25/124 (20.2%), limb
weakness/ paralysis 10/124(8.1%), balance disorder 7/124 (5.6%), the
remain is other symptoms in children.
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* Clinical symptoms present in when admission:

Vomiting and headache are common signs (89.5% and 81.5%
respectively). Apraxia and faltering are common (89.5% and 87.9%).

Table 3.6. Clinical symptoms at admission

Symptoms N Percentage (%)
Headache 101 81,5
Vomiting 111 89,5
Blurred vision 10 8,1
Diplopia 22 17,7
Symptom Papilledema (n=114) 62 54,4
”'Qgere" by Visual disorder 16 12,9
raised  Bjghead 12 9,7
intracranial - "Conyulsion 7 5,7
pressure and ["tiff neck 6 48
Otherl - Torticollis 15 12,1
neurological | Limb weakness/
signs. paralysis 36 29,0
Pyramidal sign 16 12.9
Hypotonia 42 33,9
Cranial nervous 26 21,0
paralysis
Faltering 109 87,9
Symptoms Irregulation 111 89,5
of cerebellar | Nystagmus 19 15,3
dysfunction | Limb shaking 40 32,3
Language disorder 7 5,7

3.1.3. Some pathological characteristics on MRI films.

*The imaging features of brain tumors in the cerebellum on MRI
films.

There are 71.8% tumors in vermis and 12.9% in cerebellar
hemisphere. They have average diameter 3-5cm, regular margin, non-
homogenous, 28.2% of tumors have cysts, markedly enhances after
gadolinium administration. Brain stem invasion 15.3%, third and lateral
ventricular dilatation 85.5%, spinal cord metastasis 7.2%.

3.1.4. Histopathological characteristics.
3.1.4.1 Brain tumors in the cerebellum distribution.



12

Table 3.8. Distribution of the cerebellum regarding to histopathology
and average age

Distribution Number of Average age
patient (%) (Year)

Cancer type

Medulloblastoma 61 (49,2) 6,9+ 3,2
Astrocytoma 42 (33,9) 6,9+35
Ependymoma 17 (13,7) 3324
Other types 4(3,2) 45+19
Total 124 (100%) 6,3+ 34

Medulloblastoma took approximately 50%, the latter are
astrocytoma, ependymoma. The average age of astrocytoma was similar
to medulloblastoma and higher than ependymoma’s data.

*The distribution of cerebellar neoplasm according to
histopathological features, gender and age groups.

Astrocytoma and Medulloblastoma had high incidence in the 5-9
years old group (25.8% and 16.2%), thenependymoma was often found
in younger children ages, 0-4 years old (13/17 patients).
Medulloblastoma had an incidence rate in male two times higher than in
female, especially from 5 to 9 years old, incidence of males was 4 time
higher than females.
3.1.4.2. Malignant level of tumor regarding to histopathology (WHO)

There were 41.1% of patients having low cancerous level (Grade
| and II), 56.5% high malignancy grade (Grade Ill and IV). The
majority of astrocytoma was in grade | (83.3%), fewer in the third and
fourth level (7.2%). Ependymoma commonly had malignant grade Il
(64.7%). One hundred percent of medulloblastoma was in grade IV.
3.1.5. The alteration between tumor types according to
histopatholgical features and pathological images on MRI.
3.1.5.1. The shift between astrocytoma and medulloblastoma

*Changes in clinical presentation:

The clinical symptoms of astrocytoma and medulloblastoma had
no difference (p>0.05).

*The alteration on images of MRI films.

Medulloblastoma cell mass located commonly in vermis while
the latter cancer lodged in hemisphere or in anterior vermis and
spreading lateral hemisphere (p<0.01). Medulloblastoma often had
small size, more uniformal density, stronger enhances whereas
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astrocytoma had regular margin (p<0.05). Cysts were often found in
astrocytoma image, cord metastasis found in the latter type.

3.1.5.2. The shift between astrocytoma and ependymoma regarding to
clinic and image on MRI films.

*The changes in clinical symptoms:

Almost symptoms were similar (p>0.05), except headache signs
in patients with astrocytoma were clearer (p<0.05).

