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PAT VAN DPE

U sao bao 13 bénh 1y thuong gip nhung kho diéu tri va co ty 18 tir vong cao. O Viét
nam théng ké nam 2000 cho thiy, ty 1& méc u sao bao chiém 1,3/100000 dan. Tai Hoa Ky
trong ndm 2008, u hé than kinh trung wong nguyén phét c6 21810 trudng hop mdi méc
va 13810 truong hop tir vong, trong d6 ty 1& mic u sao bao chiém 2/100000 dan. Ty 1é u
sao bao do cao chiém 35% dén 45% trong cac khdi u ndo nguyén phét. Ty 1é mic u sao
bao do cao ting dan véi tbe do trung binh 1,1% mdi nam.

Tai Viét Nam n6i chung ¢ nhitng ndm cua thap ky trude, diéu trj u sao bao do cao
chu yéu chi bang phiu thuit mé mé qui udc. Trong vai nam trd lai ddy, tai mot sb co so
diéu tri ung thu, nhitng bénh nhan u sao bao do cao sau phau thuat da dugc xa tri hd tro.
Tuy nhién, két qua diéu tri thudng kém, thoi gian séng thém va ti 18 dap ung sau xa tri
khéng cao. Hién nay, trén thé giéi dang co nhitng thay dbi va tién bo 16n trong diéu tri u
sao bao do cao. Nhiéu trung tam trén thé gi¢i dang tmg dung k¥ thuat xa tri méi, cac thude
diéu tri mdi, phdi hop nhiéu phuong phap dé nang cao hiéu qua diéu tri va cai thién chat
lugng séng cho bénh nhan. Mot trong nhiig hudng nghién ctru hién nay 1a diéu tri két hop
hoa xa dong thoi vi Temozolomide sau phiu thuat.

Véi su phét trién k¥ thuat xa tri, cdc phuong phap phau thut va su ra doi cua thude
Temozolomide, ty 18 tir vong d3 dugc giam dan theo thoi gian va ty 1& séng thém toan b
sau diéu tri ngdy cang duoc cai thién. D3 c6 nhiéu nghién ctru budc dau cho thay, diéu tri
Temozolomide déng thoi véi xa tri voi lidu 60Gy cho bénh nhan c6 u sao bao do cao sau
phau thuat c6 két qua kha quan: giup kéo dai thoi gian t6i khi bénh tién trién, ting thoi
gian séng thém...O nudc ta hién nay, chua c6 nghién ciru nao vé van dé nay, dic biét danh
gid hi¢u qua cua hda xa déng thoi sau phau thuat cho bénh nhan u sao bao do cao. Chinh
vi thé, chiing t6i tién hanh nghién ctru dé tai: “Nghién citu két qua héa xa tri dong thoi
sau phdu thudt u sao bao dé cao” nham hai myc tiéu :

Muc tiéu nghién cuu:
1. Ddnh gid két qua héa xa tri dong thoi véi Temozolomide sau phdu thuit u sao
bao dj cao.
2. Mé ti mot sé tic dung khong mong muén cia héa xg tri dong thoi véi

Temozolomide sau phdu thudt u sao bao dp cao.
Pong gop méi cia luan an:

+ Pay 1a nghién ctru dau tién tai Viét Nam nghién ctru vé hiéu qua diéu tri ciia hoa
xa tri déng thoi voi Temozolomide sau phau thuat u sao bao do cao.

+ Vi¢c danh gia cai thién tri¢u chimg dugc lugng hod. Pap ing chu quan cua bénh
nhan duoc khai thac trén b cau hoi, danh gia bang cac thong tin méi: Pap tmg co ning: >
50% (96,8%), <50% (3,2%). Hoi phuc sau xa: sinh hoat va lam viéc binh thuong 11,9%,
sinh hoat binh thudng 83,3% va sinh hoat can sy trg giup 4,8%. Véi ti 18 hoi phuc sau hoa
xa dong thoi cao, két qua nay 1a diém mai dang khich 1¢ trong viéc nang cao hiéu qua diéu
tri va cai thién chat luong séng cho bénh nhén sau diéu tri.
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+ Ti 1é kiém so4t bénh (hoan toan + mot phan + 6n dinh) 1a 97,6%. Ti 1& bénh tién
trién sau diéu tri hoa xa tri dong thdi sau md véi temozolomide thap (2,4%). Trung vi thoi
gian t¢i khi bénh tién trién 1a 18,1 thang, trong d6 nhoém bénh nhan do 4 14 8,5 thang, d6 3
1a 24,7 thang. Khéc biét c6 y nghia théng ké. Ti 1& bénh khong tién trién sau diéu tri sau 6
thang: 91,3%, 12 thang: 59,4%, 18 thang: 47,6%. Vi ti 18 kiém soat bénh sau hoa xa dong
thoi cao, day 1a 1a diém ndi bat va khac biét so voi cac phuong phap phau thuat don thuan
kinh dién.

+ Trung vi thoi gian thoi gian séng thém toan bd 25,5 thang, trong d6 nhém bénh
nhan d6 3: 27,2 thang con bénh nhan d6 4 1a 18,9 thang. Khac biét co ¥ nghia théng ké.Ti
1€ thoi gian séng thém toan bo sau diéu tri 6 thang: 94,4%, 12 thang: 80,8%, 18 thang:
66,1%. Két qua nay 13 nhitng btrc pha so vdi cac phuong phap xa tri don thuan trude day.

+ Tac dung khong mong mudn khi diéu tri it gip, cac chi sé huyét hoc, chirc ning
gan than ctia bénh nhan thuong khong thay doi so véi trude diéu tri, phan 16n bénh nhan
tuan thi phac dd diéu tri. Két qua nay da giai quyét duoc cac khod khin ma diéu tri bang
hoa chit thudng vap phai.

Céu tric ciia luin 4n

Lu4n 4n dai 114 trang, gdm céac phan: Dit van dé (2 trang), Chuwong 1: Tong quan (36
trang), Chuong 2: Ddi tuong va phuong phap nghién ctru (12 trang); Chuong 3: Két qua
nghién ctru (24 trang); Chuong 4: Ban luan (37 trang); Két luan (2 trang); Kién nghi (1
trang). Trong luan 4n c6 62 bang, 16 biéu do va 17 hinh. Tai liéu tham khao c6 228 tai liéu
(3 tai liéu tiéng Viét va 225 tai liéu tiéng Anh). Phan phu luc bao gom danh sach bénh
nhan, hinh anh minh hoa, mot s chi tiéu, tiéu chuan trong nghién ctru, mau bénh an
nghién ctru, by cau hoi danh gia bénh nhan trong nghién ctru.

CHUONG 1: TONG QUAN

1.1. Chan do4n u sao bao dj cao

- Chan doan xac dinh: Triéu chtng 1dm sang va chan doan c4n 14m sang

- Chan doén giai doan theo hé théng phan loai cia WHO 2007

- Chan doan mé bénh hoc theo phan loai cia WHO 2007

Ap dung phan loai d6 mé hoc theo WHO 2007. B6 I ap dung ddi véi cac ton thuong
c6 tiém nang tang sinh thap va kha nang chita bénh sau phau thuat cit bo don thuan. Khoi
u dugc phan loai do I thuong c6 xam nhiém ty nhién va mic du hoat dong tang sinh &
mic dO thdp, u vin thuong xuyén tai phat. Mot sd khdi u loai II ¢6 xu hudng chuyén
thanh bénh 4c tinh do cao hon vi du u sao bao 16ng do thip bién d6i thanh u sao bao do
cao. Do III thi danh cho cac ton thuong véi bang chimg md hoc ctia bénh 4c tinh, bao gdbm
hat nhan khong dién hinh va hoat dong phan bao nhanh. Po IV duoc danh cho cho té bao
4c tinh, phan bao hoat dong nhanh, dé hoai tir. Vi du: u nguyén bao than kinh dém.



1.2. Piéu tri u sao bao d cao
1.2.1. Cac phwong phdap
- Phau thuat: dong vai tro diéu trj cha dao
- Tia xa: dong vai tro diéu trj hd trg sau phau thuat.
- Hoé tri: kém hiéu qua
* Pjéu tri héa xa tri dong thoi véi Temozolomide 13 tién bd trong diéu tri u sao bao do
cao sau phau thuat.