*The changes in features in MRI films.

Ependymoma was prevalently found in vermis, irregular margin,
had brain stem invasion and cord metastasis. By contrast, astrocytoma
often located in cerebellar hemisphere, regular margin, did not invade
the brain nd had cord metastasis (p<0.01).
3.1.5.3. The alteration between medulloblastoma and ependymoma
regarding to clinic and MRI images.

*The changes in clinical presentation,

Headache, nausea/vomiting were common for medulloblastoma,
while hypotonia and stiff neck were found in ependymoma (p<0.05).

*The alterations in features on MRI images.

Ependymoma often located in vermis like medulloblastoma.
Nevertheless, this tumor type did not show lodgment in cerebral
hemisphere. Both types can invade the brain stem and metastasize
spinal cord.

3.2. Assessment of treatment outcomes
3.2.1. General treatment effects
3.2.1.1. The death/survival situation of patients.
Table 3.17. The condition of survive or death in each years of study

period.
Index Number of Number of patients Surviving
. was observed Annual .
patients patients at the
: annually death
admitted . end of the year.
Year (summation)
2009 28 28 17 11
2010 29 40 15 25
2011 25 50 18 32
2012 16 48 7 41
2013 26 67 8 59
2014 No record 59 4 55
69
0 0
Total 124 (100%) (55.6%) 55 (44,4%)
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Until the end point of research, there were 55 surviving patients
(44.4%).

*The condition of surviving and death patients in annual
observation

Kaplan-Meier survival estimate

2
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Figure 3.3. General Kaplan-Meier graph
The number of patients died in the first year, comparing with
total dead pediatric patients was 54/69 (78.3%), estimation of the
survival ability more than 5 years was approximately 38%.
3.2.1.2. Treatment outcomes according to histopathology

Kaplan-Meier survival estimates
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Comment: Astrocytoma had the highest surviving estimation,
after 5 vyears, survival expectancy  dropped down to 60%,
medulloblastoma, after 5 years, decreased to 30%, the longest plausible
observation of ependymoma patients was 41 months and exhibited a
23.5% survival rate.
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Table 3.19.The comparison of death and survival in the end of study
according to histopathology.

Types Survival Death P

n % n %
Astrocytoma 29 | 69,0% 13 31,0%
Medulloblastoma 19 | 31,1% 42 68,9% <0001
Ependymoma 4 | 235% 13 76,5% ’
Others 3 75,0% 1 25,0%

Astrocytoma has surviving rate, in the end of study, absolutely
greater than the latter types (p<0.001).
3.2.1.3. The assessment of surgery outcomes via MRI images.

*The evaluation of surgical results via MRI

There was 51.6% of patients with brain tumors in the cerebellum
which had removed the tumor mass completely, the images after
operation in 8.1% of patients cannot be detected since they had died
before MRI or CT were performed.

*Patient rate according to the times of surgery.

The number of patients just required one operation was 89.5%,
97% needed two operations, only one patient needed the third surgery
because of tumor reappearance.

3.2.2. Assessment of treatment outcomes according to protocol and
disease forms.
3.2.2.1. Basic treatment effects of histopathological tumor regarding to
each methods.

*Collection of treatment results of several therapies.

There were 89 (71.8%) children that took operations without
other therapies, 40% of them were alive at the end of study. These
groups mainly had astrocytoma. Ten patients were given surgery
operating with radiotherapy and 50% of them composing of 4
medulloblastoma and 1 third-grade ependymoma survived. Six patients
took surgery and adjuvant chemotherapy and half of them who had
medulloblastom and ependymoma, under the age of 6, had survived.
There were 78.9% of 19 patients who took a combination of surgery,
chemotherapy and radiotherapy survived, all of them were more than 6
years old and suffered from medulloblastoma.

*The number of surviving and death patients recorded in each years.

At the time the study finished, 55 children were alive. In which, 7
patients survived in 2009; 2010: 11, 2011: 10, 2012: 9, 2013: 18.
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3.2.2.2. Treatment outcomes of medulloblastoma

There were 61 patients with medulloblastoma, in which 35 (57.4%)
children took surgery alone and consequently all died. The remained 26
patients were given a therapy combination, particularly, the combination of
surgery, radio and chemotherapy has highest number of children (78.9%)
alive. 19/61 (31.2%) children lived until the end of study.
3.2.2.3. Results of astrocytoma treatment.

There were 29/42 patients with astrocytoma (69%) were alive
until the research finished.
3.2.2.4. Treatment outcomes of ependymoma.

Solely 4/17 (23.5%) patients with this disease survived until the
study ended.
3.2.3. Metal and neurological abnormalities triggered by disease and
therapies.

* Sequelae of surviving patients

Movement disorder was mostly seen (84.2%), cranial nervous
paralysis took 47.4%.

* Intellectual development after treatment

An intelligence quotient (IQ) of children with cerebellar cancer,
after intervention, was 94.8 points. Papillaryastrocytoma patient had a
higher 1Q score than patients with medulloblastoma. No radiotherapy
group had greater 1Q than the one taking that method (p<0.05). No
chemotherapy group had higher 1Q point than the chemo cohort
(p<0.05). No chemo and therapy cohort was higher than chemotherapy
and radiotherapy group in 1Q score.
3.2.4. Some factors relate to death and survival of each cancer types
according to histopathology.

* Relationship with age in histopathological manner

Children in the 0-4 years old group had highest death rate in
medulloblastoma and ependymoma (86.7% and 84.6%). The number of
surviving patient of 5-9 years old group was greatest: 30 (54.5%).
Cohort age 10-15 in patients with astrocytoma had the highest survival
rate (88.9%).

*Relating to tumor size

There were 54/69 patients that died in the first year (78.3%), in
which: size <3cm group took 75.0%, 3-5cm cohort made up 77.4% and
100% of patients having >5 cm cancer died.

*Relating to invasive tumor and metastasis.

All patients who had brain stem and cord metastasis died in the
first year 100%, 84.6% of patients of brain stem invasion group passed
away in the first year , the latter died in the second year.
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*Some factors mainly contribute to death and surviving number:

Patients who could survive after one year off treatment were
variable when differing in age group, tumor size, histopathological
types, malignant level, complete removal of cancer or not and how well
they followed the medication (p<0.05). Two group had more than and
under 60 days of onset before admission were the same (p=0.054).

Chapter 4: DISCUSSION
1.1. Histological and clinical characteristics.
1.1.1. Clinical epidemiological features

In 5 years of study, 124/177 patients were diagnosed based on
clinical, MRI imaging and histopathological classifications.

Age and gender

Brain tumors in the cerebellum was found in all ages, particularly
the 2-5 years old group was the most prevalent. Average age of onset
cancer was 6.2 + 3.4 years old. Boys suffered more often than girls
(ratio 1.58:1).

1.1.2. Brain cancer diagnosis
1.1.2.1. Clinical characteristic

Research illustrated that headaches, which was the primary signs,
had the greatest frequency (62.9%), then vomiting 20.2%, balance
disorder was merely found in 4 cases (5.6%). Regarding to John F. K et
al (2011), the early signs of patients with cerebellar tumor were raised
intracranial pressure triggered by disorders of cerebrospinal fluid
together with cancerous volume; therefore the early signs were
headache and vomiting, the next signs of cerebellar dysfunction were
things like balance disorders and apraxia.