1.2.2. Piéu tri u sao bao dé cao sau phiu thugt

1.2.2.1. Hoa tri

Cho dén gﬁn day, vai tro cta hoéa trj liéu hd tro trong u sao bao do cao sau phau thuat
van con gay tranh cdi. Trong lich sir, cac thudc Nitrosoureas nhu Carmustine 1a thudc c6
hiéu qua thyc su va trudc day khong co thude nao hay phac do nao khac hidu qua hon
ngoai trir thudc procarbazine va vincristine. Tuy nhién ngay nay, cic nghién ctru cia
RTOG (Nhém xa tri ung thu) cho thdy khong c6 loi ich vé thoi gian song thém cua thube
procarbazine va vincristine khi hoa tri hd trg. Tuong tu vay, khong c6 loi ich vé thoi gian
séng thém cua cac thudc hoa tri nhu Tirapazamine, Topotecan, Paclitaxel, Interferon-p,
Thalidomide dugc ghi nhan trong hoa tri hd tro u sao bao do cao sau ph?lu thuat theo cac
nghién ctru cua RTOG.

Do nhiing phac do hoa trj lidu doc té bao khong thé cai thién thoi gian ti khi bénh
tién trién hay thoi gian séng thém toan bd. Vai sy hiéu biét thém vé cac con duong sinh
hoc phan tir tham gia vao viéc truyén tin hiéu, hinh thanh mach mau va tang truéng té bao
da dan dén sy phat trién ciia mot s6 liéu phap nham trang dich. Do d6, trong tdm cila cac
nghién ctru da chuyén sang céac liéu phap nay. Cac thudc bude dau cho thay c6 hiéu qua 1a
cac thude cilengitide, antiangiogenic, thudc e ché tyrosine kinase, thudc tc ché Ras /
MAPK, va cac thudc trc ché histone deacetylase.
1.2.2.2. Xa tri

Ngay nay, cac thir nghiém 1am sang c6 phan nhém ngau nhién dugc thuc hién boi cac
hiép hoi xa tri da chimg minh dugc hiéu qua ma xa tri ngoai dem lai cho bénh nhéan u sao
bao dd cao sau phau thuat. Thir nghiém BTCG 6901 va 7201 (nhoém nghién ciru u nio) da
chtrng minh sy tang ti 1¢ séng thém dang ké cho cac bénh nhan duoc xa tri don thuan sau
phau thuat, bénh nhan duogc xa tri 50-60 Gy (phan liéu 1,7-2,0 Gy/ngay, 5 ngay mdi tuan)
co6 thoi gian séng thém cao hon so vdicac bénh nhan chi dwoc cham soc triéu
chtmg (P=0,001) hodc héa tri don thudn (P<0,01). Thoi gian séng thém trung binh
ctia bénh nhan nhan duogc xa liéu 60 Gy cao gép 2,3 1an so véi nhitng bénh nhén trong
nhom dugce quan sat ma khong xa tri. Gan 30% bénh nhan duoc xa tri don thuan co thé
duy tri kKha ning lao dong day di hodc mot phan trong khi cac bénh nhan khong duoc xa
tri thi ngay cang x4u di



4

Ngay nay, ngudi ta két hop nhiéu phuong phap diéu tri nham ting thoi gian song
thém cua bénh nhan u sao bao d6 cao sau phau thuat. Trong do, viéc két hop xa tri déng
thoi véi thude hoa tri nhu Temozomide bude dau cho thiy két qua kha quan: gitp ting ti
1¢ dap ung diéu tri, tang chét luong séng sau hoa xa, tdng thoi gian té1 khi bénh tién trién,
tang thoi gian song thém sau diéu tri.
1.2.2.2 Hoa xa tri déng thoi voi Temozolomide

Trude kia, Temozolomide gitp cai thién thoi gian t6i khi bénh tién trién va thoi gian
séng thém toan bg ¢ cac b¢nh nhan u sao bao dd cao tai phat. Tuy nhién, nhiéu thu nghiém
1am sang d3 ghi nhan duoc loi ich cua thude trong diéu tri budc mot, do d6 Temozolomide
d3 duoc sir dung ngay trong diéu tri ban dau nhu 1a phac do diéu tri hd tro tiéu chuan sau
phau thuat. Hién tai ngudi ta da dinh nghia lai vai trd cua hoa xa tri trong diéu tri hd tro u
sao bao do cao sau phiu thuat va thiét 1ap lai cic tiéu chuan méi vé diéu tri bénh 1y nay,
trong d6 hoa xa dong thoi voi Temozolomide 14 phwong phap diéu tri duoc nhiéu hiép hoi
ung thu khuyén céo diéu tri.

Hiéu qua hoa xa tri dong thoi v6i Temozolomide dd dugce chimg minh qua hang loat
cac thir nghiém 1am sang khac nhau. Theo t6 chirc ghi nhan dich té cia Hoa Ky (SEER),
trung vi thoi gian séng thém cua 6673 bénh nhan u sao bao d6 cao duge xa tri don thuan sau
phau thudt tir nam 2003-2005 13 12 thang. Trong khi d6, trung vi thoi gian song thém cua
nhom duogc hoa xa tri dong thoi véi Temozolomide 1a 14,2 thang. Két qua nay cho thay,
nhom bénh nhan u sao bao do cao duoc hoa xa tri déng thoi sau mo véi Temozolomide co
thot gian séng thém toan bo tét hon nhom xa tri don thuan.

Céac nghién ctru gin day ciing cho két qua twong tu, nghién ctru cua Genugten Va
cong su (bao cdo nam 2010) cho thay trung vi thoi gian t6i khi bénh tién trién va thoi gian
séng thém toan bd & nhom bénh nhan duoc hoa xa déng thdi sau mo véi Temozolomide 1a
7 thang va 12 thang cai thién hon dang ké so voi nhom xa tri don thuan chi 1a 4 thang va 8
thang (khac biét co ¥ nghia thong ké P= 0,001). Nghién ctru khac ctua Niewald (2011)
cling cho thay trung vi thoi gian sdng thém toan bd & nhom bénh nhan dugce hoéa xa dong
thoi sau md v6i Temozolomide cling dugc cai thién la 13,6 thang, ti 1€ séng thém sau 1
nim va 2 nam lan luot 12 48% va 8%.

Hon nita, khi EORTC (T6 chtic Nghién ctru va DPiéu tri Ung thu Chau Au) tién hanh
nghién ctru d6i dau dé so sanh hiéu qua cua hoa xa tri dong thoi v6i Temozolomide so voi
nhém xa tri don thuan trén 573 bénh nhan u sao bao dd cao tai 85 trung tam ung thu &
Chau Au, két qua mot 1an nira cho thdy bénh nhin dugc hdéa xa tri dong thoi véi
Temozolomide ¢ thoi gian song thém tot hon so vi nhom xa tri don thuan tiéu chuan
trudc day. Trong do trung vi thoi gian séng thém toan by & nhém bénh nhan dugc hoa xa
tri dong thoi sau mo voi Temozolomide 1a 14,6 thang cai thién hon so véi nhom xa tri don
thuan 1a 12,1 thang (khac biét c6 y nghia théng ké P< 0,001). Ti 1é séng thém toan bd sau
2 nam ciing dugc cai thién tir 10,4% Ién 26,5% trong nhom cé dung Temozolomide.
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Hién tai, theo ghi nhan cua nhiéu nghién ciru, thoi gian song thém trung binh cua
bénh nhan u sao bao dd cao sau hoda xa déng thoi véi Temozolomide sau phau thuat
thudng cao hon mot nam. Thoi gian t6i khi bénh tién trién trung binh dan duogc cai thién.
Ti 1¢ sdng thém toan b sau xa tri két hop dong thoi voi Temozolomide sau 1 nim khoang
61%-72%, trong khi d6 ty 1é séng thém sau 2 nam la 10% dén 29%.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

GOm céc bénh nhan u sao bao do cao sau phau thuat dugc diéu trj xa tri két hop déng
thoi Temozolomide sau mé tai Trung tim Ung Buéu Cho Ray tir 09/2014-04/2017
* Tiéu chuan lya chon

- Bénh nhén duoc chan doan 13 u sao bao vung dai ndo duoc phau thuit tai Bénh vién
Cho Ray.

- C6 chan doan mé bénh hoc 1a u sao bao do cao (do 3,4)

- Thé trang chung con tét : Chi s toan trang tir 0-2 theo thang diém ECOG.

- Tu6i <75

- Chire ning tiiy xuong con tot, chirc ning gan than con tot.

- Bénh nhéan khong mic cac bénh cap tinh va méan tinh trAm trong

- C6 hd so luu trir day du
* Tiéu chuan loai trir

- Bénh nhan dugc chan doan 1a u sao bao dd cao da dugc diéu tri trude do

- Thé trang chung yéu : Chi s6 toan trang tir 3-4 theo thang diém ECOG

- Tudi > 75

- Bénh nhan c6 nguy co tir vong gan do céc bénh tram trong khac
2.2. Phuong phap va ngi dung nghién ctru
2.2.1. Phuong phdp nghién ciru: Nghién ctru can thiép 1am sang khong ddi ching.
2.2.2. C&6 méu nghién ciru: Cong thuc tinh ¢& mau:

n= 2° . L?P)
1-= &?