In regards to frequency of clinical symptoms at admission, it
showed that notable signs of increased intracranial pressure were
headache in 101 children (87.9%) andvomiting in 111 children (89.5%),
then papilloedema in 62 children (54.4%). The significant symptoms of
cerebellar dysfunction was staggering (87.9%) and apraxia (89.5%).
Guy L. Odom (1956) from Duke University (USA) evaluated clinically
164 pediatric brain tumors in the cerebellum patients, he found that
84% of brain tumors in the cerebellumhad vomiting symptom, headache
took 82%, balance disorder 72%, nystagmus 46%, and double vision
29%. The interchange of clinical presentations between astrocytoma
and medulloblastoma: Headaches and vomiting were two profound
symptoms. Headaches of two tumor types made 85.7% and 85.3% of
children, the percentage of vomiting (or nausea) was 88.1% and 95.1%
of children, papilloedema of two sorts was approximately 45.9%
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comparing with 66.1% children. For cerebellar dysfunction, stagger in
astrocytoma were found in 92.9% of patients while this number of
medulloblastoma was 93.4%. Apraxia was commonly seen and similar
in two tumor types 92.9% and 93.4% relatively. Based on these data,
there were no differences between symptoms of intracranial
hypertension and cerebellar syndromes of these two histopathological
tumors (p>0.05). Comparison between clinical presentations of
ependyoma, astrocytoma and medulloblastoma show us that headache
in ependymoma was less commonly found than astrocytoma 5.7%
(p=0.024). Vomiting of ependymoma differed from medulloblastoma
(p=0.042). There was no difference in cerebellar dysfunction symptoms
of all three cancer types.

1.1.2.2. Pathological feature on MRI images.

Cerebellar cancers often located in vermis (71.8%) and solely
12.9% in cerebellar hemisphere. Tumor masses can be found in both
vermis and cerebellar hemisphere made up 15.3%. In 81.5% of cases,
tumor size had 3-5cm diameter and the other (15.5%) were more than
5¢cm diameter. Daria Riva (2000) from Italy had investigated 53 brain
tumors in the cerebellum cases whose average tumor size was 28mm
smaller than the tumor size of our study (43.4mm), this may be due to
late diagnosis of our patients.

Our detection results of cancer location can determine that
astrocytoma was mostly found in the hemisphere, vermis and cerebellar
hemisphere (61.9%) while medulloblastoma located mainly in
cerebellar vermis (91.8) ) (p<0.01). The density of astrocytoma was
more identical than medulloblastoma (p<0.01). Cysts were solely seen
in astrocytoma while medulloblastoma had none of them. Astrocytoma
could not invade the brain stem, unlike medulloblastoma (4.7% and
16.4% respectively). 9.8% of medulloblastoma cases had spinal cord
metastasis, whereas there was no case in astrocytoma. William T.
O’Brien (2013) suggested that cerebellar astrocytoma located in vermis
or migrated from vermis to hemisphere, most of them were large cysts.
Our results about cancer location were similar to Henry S. Friedmen’s
research (2014): 95-90% of medulloblastoma developed in vermis,
there were 75-90% of this type found in 92% of markedly enhances
after gadolinium administration.

Lodgment of ependymoma was mainly in cerebellar vermis
(88.2%), 11.8% of this case located in vermis and hemisphere, none
case was detected in cerebellar hemisphere alone. Ependymoma did not
have cysts like astrocytoma and metastasized down to spinal cord in
17.6% of cases.
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The detection of MRI images was very important for cerebellar
cancer, based on that, we can diagnosed histopathological types.
4.1.2.3. Histopathological traits of cerebellar cancer.

*Incidence rate according to histopathogogy

Researches of incidence following histopathology demonstrated
that medulloblastoma had the highest proportion (49.2%), the second
position was spent for astrocytoma (33.9%), ependymoma made up
13.7%, and others took 3.2%. Our outcomes were similar with the data
of Chang (1993), Gjerri (1998) andAkay K.M (2004).

*Malignant level according to histopathology.

Regard to WHO histopathological classification, the high grade
group made up 56.4%. This was similar with the outcome of Christian
(2001): 53.2% of cerebellar cancers were high-grade.

1.2.  Assessment of treatment outcomes
1.2.1. Evaluation of brain tumors in the cerebellum treatment
1.2.1.1. General situation of death and surviving patients

The study showed that the highest number of dead patients, in
2010, was 15/40 (37.5%) then in 2011 was 18/50 (36%), at the end of
the research, it was 69 (55.6%). The ratio between dead cases of the
first year and total number of death in five years was 78.3%. There were
18 patients which survived after 5 years, which took up 23.1% in total
78 cases at the end of the study — more than 5 years from the initiation
of disease (admitted in 2009 and 2010).

Kaplan-Meier graph estimated general survival ability of 124
patients after 5 years was 38%. Compare with the investigation of
Copeland in Houston (USA) whose survival ability of cerebellar
patients after 5 years was 60%, our results were much lower. The study
also illustrates the distinction in the number of patients died regarding
to different histopathological types of cancer in 5 years of observation
(p<0.001). The greatest death proportion in the end of the study was
belong to ependymoma (76.5%), next was medulloblastoma (68.9%),
astrocytoma had 31.0%, this number of other types was lowest (25%).

The Kaplan-Meier line chart estimated the survivability after 5
years of astrocytoma, medulloblastoma was 60% and 30% relatively. In
the case of ependymoma, none of patients lived to 5 years, estimation of
after 3 year surviving cases was 25%. According to Jacqueline (1984),
if medulloblastoma patients removed cancer completely, and given
adjuvant chemo and radiotherapy will live for 1 year (85.7%), 5 years
(64.3%). The survival rate after 5 years of astrocytoma in the research
was 50% being similar with data of Udjian (1989) 47%.
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1.2.1.2. Assessment of surgery

There were 51.6% of patients that removed cancer completely
and the other 38.7% was discarded partially. In the totalnumber of
patientsunder surgery, 8.1% of them passed away while cranial MRI
was not performed. The majority of patients (89.5%) just needed 1
operation, whereas 9.7% had 2 operations and only 1 person had to
have 3 operations.

1.2.2. Assessment of histopathology according to treatment protocol
1.2.2.1. General evaluation of histopathological types of cancer.

The investigation demonstrated that 71.8% of patients were under
surgery alone without adjuvant therapies. They embodied some low
grade astrocytoma and people died after surgery (chemo and
radiotherapy could not been performed). The death number in patients
taking surgery alone was the highest (64%), occurring commonly in
2009, 2010 and 2011. There were 10 individuals taking radiotherapy
after surgery and half of them passed away in 3 years. Six patients were
given adjuvant chemotherapy and 50% of them have died before 5
years. The group taking combination of three therapies which contained
19 patients (15%) had lowest death rate (21% after 5 years). Based on
these result, we found that the high number of deaths was high in the
first year because they have not taken all therapies, namely surgery,
chemotherapy and radiotherapy. Heiskanen andLehtosalo (USA) studied
118 cerebellar tumor patients taking surgery from 1968 to 1982 showed
that from 1976, when imaging diagnosis using CLVT appeared, a shunt
was placed between the ventricle and abdominal cavity and after one week
patients were operated to remove the tumor mass, researchers found that
patients did not die during operation, more than 10 year survival ability of
astrocytoma and medulloblastoma were 97% and 13% respectively, by
contrast, unfortunately, the number of patients with ependymoma could
live more than 5 years made up only 7%.
1.2.2.2. Assessment of treatment for medulloblastoma

In 61 patients with medulloblastoma, there were 35 (57.4%)
given surgery alone hade died. Some taking combination of surgery and
radiotherapy had 5 death cases. 1 over 2 patients passed away after
taking surgery and adjuvant chemotherapy. There were 19 patients
(13.1%) taking three therapy sorts and 78.9% of them could survive
until the study finished.

This results were similar to Jacqueline, and even took over in the
data of combination of surgery and radiotherapy. However,more than 5
year survival rate was lower than Jacqueline’s one in all therapies. We
realized that there were several factors corresponding with our therapies
that were not good.
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Kaplan-Meier chart showed that more than 5 year survival ability
of medulloblastoma was 30%. This was similar with Heiskanen (1985):
27% of 39 patients with medulloblastomacan live more than 5 years.
1.2.2.3. Assessment of astrocytoma treatment