Ap dung cong thirc trén, c& mau tinh toan dugc 1a 85.

Trong nghién ctru nay ching t6i ¢6 126 bénh nhan.
2.2.3. Cdc budc tién hanh

- Nhitng bénh nhan c6 du céc tiéu chuén s& duoc chon vao nghién ctru. bénh nhan dugc
1am bénh an theo mau théng nhat. Thu thap s liéu theo mau bénh an nghién ctru in san

- Céc thong tin trudc diéu tri: dic diém chung (tudi, gidi, tong trang..), dic diém lam
sang, can 1am sang trude diéu tri.

- Piéu trj : Hoa xa tri déng thot
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+ Hoa tri : Temozolomide 75mg /m® mdi ngay xa tri

+ Xa tri: Sir dung may gia toc tuyén tinh véi k¥ thuat xa tri theo khong gian 3
chiéu. Mtrc ning luong : 6 MV.

Chup CT m6 phong dé 1ap ké hoach diéu tri v6i hé thong CT md phong Vsim, LAP
Dorado Laser.

Tu thé bénh nhan : Bénh nhan nam ngua, 2 tay xudi doc theo than minh, 2 chan
dudi th:fmg, dau c6 duoc cb dinh bﬁng dung cu ¢d dinh chuyén biét béng nhua déo. Xac
dinh thé tich diéu tri, thé tich cin che chén, 1ap ké hoach.

Dung chi hay MLC dé che chin cac ving khong can tia nham dat duoc duong dong
liéu thich hop nhét (liéu xa tri vao u 13 tdi da va liéu xa tri vao m6 lanh 13 tbi thiéu).

Lap ké hoach véi hé thong XiO v4.80. Quan Iy mang xa tri: MOSAIQ® v 2.00. Hé
thong may xa:Elekta Synergy Platform c6 MLC.

Liéu xa tri : Tong liéu 60Gy, phan liéu 2Gy/ ngay, 5 ngay/tuan

- Xtr Iy tac dung phu va diéu tri phdi hop
2.2.4. Pdanh gid két qua diéu tri va tic dung khéng mong muén

- Pap ung chu quan: Dya vao céac tri¢u chimg co ndng cia bénh nhan, bénh nhan tra 161
cac cau hoi vé cam giac, van dong.. trudc va sau khi diéu tri, so sanh trén ting bénh nhan.

- Pap tmg khach quan: ty 1& dap tGng, ty 18 kiém soat bénh, lién quan dap ing véi mot
s6 yéu t6. Panh gia theo tiéu chuan RECIST 1.1.

- Thoi gian séng thém khong tién trién, thoi gian séng thém toan bo.

- Phén tich don bién da bién, dé tim ra cac yéu t6 lién quan anh hudng dén song thém.

- Mot s6 tac dung khong mong mudn theo tiéu chuan danh gia doc tinh CTCEA cua
NCI phién ban 4.0
2.3. Xir Iy s liéu

- Céc thong tin duoc thu thap qua bénh 4n nghién ctru, bd ciu hoi da thiét ké sin.
Phuong phap thu thap thong tin: Tham kham 1am sang, can 1am sang; viét thu tim hiéu két
qua diéu tri; goi dién. Céc s liéu dugc mé hoa va xur 1y bang phan mén théng ké y hoc
SPSS 19.0 v6i cac thuat toan thong ké. Tinh céc gia tri séng thém theo phuong phap
Kaplan-Meier. Phan tich don bién: Str dung test Log-rank khi so sanh dudng cong song
thém giita cac nhom. Phan tich da bién: Str dung mé hinh hoi qui Cox voi do tin cdy 95%
(p=0,05)
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CHUONG 3: KET QUA NGHIEN CUU

3.1. Pic diém ddi twong nghién ciru
Bing 3.1: Pic diém bénh nhéan nghién ciru

Pic diém bénh nhan nghién ciu

Tong so 126
Trung Vi tudi 42 (9-71)
Nam 42 (9-71)
Nt 42 (11 - 70)
Gidi
Nam 69 (54,8%)
Nt 57 (45,2%)
Chi s6 BSA 1,5(1,1-1,9)
Nam 16(1,1-1,9)
Nit 1,5(1,3-1,8)
Chi so ECOG
01 84 (66,7%)
02 42 (33,3%)

Nhgn xét: SO bénh nhan nam gidi: 69 (54,8%). S6 bénh nhan nit gidi: 57 (45,2%). Ti 1&
nam/ nir: 1,21/1. Tudi nho nhat 13 9, tudi 16n nhat 13 71, tudi trung vi 1a 42 tudi.

LoD —
20 A5 [(65,2%6) 5. (62, 296) p———
SO - P
a0 21 (30.4%6) 415 (28, 196)
20—

o

=200 20— S0 =S TuGi

Biéu @6 3.1: Khodng tuoi
Nhan xét: Phan 16n khoang tudi ciia nam gidi 1a 20-50 tudi chiém 45 ca (65,2%). Tuong
tu & nir 2161 ¢6 36 ca trong nhoém 20-50 tudi chiém 63,2%.

10O —
S0 —
&0 — SO(46, 829)
g0 —
*° gagy 22(17,526)
10(7.9%6) 8(6,3%) 4 (3, 294)
D —
Mhdrc Budn Oi Pong DiuTK Khac hI:‘I Pvia
dTEu Nndn kinh khu trda mhEpmen

Biéu dé 3.2 Li do nhdp vién
Nhan xét: Triéu chimg chu yeu khién bénh nhan nhap vién phan 16n 1a nhtre dau goém 59

ca chiém 46,8%, budn non gom 10 ca chiém 7,9%, dong kinh gém 4 ca chiém 3,2% va
dAu hiéu than kinh khu tra gom 23 ca chiém 18,3%.
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Biéu dé 3. 3 Thoi gian khdi bénh

Théri gian
khdri b&nh

Nhan xét: Thoi gian tir khi ¢6 triéu ching t6i khi bénh nhan nhap vién diéu tri phan 16n 1a

duéi 1 thang gdbm 99 ca chiém 78,6%.

30

a0

S0 =9, 7% )

A0

210

han ho'p Khaco

Thiry tran  Thiry thdi Thiy chidm Thiy dinh

Biéu dé 3.4 Vi tri u
Nhdn xét: Phan 16n u nam ¢ thuy tran gdbm 50 ca, chiém 39,7% , & thuy thai duwong gom
30 ca, chiém 23,8%, & thuy dinh gém 20 ca, chiém 15,9%. it gap ¢ thuy chim gém 4 ca,
chi chiém 3,2%.

Wi Tri u

Bdng 3.2 : Dy mé hoc

. Nam Nir Tong con
Do mo hoc S6 ca(%) S6 ca(%) S6 fa(%)g
10 38 (55,1) 28 (49,1) 66 (52,4)

vV 31 (44,9) 29 (50,9) 60 (47,6)
Tong cong 69 (100) 57 (100) 126 (100)

Nhan xét: S bénh nhan d6 3 & nam la 38 ca(55,1%), & nir 1a 28 ca (49,1%). S6 bénh

nhan d0 4 6 nam 1a 31 ca(44,9%), & nit 1a 29 ca (50,9%)

3.2. Két qua diéu tri

3.2.1 Pdp irng diéu tri
Bing 3.3 : Kich thuéc u trwde va sau diéu tri

Kich thuéc khdi u ~ Truéc diéu tri Saudiéutri | GidtriP
U <5cm 70 (55,6) 83 (65,9) <0.001
U >5cm 56 (44,4) 43 (34,1) !
Trung vi (cm) 5 4,5 <0.001
Khoang kich thudc (cm) 2-10 1-8,6 ’

Nhan xét : Kich thudc u sau hoa xa dong thoi: 4,5¢cm giam hon so véi trude khi diéu tri:
5cm. Khac biét c6 y nghia théng ké p<0,001
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Bing 3.4: Phi ndo va xudt huyét trong u truéce va sau diéu tri

Phu ndo Xuét huyét trong u
. aeR Trudc Sau Trudc Sau
Dac diém oA . oA . ‘A . oA .
: dieu tri dieu tri dicu tri diéu tri
S6 ca (%) S6 ca (%) S6 ca (%) S6 ca (%)
Co 123 (97,6) 122 (96,8) 79 (62,7) 48 (38,1)
Khéng 3(2,4) 4 (3,2) 47 (37,3) 78 (61,9)
Téng cong 126 (100) 126 (100) 126 (100) 126 (100)

Nhan xét : Ti 1& phu ndo sau hoa xa dong thoi 1a 122 ca (96,8%), khong thay d6i nhiéu so
v6i trude diéu tri:123 ca (97,6%). Ti 18 xuat huyét trong u sau hoa xa dong thoi 13 48 ca
(38,1%), cai thién dang ké so trudc diéu tri: 79 ca (62,7%).