Of all patients diagnosed with astrocytoma, 69% of the patients
could survive by the end of study. Kaplan-Meier chart of this cancer
demonstrates 70% of patients could live after 5 years. Our outcome was
lower than Heiskanen’s (1985): 83.7% of patients had been alive.
1.2.2.4. Assessment of ependymoma treatment

In 17 ependymoma patients: 8/9 children were given surgery
alone had died, 3 over 5 children taking combination of surgery and
radiotherapy had died and 2 over 3 children taking surgery and chemo
passed away. Hence, we did not have any cases taking all three
therapies types, only 8/17 cases were given surgery combining with
chemo or radiotherapy. Children had to be more than 6 years old to take
radiotherapy so this number in ependymoma was very low since 76.5%
of patients were under age 4. Only 1 patient survived until the end of
the study, which was 41 months.

According to Pierre - Kahm (1983), if all therapies are
performed, 39% of ependymoma children can live 5 years more,
recurrence rate was 41%, and metastasis took 20%. This means
survivability will increase when children are treated well
1.2.3. Metal and neurological abnormality after treatment
1.2.3.1. Sequenlae commonly found in alive patients

Research showed that there were 33% of surviving patients have
different level of sequenlae. Particularly, each patients had 1-3 distinct
sequenlae, movement disorder was the most prevalent one (84.2% of patients
have got this), the percentage of cranial nervous paralysis was 47.4%.
1.2.3.2. Intellectual development after treatment

IQ index of patients who survive after treatment was quite high.
IQ score level of astrocytoma patients was greater than
medulloblastoma’s one (p<0.05). The group taking full therapy
combination had lower 1Q index than the one did not have radiotherapy
and chemotherapy. The 1Q score of radiotherapy group was 5.2 points
lower than non - radiotherapy one, the cohort given combination of
radiotherapy and chemotherapy have 1Q index 6.6 points lower than the
non-radiotherapy and chemotherapy group.

1.2.4. Some important factors affect the death and survive of each
brain tumors in the cerebellum histopathlogical type cases.

We have found out some factors relating to death and survival.

*Age groups
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The investigation showed that children in the age group 0-4 have
the highest death rate in medulloblastoma and ependymoma (86.7% and
84.6%). The mortality rate of 10-15 years old cohorts was the lowest in
astrocytoma (11.1%). Compared with age group impinging on mortality
during first year, children age 0-4 had the greatest mortality rate. This
outcome was similar with the research result of Udjian (1989) and
Jeffrey (1982), the prognosis was worse in children under age 4. The
younger the children, the lower the survival prognosis.

*Tumor size

There were 69 patients that died, of which 54 (78.3%) cases
occurred in the first year. 4 cases of < 3cm tumor size had passed away
for 5 years (3 people in the first year, 1 in the second year). 3-5 cm
tumor diameter group had 62 mortality cases, particularly, 48-10-4
occurred respectively in the first year, second year and the latter 3
years. In the first years, there were 3 patients belonging to >5 cm tumor
size group that died. Obviously, the larger the tumor size, the worse the
surgery outcomes. Moreover, cancer cells could metastasize to nearby
benign tissue.

*Brain stem invasion and spinal cord metastasis.

We found that all patients who had spinal cord metastasis died in
the first year. Almost all patients, 11/13 patients having brain stem
invasion passed away in the first year and 2 of them died in next year.
The group suffering from both these events had 5 individuals and all of
them died in the initial year.

*Histopathological types of cerebellar cancer.

The study represented that in the first year the mortality rate of
ependymoma was highest (58.5%), the second one was
medulloblastoma (54.1%), them astrocytoma (31%) and finally other
sorts (25%) with p =0.038. We also found that the survival rate of
astrocytoma patients until the end of our study were higher than the one
of epedymoma cases (p<0.001).

*Malignancy level of cancer

The investigation of cancerous grade of histopathological cancer
types in the first year, table 3.29 illustrated that the vast majority of
children with third grade neoplasm had a mortality rate up to 80%, the
second highest was grade 1V with 56.9%, this proportion of level Il and
I was 53.3% and 22.2% relatively. This comparison had statistical
meaning (p=0.003). This outcome was also compatible with
international studies focusing on the early death of high grade cancer
patients.
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*Surgery to remove tumor

We realized that the complete tumor removal had lower mortality
rate than partial one (p<0.001). Nevertheless, all patients taking surgery
alone passed away in the first year (except low grade astrocytoma), if
adjuvant chemo or radiotherapy or both of them were not utilized.