Bing 3.5: V6 bao u trieéc va sau diéu tri

Truéc diéu tri

Sau diéu tri

S6 ca (%) S6 ca (%)

Co 60 (47,6) 50 (39,7)
Khéng 66 (52,4) 76 (60,3)
Tong cong 126 (100) 126 (100)

Nhan xét : Ti 1& u con v6 bao rd sau hoa xa dong thoi 1a 50 ca (39,1%), thap hon so trudc
diéu trj 60 ca (47,6%).
Bing 3.6: Ranh gidi u truéc va sau diéu tri

Truéc diéu tri

Sau diéu tri

Ranh gioi S6 ca (%) S6 ca (%)

R6 rang 51 (40,5) 41 (32,5)
Khong rd 75 (59,5) 85 (67,5)
Téng cong 126 (100) 126 (100)

Nhan xét : Ti 16 u c6 ranh gidi rd sau hoa xa dong thoi 1a 41 ca (32,5%), thap hon so trudc

diéu trj 51 ca (40,5%).

Bing 3.7: Mt dé u trwée va sau diéu tri

Mat do Truéc diéu tri Sau diéu tri
dong nhat S6 ca (%) S6 ca (%)
Co 50 (39,7) 52 (41,3)
Khong 76 (60,3) 54 (58,7)
Tong cong 126 (100) 126 (100)

Nhan xét : Ti I¢ mat do u déng nhét sau héa xa déng thot : 52 ca (41,3%), tuong tu so
trude diéu tri: 50 ca (39,7%).
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Bdng 3.8 . Tang quang vién u trudc va sau diéu tri

Ting quang vién u L dieu tri Sau diéu trj
S0 ca (%) So ca (%)
Co 79 (62,7) 50 (39,7)
Khong 47 (37,3) 76 (60,3)
Tong cong 126 (100) 126 (100)

Nhin xét : Ti 1é ting quang vién u sau hoa xa dong thoi 14 50 ca (39,7%), cai thién dang
ké so trude diéu tri 79 ca (62,7%).
Bing 3.9: Ti Ié ddp itng co ning cdc triéu chirng sau diéu tri

Pap ing co nang \ S6 ca \ %
<50% 4 3,2
>50% 122 96,8

Tong s6 126 100

Nhén xét : Phan 16n bénh nhan sau héa xa dong thoi c6 dap ung co nang >50% chiém 122
ca (96,8%).
Bing 3.10: Héi phuc sau héa xa

Tinh trang sinh hoat ‘ S6 ca %
Sinh hoat va lam vi¢c binh thuong 15 11,9
Sinh hoat binh thuong 105 83,3

Sinh hoat can sy trg gilp 6 4,8
Téng cong 126 100

Nhan xét : Phan 16n bénh nhan sau héa xa déng thoi co thé sinh hoat binh thuong chiém
105 ca (83,3%), trong d6 c¢6 15 ca (11,9%) van c6 thé 1am viéc binh thudng.
Bang 3.11: Pap ung sau diéu tri theo tiéu chuan RECIST

Dap ung ‘ S6 ca %
Hoan toan 4 3,2
Mot phan 12 9,5
On dinh 107 84,9
Tién trién 3 2,4
Tong cong 126 100

Nhan xét : Sau hoa xa dong thoi, phan 16n bénh thudng 6n dinh chiém 107 ca (84,9%),
trong d6 ti 1& kiém soat bénh DCR (dép tmg hoan toan+mot phan+on dinh) kha cao
(97,6%), ti 1& bénh tién trién sau diéu tri thap (2,4%).
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Bing 3.12: Ddp irng tong trang theo ECOG sau diéu tri

Téng trang Mie dé ’Tru’(’rc diéu tri , Sau diéu tri
: : SO ca % SO ca %
0,1 84 66,7 84 66,6
ECOG 2 42 33,3 37 29,4
3 0 0 5 4
Tong cong 126 100 126 100

Nhan xét : Sau hoa xa ddng thoi, phan 16n chi sé tong trang ciia bénh nhan theo ECOG
khong thay ddi so véi trude diéu tri.

3.2.2. Thoi gian song thém sau diéu tri
Ti l¢é

o.am L.

Thoi gian téi khi bénh tién trién (thang)
Biéu dé 3. 5 : Thoi gian tdi khi bénh tién trién sau diéu tri
Nhdn xét : Sau hoa xa dong thoi, trung vi thoi gian téi khi bénh tién trién : 18,1 thang.
Ti l¢

1.0

do mo hoc

08— t do 4-censored

Thoi gian téi khi bénh tién trién (thang)
Biéu db 3.6 : Thoi gian téi khi bénh tién trién va dp mé hoc
Nhan xét : Trung vi thoi gian t&i khi bénh tién trién ctia nhom bénh nhan d6 4 : 8,5 thang,

d6 3 1a 24,7 thang. Khac biét co y nghia théng ké P<0,001
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Bing 3.13: Ti Ié bénh khong tién trién sau diéu tri

Ti 1€ bénh khong tién trién sau diéu tri

6 thang 91,3
12 théang 59,4
18 thang 47,6

Nhan xét : Sau héa xa dong thoi, phan 16n bénh nhan, bénh khéng tién trién sau 6 thang
chiém 91,3%. Sau 18 thang, hon 50% sd bénh nhan c6 bénh tién trién, véi ti 1é bénh
khong tién trién chi con 47,6%.

Bing 3.14 : Ti I¢ bénh khéng tién trién sau diéu tri va dp mé hoc

Ti 1¢ bénh khong tién Nhom bénh nhan d¢ 3 Nhom bénh nhan d¢ 4
trién sau diéu tri S6 ca (%) S6 ca (%)
6 thang 64 (97) 50 (83,3)
12 thang 48 (75,6) 22 (39,8)
18 thang 35 (62,2) 6 (30,9)

Nhin xét : Sau hoa xa dong thoi, ti 16 khong tién trién bénh sau 6 thang & nhoém bénh nhan
do 3 1a 64 ca (97%) cao hon nhom bénh nhan d6 4 (83,3%). Khac biét nay tang lén dang
ké sau 18 thang. Ti 1& ndy & nhom do 3 1a 35 ca (62,2%) cao hon gip d6i so véi nhom
bénh nhan d¢ 4 : 6 ca(30,9%)

Bing 3.15 : Piéu tri sau khi bénh tién trién

Diéu tri sau khi bénh tién trién

Phau thuat 4 6,2

Xa tri 3 4,7

Hoéa tri 34 53,1
Cham soc giam nhe 23 35,9
Tong cong 64 100

Nhan xét : Sau khi bénh tién trién, phan 16n sd bénh nhén thé trang tot dugc hoa tri lai
chiém 34 ca (53,1%), phau thuat lai, 4 ca (6,2%), xa tri lai, 3 ca (4,7%). Nhiing bénh nhan
thé trang yéu dugc cham soc giam nhe chiém 23 ca (35,9%).

Ti 1é song thém

Thoi gian séng thém (thang)
Biéu dé 3. 7 : Thoi gian séng thém toan bé
Nhin xét : Sau hoa xa dong thoi, trung vi thoi gian song thém toan bo ciia bénh nhan 1a
25,5 thang.
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Bing 3.16: Ti Ié bénh nhén song thém toan bé

Ti 1¢ thoi gian sdng thém toan b

6 thang 94,4
12 thang 80,8
18 thang 66,1

Nhin xét : Sau héa xa dong thoi, phan 16n bénh nhan con séng sau 6 thang chiém 94,4%.

Sau 18 thang, Ti 1€ séng thém toan bd giam nhiéu chi con 66,1%.

Bing 3.17 : Ti I¢ bénh nhdn séng thém toan b va dé mé hoc
Ti 1¢ thoi gian song thém

Nhom bénh nhéan do 3

Nhom bénh nhan do 4

toan b sau diéu tri S6 ca (%) S6 ca (%)
6 thang 65 (98,5) 53 (88,3)
12 thang 58 (92,3) 37 (66,5)
18 thang 46 (83,8) 13 (42,1)

Nhan xét : Sau hoa xa déng thoi, ti 1€ séng thém toan bd sau 6 thang & nhoém bénh nhan
do 3 1a 65 ca (98,5%) cao hon nhém bénh nhan do 4 53 ca (88,3%). Khéc biét nay tdng 1én
dang ké sau 18 thang. Ti 1& nay & nhom d6 3 13 46 ca (83,8%) cao hon gip d6i so véi
nhom bénh nhan d¢ 4 : 13 ca (42,1%)

3.2.3 Cdc yéu té anh hwong tdi thoi gian séng thém

Ti 1é song thém

] _ e e e
e et o
- . o =
L e dle B cenmor e
PE— “y L [ T B =r=pa =)
o ey
o — 1

o

o.o—

Thoi gian song thém (thdng)
Biéu db 3.8 : Thoi gian song thém va dp mé hoc
Nhan xét : Trung binh thoi gian song thém & bénh nhan d6 3 : 27.2 thang con bénh nhan
d6 4 1a 18,9 thang. Khac biét co y nghia thong ké p<0,001.
Ti 1¢ séng thém
T

S nu—cen=mored

Thoi gian séng thém (thdang)
Biéu dé 3. 9 : Thoi gian séng thém va gici
Nhén xét : Trung vi thoi gian song thém & nam gidi : 25,5 thang con bénh nhan nir gisi 1a
26,4 thang. Khéac biét khong co y nghia thong ké p=0,792 .



14

Ti 1¢ song thém

o T
- —4— L==Scm-censore o
. — u =Scm-censore <l
0.5 _‘+._E
Lo e
Ty *[»-——n—»j
0.5 A
| e ——
Ly

Thoi gian song thém (thang)
Biéu db 3.10 : Thoi gian song thém va kich thwéc u truwée xq tri
Nhén xét : Trung vi thoi gian sdng thém ¢ nhém bénh nhan u<5cm : 25,3 thang cao hon
nhém bénh nhan u >5cm : 21,9 thang Tuy nhién khac biét khong c6 ¥ nghia thdng ké
p=0,135.

Ti 1¢ song thém

1.0 ecog
"—'_f:‘ i
k vz
L —4— 1-censore El
o 5 + Zocensore cl
Ly
Ly e
0.5 1 i
3
.
04— il
- ]
—+ —H-
0.2
0.0
T T T T T
0.00 10.00 Zo.00 30.00 40.00

Thoi gian séng thém (thang)

Bidu d6 3. 11 : Thoi gian song thém va tong trang
Nhan xét : Trung binh thoi gian song thém & nhém bénh nhan c¢6 ECOG 01 : 24,4 thang
con nhom bénh nhan ECOG 02 1a 18,9 thang. Khac biét co y nghia théng ké voi p=0,001.
3.3 Tac dung khong mong mudn
Bing 3.18 : Cdc tic dung khong mong muon trén hé tiéu héa

T4c dung khong mong muén S6 ca (%)
Budn 0 98 (77,8)
HOm o 12 28 (22,2)
. 0 125 (99,2)
Tiéu cha
1éu chay 12 1(0.8)
o 0 125 (99,2)
Tao bon
1,2 1(0,8)

Nhan xét: Tac dung khong mong mudn trén hé tiéu hoa khong cao. Pa phan 1a do 1, do 2
theo CTCAE. Trong d6 tac dung khong mong mudn thudng 1a budn non (22,2%).
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Bing 3.19 : Tdc dung khéng mong muén trén da

Tac dung khéng mong mudn ‘ Murc do
Viém da ving xa 0 6(48)
’ 1 120 (95,2)
Pau da ving xa 0 117 (92.9)
' 1 9(7,1)
0 6 (4.8)
Rung téc vung xa 1 118 (93,7)
2 2 (1,5)

Nhan xét: Tac dung khong mong muén trén da 13 thuong gip. Pa phan 1a d6 1, d6 2 theo
CTCAE. Trong d6 tac dung khéng mong mudn thuong gip nhat 1 viém da ving xa gém
120 ca, chiém 95,2%, rung toéc do 1 gém 118 ca, chiém 93,7%.

Bing 3.20 :Tdc dung khong mong muon khdc

Tac dung khong mong muén

Chin s 0 15 (11,9)
anan 12 111 (88,1)
‘ 0 93 (73,8)
Dau i
au dau 1 33 (26,2)
N 0 123 (97,6)
FHmo 1 3(24)

Nhan xét: Tac dung khéng mong mudn khac thuong 1 chan an, dau diu, mét moi. Pa
phan 1a d6 1, 462 theo CTCAE.Trong d6 tac dung khéng mong mudn thuong gip nhat 1a
chan an, c6 111 ca (88,1%), dau dau c6 33 ca (26,2%).

Bing 3.21 :Thay déi chirc ning gan thin trudc va sau diéu tri

Chirc nang Truéc diéu tri Sau diéu tri
Gan Thin (Trung vi) (Trung vi)
ALT (U/L) 31 24
AST (U/L) 25 23
BUN (mg/dL) 10 11
Creatinin (mg/dL) 0,81 0,84

Nhan xét: Pa phan chic ning gan than ciia bénh nhan thuong khong thay d6i so véi trude

diéu tri.
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Bing 3. 22 :Thay déi chi so6 huyét hoc trwde va sau diéu tri
Doc tinh Truéc diéu tri Sau diéu tri

huyét hoc (Trung vi) (Trung vi)

Bach cau (G/L) 7.9 6,7
Bach cau hat (G/L) 4,6 3,9
Huyét sic to (G/L) 132 134

Tiéu cau (G/L) 285 249

Nhin xét: Pa phan cic chi so huyét hoc ciia bénh nhan thudng khéng thay doi so véi
truge diéu tri
Bing 3.23 : Tdc dung khong mong muén trén hé tao huyét sau diéu tri

Poc tinh huyét hoc

Giam bach cau 6 4,8

Giam bach cau da nhan trung tinh 3 2,4
Giam tiu cau 25 19,8

Giam huyét sic to 22 17,5

Nhan xét: Tac dung khong mong muon trén hé tao huyét thudng khong cao, trong do tac
dung khong mong mudn thudng gip nhit 1a giam tiéu cau cd 25ca (19,8%), giam huyét
sdc t6 ¢6 22 ca (17,5%).

124(98,9%:)

100 120(05, 296)

S0

&0 W Trudc digdu tri
40 Ml Sau digdu tri
20

201, 5(a96) o, 1(0,8%)
o f = f B2& d6c tinh
D& 0 D5 1 D& 2 D& 3

Biéu dé 3.12 : Thay doi dp dic tinh ciia bach cdu truwéc va sau diéu tri
Nhén xét: : Tac dung khong mong mudn trén bach cau thuong khong cao. Pa phan 1a do
1, d6 2 theo CTCAE, trong d6 thuong gip nhét 1a d6 1, chiém 5 ca (4%)

125(99,29%)

1O 1Z2(06,8%%)

mTrudc Jdidgdu tri

W Sau digu tri

1(0,896)

08 doc tinh

o 8§ 8§88

B9 O 261 Ba 2 PO 3
Biéu db 3.13 : Thay déi dp dic tinh ciia bach cdu hat trwde va sau diéu tri
Nhan xét: : Tac dung khong mong mudn trén bach ciu hat thuong khong cao. Pa phan 1a
d6 1; 2 theo CTCAE, trong d6 thudng 1a d6 1, chiém 3 ca (2,4%)
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ao 76,2%) 104(B2.5%5)
a0
]
60
L] O Trurdee digw tri
a0 m Sau digu tri
=]
20
10

o

50 51 52 53 Bd ddc tinkh

Biéu db 3.14 : Thay doi dp dc tinh ciia huyét sdc té truwée va sau diéu tri
Nhan xét: : Tac dung khong mong mudn trén huyét sic té thuong khong cao. Pa phan 1a
d6 1, do 2 theo CTCAE , trong d6 thuong gip nhat 13 do 1, chiém 18 ca (14,3%).

1O T1A[00,5%%)
LOAL[B0, 234)

a0
B O Trwde digw tri
10 m Sawu diewu tri
25(19,8%:)
20 Q.5
o2a O3 O35 O3
o T T T
B2 O 29O 1 B2]a 2 29 3 2o doc timh

Biéu db 3.15 : Thay déi dp doc tinh ciia tiéu cau truée va sau diéu tri
Nhan xét: : Tac dung khong mong mudn trén tiéu cau thuong khong cao. Pa phan 1a do 1,
d6 2 theo CTCAE , trong d6 thudng gip nhat 1a d6 1, chiém 25 ca (19,8%)
Bing 3. 24 :Péc tinh trén Gan, Thin sau diéu tri

Doc tinh Sinh hoa ‘ S6 ca %
Tang ALT 19 15,1
Tang AST 7 5,6
Tang BUN 4 3,2

Tang Creatinin 0 0

Nhan xét: Tac dung khong mong mudn trén gan, than thudng khong cao. Trong d6 tac
dung khong mong mudn thudng gip nhit 1a ting ALT, chiém 19 ca (15,1%), ting AST
chiém 7 ca (5,6%), ting BUN chiém 4 ca (3,2%).