CONCLUSION

Studying 124 children with brain tumors in the cerebellum at the
National Hospital of Pediatrics from 2009 to 2014, we conclude that:

1. Clinical and histopathological characteristics of pediatric
cerebellar cancer.

- Average age of onset: 6.2, mainly from 5 to 9 years old in
medulloblastoma and astrocytoma, 0-4 years old in ependymoma. Boys
suffered more often than girls 1.58/1.

- Patients admitted to hospital later than 58.1 days.

- General clinical presentations were vomiting 89.5%, headaches
81.5%, papilloedema 54.4%, apraxia 89.5%, ataxia 87.9%, and shaking
limbs 32.2%.

Histopathological signs of medulloblastoma, astrocytoma were
headaches, vomiting,papilloedema,apraxia, ataxia like general
symptoms of cerebellar cancer, except in ependymoma, headaches and
vomiting were less common.

- Tumor images in histological manner:

Medulloblastoma was prevalently found in vermis 91.8%, 28.6%
of astrocytoma located in hemisphere, 38.1% in vermis and 33.3% in
both two places. This is the unique type had cyst 78.6%. Ependymoma
was often found in vermis (88.2%). Medulloblastoma and ependymoma
had spinal cord metastasis and brain stem invasion.

- Histopathology: =~ Medulloblastoma took 49.2%, 33.9% were
astrocytoma, ependymoma made 13.7%, the latter 3.2% was other types.

- Malignant level: all medulloblastoma cells were in grade IV.
92.9% of astrocytoma had lowest level. The percentage of low grade
ependymoma was 64.7%

2. Assessment of treatment outcomes.

- General outcomes:

Most of the patients, 69/124 (55.6%) had died, 78.3% of these
cases occurred in the first year. While 18/57 survival children were
observed in 5 years until the study finished. Kaplan-Meier graph
estimated the survival rate after 5 years was 38%.

- Results in histopathological manner.
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+ Most of the 35/61 medulloblatoma children taking surgery
alone had died, the latter (26) children were given a combination of
surgery and radio/chemotherapy or both radiotherapy and chemotherapy
and could survived longer. Complete tumor removal patients lived
significantly longer. After 1 year, the number of surviving children
made up 45.9%. Kaplan-Meier graph estimated surviving rate after 5
years was 27%.

+ Astrocytoma: 42 children were given operation alone. After
one year, 72% of them were alive. Kaplan-Meier graph estimated
surviving rate after 5 years was 60%.

+ Ependymoma: 8/17 children taking only surgery while the
latter (9) were given adjuvant chemo or radiotherapy. Only 4 children
lived until the end of the research (23%) and all people were observed
in 5 years died.

- Some factors corresponding to the mortality and survival of
patients generally were age of onset, the time from the appearance of
initial sign to diagnosis, tumor size, histopathological types, malignant
level, removal results, compliance.

- Some cases had unrecoverable movement disorder, characteristic
alteration, language disorder, cranial nervous paralysis after treatment. Metal
index was normal with average 1Q greater than 90%.

RECOMMENDATIONS

1. Early discovery, diagnosis and treatment of brain tumors in the
cerebellum will reduce the mortality rate and improve living
quality of patients.

2. Cerebellar treatment needs to start with the complete removal of
tumors. Then, we cooperate with chemo and radiotherapy to gain
a better outcome.

3. More advanced studies should be performed in treatment
protocols and prognosis of each histopathological types and
genetic disease in cerebellar cancer.

Some limitations of research: Wide spread and first study about the
entirebrain tumors in the cerebellumaims to show the diagnosis
circumstances, histological types and treatment in recent years,
have not gone deeply in certain aspects to achieve more
completed and clearer outcomes.
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