Bing 3. 25 :Thay doi @ déc tinh ciia ALT trwéc va sau diéu tri

D6 doc tinh fruoce diéu trj Sau diéu trj
o So ca (%) So ca(%)
0 97 (77) 106 (84,1)
L 29 (23) 19 (15,1)
2 0 (0) 1(0,8)

Nhan xét : Phan 16n bénh nhan sau hoa xa dong thdi chi s ALT khong thay dbi nhiéu. Pa
phan 13 d6 1, do 2 theo CTCAE, trong d6 thudng gip nhat 12 d6 1, chiém 19 ca (15,1%)
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Bing 3. 26 :Thay déi dé dic tinh ciia AST trwdc va sau diéu tri

Do doc tinh Tr“’fr”c diéu trj Sa1’1 diu tri
o S0 ca (%) S6 ca(%)
0 117 (92,9) 119 (94,4)
1 9(7,1) 7(5.6)
2 0 (0) 0 (0)

Nhan xét : Phan 16n bénh nhan sau hoa xa dong thoi chi s6 AST khong thay d6i nhiéu. Pa
phan 12 d6 1, d6 2 theo CTCAE, trong d6 thudng gip nhat 1a d6 1, chiém 7 ca (5,6%)

12F3(9T7.6%) 1Z22(96.8B%a)

A0
80
B — m Truwdee digu tri
A0 - | Sawu dicgw tri
20 3. 276)
F(2,9%5) o 0% 0% oo
L T T T
falale] 291 Do 2 2o 3 BPo doc tinh

Biéu dé 3.16 : Thay doi dp doc tinh ciia BUN trudc va sau diéu tri
Nhan xét: : Tac dung khong mong muén & than thuong khong cao. Pa phan 1a d6 1 theo
CTCAE, trong d6 thuong gip nhat 1a d6 1, chiém 4 ca (3,2%)

CHUONG 4: BAN LUAN

4.1 Két qua diéu tri
4.1.1 Ddp irng diéu tri
4.1.1.1 Pap ung chu quan:

Trong nghién ctru nay, bénh nhan sau hda xa doéng thoi c¢6 dap ung co ning >50%
chiém 122 ca (96,8%), phan 16n bénh nhan sau diéu tri c6 thé sinh hoat binh thudng chiém
105 ca (83,3%), trong d6 ¢6 15 ca (11,9%) van c6 thé lam viéc binh thuong. Ngoai ra,
chung t6i ghi nhan thay chi séng téng trang clia bénh nhén trude diéu tri da phan 1a d6 0, 1
(66,7%), do 2,3 (33,3%). Sau diéu tri 1a do 0,1 (66,6%), do 2 (29,4%), d6 3(4%). Chi sO
nay khong thay d6i sau khi diéu tri hoa xa tri dong thoi sau mé méi Temozolomide. Két
qua ndy cling phu hop voi nhiéu nghién ctru khac. Theo cé4c thir nghiém 1am sang c6 phan
nhom ngau nhién dugce thuc hién boi cac higp hoi xa tri nhu RTOG, BTCG, SGSG thi hoa
xa tr1 giup cai thién céac chi s6 tong trang cua cac bénh nhan u sao bao do cao sau diéu
tri. Theo nghién ctru cia RTOG 0525 vé tac dung khong mong mudn ctia hoa xa tri dong
thoi sau m6 u sao bao do cao, chi s6 tong trang ciing khong thay doi sau khi diéu tri. Vi
d6 0,1 va 2,3 trude diéu tri 12 62% va 38%, twong tng sau diéu tri 12 67% va 33%. Ngoai
ra, mot sd nghién ctru con cho thiy hoa Xa tri sau phau thuat u sao bao do cao gitp cai
thién tong trang, kha ning sinh hoat khong can tro gitip va kha ning lao dong binh thuong
sau diéu tri. Nghién ctru cua BTCG 6901 va 7201 da chung minh su cai thién chi so tong
trang va tang ti 1¢ song thém dang ké cho cac bénh nhan u sao bao dod cao dugc hda xa sau
phau thuat, nhdm bénh nhan dugc xa tri 50-60 Gy (phan liéu 1,7-2,0 Gy/ngay, 5 ngay
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mdi tuan) ¢d chi sb tong trang tot hon va thoi gian song thém cao hon so voi chim soc
triéu chimg (P=0,001) hodc hoéa tri don thuan(P <0,01). Gan 30% bénh nhan dugc chiéu
xa trong thir nghiém SGSG c¢6 thé duy tri kha nang lao dong day da hoac mot phan trong
khi c&c bénh nhan khéng duoc hoa xa tri sau phau thuat thi tong trang ngay cang xau di.
Qua két qua cac nghién ctru trén cho thay, bénh nhéin u sao bao do cao dugc hoa xa dong
thoi sau mo voi Temozolomide c6 chi sb tong trang khong thay doi sau diéu tri.

4.1.1.2 Dap ung khach quan:

Trong nghién ctru nay, ty 1& dap tng va ty 16 kiém soat bénh trong nghién ciru duogc
danh gia dya trén tiu chudn RECIST 1.1, sau diéu tri chiing t6i ghi nhan thay ti 1¢ kiém soét
bénh (bao gom ti 1& dap ing hoan toan+ mot phan+6n dinh) kha cao, ti 1¢ nay chiém 97,6%.
Trong khi do, ti 1¢ bénh tién trién sau diéu tri hoa xa tri dong thoi sau mo véi Temozolomide
thap, ti 16 nay chi co 2,4%. Két qua nghién ctru ctia chung t6i ciing pht hop véi nhiéu nghién
ctru khac. Theo nghién ctru ctia Antonio vé hiéu qua héa xa tri déng thoi sau mo u sao bao do
cao, két qua nghién ciru nay cho thay, ti 1& kiém soat bénh sau hoa xa tri kha cao chiém 93%,
trong khi d ti 1¢ bénh tién trién sau diéu tri thap, chi chiém 7%.

Bing 4.1: So sanh ddp veng sau diéu tri theo tiéu chudn Recist

Pap @n Nghién ciru cua Antonio Nghién ciru nay
ptms S6 ca (% S6 ca (%)

Hoan toan+mot phan+ 6n
dinh (DCR) 37 (93) 123 (97,6)
Tién trién 3(7%) 3(2,4)

4.1.2 Thoi gian song thém
4.1.2.1 Ti lé bénh khong tién trién sau diéu tri

Trong nghién ctru nay, ti 18 bénh khong tién trién sau diéu tri sau 6 thang 1a 91,3%,
sau 12 thang 59,4%, trong do, ti I¢ khong tién trién bénh sau 6 thang & nhom bénh nhan do
3 12 64 ca chiém 97% cao hon nhom bénh nhan do 4 1a 83,3%. Khac biét nay ting 1én sau
12 thang, ti 1€ nay 1a 75,6% gém 48 ca & nhom do 3 va 39,8% gom 22 ca & nhom do 4.
Khac biét nay cling tang dang ké sau 18 thang. Ti 1& nidy ¢ nhém d6 3 1a 35 ca, chiém
62,2% cao hon gip do6i so v6i nhom bénh nhan do 4 13 6 ca chiém 30,9%. Két qua nay
cling phu hop véi nhiéu nghién ctiru khac. Theo nghién ctru ciia Stupp. ¢ nhém bénh nhan
u sao bao do 4, ti 1& bénh tién trién sau 6 thang 1a 53,9%, sau 12 thang 1a 26,9%. Két qua
cac nghién ctru trén cho théy: bénh nhan u sao bao do cao duogc hoa xa déng thoi sau mo
v6i Temozolomide da phan thuong tién trién sau 1 nim
4.1.2.2 Thoi gian tdi khi bénh tién trién

Trong nghién ctru nay, trung vi thoi gian téi khi bénh tién trién 1a 18,1 thang, trong
d6 trung vi thoi gian t6i khi bénh tién trién cia nhom bénh nhan d6 4 1a 8,5 thang, thap
hon khi so sanh v&i trung binh thoi gian t6i khi bénh tién trién ctia nhom bénh nhan do 3 1a
24,7 thang. Khéc biét c6 y nghia thong ké véi P<0,001. Két qua nay ciing phu hop véi cac
nghién ctru khac. Nghién ctru ctia Sijben va cs (bao cdo nim 2008) cho thiy trung vi thoi
t5i khi bénh tién trién cia nhém bénh nhan u sao bao do 4 1a 6 thang, nghién ctru cta
Niyazi la 6,4 thang, nghién ctru cta Jeon la 6,7 thang, nghién ctru cia Combs (2005) la 8
thang, nghién ctru cua Jennifer (2013)la 7,6 thang, nghién ciru méi day cua Noel(2014),
cho thay trung vi thoi gian t6i khi bénh tién trién 1a 9,1 thang.
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Bing 4.2 :So sanh thoi gian t6i khi bénh tién trién 6 nhém dé 4

Nghién ciru ‘ S6 ca  Trung vi thoi gian téi khi bénh tién trién (thang)
Jeon (2009) 79 6,7
Jennifer (2013) 92 7,6
Combs (2005) 53 8
Noel (2014) 54 9,1
Nghién ctru nay 126 8,5

4.1.2.3 Thoi gian song thém todn bé

O nghién ctru nay, chung t6i ghi nhan thay trung vi thoi gian séng thém toan bo 13 25,5
thang, trong d6, trung binh thoi gian sdng thém & bénh nhan do 3 1a 27,2 thang con bénh
nhan d6 4 la 18,9 thang. Khac biét c6 y nghia thong ké véi p<0,001. Két qua nay ciing phu
hop v6i nhiéu nghién ciru nudc ngoai khac vé hiéu qua ciia hoa xa tri dong thoi ¢ cac bénh
nhan u sao bao dd cao. Nghién ctru ciia Kanno (2012) cho thay trung vi thoi gian song thém
toan bo sau thoi gian diéu tri 1a 24,3 thang, nghién ctru ctia Aboziada 1a 25 thang.

Khi phan tich trong nhém u sao bao d6 3, chung tdi ghi nhan thay trung binh thoi
gian séng thém toan bd ctia nhom bénh nay sau hoa xa dong thoi véi Temozolomide toan
bo 14 27,2 thang. Két qua nay ciing pht hop véi nhiéu nghién ctru nude ngoai khac vé hoa
xa dong thoi v6i Temozolomide sau mo. Nghién ciru ciia Feyzi va cong su (bdo cdo nim
2012) cho thay thoi gian séng thém toan bd sau diéu tri ctia nhom u sao bao do 3 1a 27,1
thang. Ngoai ra, khi so sanh véi cac kiéu cach phdi hop diéu tri hd trg sau mo. Két qua
ctia chiing toi cai thién hon khi so sanh v6i phac d6 hoa xa tuan tu trude day. Theo phac
dd nay, bénh nhan u sao bao d cao dugc hoda tri vdi Temozolomide trude, sau d6 moi két
hop voi xa tri don thuan sau md, nghién ctru ciia Gilbert (nam 2002) 13 nghién ctru mo ta,
da trung tam, khédo sat trén 57 bénh nhan u sao bao do cao nham xéac dinh hiéu qua cua
phuong phép xa tri két hop thém véi Temozolomide tuan ty sau phau thuat. Trong nghién
ctru nay c6 21 bénh nhan u sao bao dd 3 va 36 bénh nhan u sao bao do 4. Két qua nghién
ctru nay cho thay: trung vi thoi gian séng thém toan bd ciia nhom bénh nhin d6 3 sau thoi
gian theo doi chi la 23,5 thang.

Trong nghién ciru ndy, ching toi ghi nhan thay trung binh thoi gian séng thém cua
nhom bénh nhén u sao bao do 4 sau hoa xa dong thoi véi Temozolomide toan bo 1a 18,9
thang. Két qua nay ciing pht hop v6i nhiéu nghién clru nudce ngoai khac. Theo nghién cau
ctia Stummer va cs (bao cao nam 2008) nham xac dinh hiéu qua cta phuong phap hoa xa
dong thoi voi Temozolomide sau phau thuat. Két qua nghién ctru nay cho thdy trung vi
thoi gian séng thém toan bo 13 16,3 thang, cac tac gia khac ciing cho két qua tuong tu nhu
nghién ctru cua chiing t61, nghién ctru cuia Lovey 1a 17 thang, nghién ctru cua Jennifer la
17,9 thang, ngoai ra, khi danh gid hiéu qua cta héa xa dong thoi sau md voi
Temozolomide & cac bénh nhan u sao bao d6 4 tai cac nuéc Chau A. Két qua ciing dang
khich 1€, theo nghién ctru cua Jeon (ndm 2009) 1a nghién ctru mo ta, khao sat trén 79 bénh
nhan u sao bao do 4 duoc diéu tri tai Han Quoc nham xéc dinh hiéu qua cta phuong phap
hoa xa dong thoi v6i Temozolomide sau phau thuat. Két qua nghién ctru nay cho thay
trung vi thoi gian séng thém toan bo sau diéu tri la 18,3 thang.
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Bing 4.3 : So sdnh thoi gian séng thém ¢ nhom dé 4

Nghién ciru S6 ca Trung vi thoi gian song thém toan bd (thang)
Stummer (2008) 66 16,3
Lovey (2013) 210 17
Noel (2014) 54 17,4
Jennifer (2013) 92 17,9
Jeon (2009) 79 18,3
Nghién ctru nay 126 18,9

4.1.2.4 Ti 1é thoi gian song thém toan bo

Trong nghién ctru nay, ti 18 bénh nhan sdng thém 1 nam sau diéu tri 1a 80,8%, trong
dotilé séng thém toan bo sau 6 thang & nhom bénh nhan do 3 1a 65 ca, chiém 98,5%, cao
hon nhoém bénh nhan d6 4 1a 53 ca, chiém 88,3%. Khac biét nay tang dan sau 12 thang,
theo do ti 1¢ nay ¢ nhom d6 3 1a 92,3% con nhom do 4 la 66,5%. Khac biét nay tang 1én
dang ké sau 18 thang. Ti 1é ndy ¢ nhoém d6 3 1a 46 ca (83,8%) cao hon gap doi so voi
nhom bénh nhan dg 4: 13 ca (42 1%). Két qua nay ciing phu hop voi nhiéu nghién clru
khéc. Nghién ctru ciia Combs va ¢s (bao cdo nam 2005) cho thiy ti 1& bénh nhan do 4 song
thém sau 1 nam diéu tri 1a 72%, nghién ctru cua Donato(2007) 1a 71%, nghién ctru cta
Stupp (2005) 1a 61,1%.

Bing 4. 4: So sdnh ti I¢ song thém ¢ nhom dé 4

Nghién ctru 0 Ti 1¢ thoi gian song thém sau 1 nim
Combs (2005) 53 72%
Donato (2007) 43 71%
Stupp (2005) 573 61,1%
Wolfgang (2012) 584 66,7%
Nghién ctru nay 126 66,5%

4.1.3 Céc yéu to anh hwéng t6i thoi gian song thém

Trong nghién ctru nay, chiing t6i ghi nhan thay trung binh thoi gian séng thém & bénh
nhan d6 3 1 27,2 thang con ¢ bénh nhan d6 4 1a 18,9 thang. Khac biét c6 y nghia thong ké
p<0,001. Két qua cua ching t6i cling pht hop véi cac nghién ctru khac, nhiéu nghién ciru
trong va ngoai nudc cho thdy do mé hoc 1a yéu t anh hudng téi thoi gian séng thém cua
bénh nhan u sao bao do cao sau diéu trj.

Qua nghién ctru, chung t6i ghi nhan thiy trung vi thoi gian séng thém ¢ nhém bénh
nhan c6 ECOG 01 la 24,4 thang con ¢ nhom bénh nhan ECOG 02 la 18,9 thang. Khac
biét c6 y nghia thong ké véi p=0,001. Két qua cta chiing toi cung phu hop vdi cac nghién
ctru khac, theo nhiéu nghién ctru trong va ngoai nudc cho thay tong trang theo ECOG la
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yéu t6 anh huong téi thoi gian séng thém cia bénh nhén u sao bao do cao sau diéu tri.
Nghién ctru cua Lovey (2013) cho thay chi s6 tong trang theo ECOG 1a yéu t6 anh hudng
toi thoi gian song thém toan bo sau diéu tri. Khi so sanh véi cac tac gia khac ding chi so
tong trang KPS thi két qua cta ching toi ciing twong tu. Nghién ctru ctia Ulutin (ndm
2006) 1a nghién ctru mo ta, khao sat trén 70 bénh nhan u sao bao do cao dugc dugc hoa xa
d6ng thoi véi Temozolomide sau phiu thuat nham khdo sat cac yéu t6 anh huong toi thoi
gian song thém ctia cic bénh nhan sau diéu tri. Tong trang danh gia theo thang diém KPS.
Két qua nghién ctru nay cho thdy chi s6 tong trang theo KPS ciing 1 yéu t6 anh huong toi
thoi gian song thém cta bénh nhan sau diéu tri. Cac nghién ctiu trén cho thay téng trang la
yeu t6 quan trong, anh huong téi két qua diéu tri. Viéc st dung céc thang diém khac nhau
dé danh gia tong trang con tiy vao diéu kién thuc té caa cac trung tam ung thu khac nhau.
Tuy nhién, viéc sir dung thang diém Karnofski hay ECOG déu phan anh khach quan dap
tng diéu trj va chi s6 nay déu 1a yéu t6 anh hudng téi thoi gian séng thém & bénh nhan u
sao bao do cao sau hda xa tri.
4.2 Pjc tinh ciia phac do

Tac dung khdng mong mubn sau héa xa tri thuong gap nhat 1a viém da ving xa, rung
toc ving xa va budn non, cac doc tinh khéc Ién huyet hoc, doc tinh Ién chirc nang gan,
than 1 it gap. Phan 16n bénh nhan tuan tha phac do diéu tri.
4.2.1 Tdic dung khong mong muén trén hé tiéu héa

Trong nghién ctru nay, ching t6i ghi nhan thay tac dung khong mong mudn trén hé
tiéu hoa thuong 13 budn non chiém 28 ca (22.2%), két qua cia chiing t6i cling tuong tu véi
cac nghién ctru khac, Nghién ctru cia  Hainsworth 2010) cho thay ti 1¢ budn non chiém
25%, nghién ciru cua Valerie (2009) la 22.8%. Tur cac két qua cac nghién ctru trén cho
thay, tac dung khong mong mudn trén hé tiéu hoa thuong it gap va thuong khong nghiém
trong. Trong do, tac dung khong mong mudn trén hé tiéu hoa thuong gap nhat 1a budn
ndn. Chinh vi thé, cac thay thudc 1am sang phai chuan bi cac thudc chéng non can thiét khi
diéu tri, nham han ché cac tac dung khong mong mudn nay.
4.2.2 Tac dung khong mong muon trén da

Trong nghién ctru nay, chung t6i ghi nhan thay tac dung khong mong mudn trén dala
thuong gap. Da phan 13 khong nghiém trong, trong do tac dung khong mong mudn thuong
gip nhit 13 viém da ving xa gém 120 ca chiém 95.2%, rung toc d6 1 gom 118 ca chiém
93.7%, ti 1¢ viém da ving xa do 1(95.2%), rung toc do 1(93.7%). Két qua nay ciing phl
hop véi nhiéu nghién ctru khéc, nghién ctru ciia Armstrong (2013) cho thay tac dung cua
hoa xa tri dong thoi trén da chu yéu la viém da vung xa va rung toc. Cac tac dung phu
khong mong muon nay it nghiém trong va thuong hoi phuc sau xa tri. Mdc du vay, day
cling 14 cac yéu t6 gop phan anh huong to1 chat lugng song cua bénh nhan sau hoa xa. Do
do, cac nha thyc hanh lam sang ciing can luu y diéu tri cac tac dung khong mong mudn
nay nham tang chét luong song cua bénh nhan sau diéu trj.

4.2.3 Tdc dung khong mong muon khdc

Tac dung khong mong mudn khac thuong 1a chan an, dau dau, mét moi. Pa phan 1a
d6 1, do 2 theo CTCAE. Trong d6 tac dung khéng mong mudn thuong gap nhat 1a chan an
c6 111 ca chiém 88.1%, dau dau co6 33 ca chiém 26.2%. Cac tac dung phu khong mong
mudn nay it nghiém trong va thudong hoi phyc sau xa tri.
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4.2.4 Tdc dung khong mong muon trén hé tao huyét

Trong nghién clru nay, ching t61 ghi nhan thdy tac dung khoéng mong mudn trén hé
tao huyét khong cao, ti 16 giam bach cau c6 6 trudng hop, chlem ti 1€ 4,8%; ti 1€ giam bach
cau hat chi c6 3 truong hop, chiém ti 18 2,4%, giam tiéu cau c6 25 truong hop, chiém ti 16
19,8%, giam huyét sic t6 co 22 truong hop, chiém ti 18 17,5%. Két qua nay cling phu hop
v6i nhiéu nghién ctru khac nhu nghién ctru ciia Stupp (2005) ti 1¢ giam bach cau sau hoa
xa dong thoi voi temozolomide khong cao, ti 18 nay chi chiém 2%, ti 1¢ giam bach cau hat
cling chi c6 4%.

Céc trj s6 huyét hoc sau diéu tri thuong khong thay doi dang ké so véi trude diéu tri,
trong do trung vi ctuia bach cau trude va sau diéu tri 1a 7,9G/L va 6,7G/L, cia bach ciu hat
la 4,6 G/L va 3,9G/L, cta huyét sic t6 1a 132 G/L va 134G/L, cua tiéu cau la 285 G/L va
249 G/L. Két qua nay cting phu hop voi nhiéu nghién ctru khac, nghién ctru cua Nieawald
(2011) cho thay trung vi cta bach cau truge va sau diéu tri 1a 10,6 G/L va 6,2 G/L, cua
huyét sic t6 133 G/L va 129 G/L, cla tiéu cau 1a 227 G/L va 166 G/L. Két qua cac nghién
cuu trén cho thay, tri sb huyet hoc cua bénh nhan thuong khong thay ddi sau hoa xa dong
tho1 va1 Temozolomide.

4.2.5 Tdc dung khong mong muén trén gan thin

Trong nghién ctru ndy, ching tdi ghi nhan thay tac dung khong mong muén trén gan,
than khong cao, trong d6 ti 1& ting AST ¢6 7 trudong hop chiém 5,6%, ti 1¢ ting ALT ¢6 19
truong hop 15,1%, ting BUN c6 4 truong hop chiém 3,2%, ting Creatinin (0%). Két qua
nay cting phu hop voi nhiéu nghién ctru khéc.

Céc tri s6 ctia gan than sau diéu tri thuong khong thay d6i dang ké so véi trude diéu
tri, trong d6 trung vi cua ALT trudc va sau diéu tri 1a 31 U/L va 24 U/L, caa AST 14 25
U/L va 23 U/L, cua BUN la 10 mg/dL va 11 mg/dL, cua Creatinin 1a 0,81 mg/dL va 0,84
mg/dL. Két qua cua chung t6i cling phu hop voi nhiéu nghién ctru khéc, nghién ctru cua
Niewald(20111) cho thay ti 18 ting AST,ALT sau hoa xa dong thoi ciing khong cao, trong
d6 ti 1& tang AST chi c6 2%, ting ALT 1a 4%. Két qua cac nghién ctru trén cho thay, tri s6
gan than ctia bénh nhan thudng khong thay doi sau hoa xa ddng thoi véi Temozolomide.

KET LUAN

Nghién ctru 126 bénh nhan u sao bao do cao dugc xa tri két hop vo1 Temozolomide
sau ph?lu thuat, ching to1 rat ra mot s6 két luan nhu sau:
1. Hiéu qua diéu tri:

Xa tri bang may gia toc liéu 60Gy két hop Temozolomide sau phau thuét 14 phuong
phap diéu trj dap Gmg cao, c6 hiéu qua, gilp cai thién triéu chimmg co ning;

- Bap ing co nang: > 50% (96,8%), <50% (3,2%)

- Kich thudc u sau xa nhé hon so voi trudce xa: 4,5¢cm so vo1 5cm

- Ti 18 kiém soat bénh (hoan toan+ mét phan+on dinh) 14 97,6%. Ti 18 bénh tién trién
sau diéu tri hoa xa tri déng thoi sau md véi temozolomide thép (2,4%).

- Hoi phuc sau xa: sinh hoat va lam viéc binh thuong 11,9%, sinh hoat binh thuong
83,3% va sinh hoat can sy tro gitip 4,8%
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- Trung vi thoi gian t6i khi bénh tién trién 1a 18,1 thang , trong d6 nhém bénh nhan
d6 4 12 8,5 thang, d6 3 1a 24,7 thang. Khac biét c6 ¥ nghia thong ké. Ti 1¢ bénh khong tién
trién sau diéu tri sau 6 thang: 91,3%, 12 thang: 59,4%, 18 thang: 47,6%.

- Trung vi thoi gian thoi gian séng thém toan bo 25,5 thang, trong d6 nhém bénh
nhan d6 3: 27,2 thang con bénh nhan d6 4 1a 18,9 thang. Khac biét ¢ ¥ nghia théng ké.Ti
1¢ thot gian séng thém toan bd sau diéu tri 6 thang: 94,4%, 12 thang: 80,8%, 18 thang:
66,1%.

- Yéu t6 anh huong t6i thoi gian séng thém: tong trang, d6 md hoc.

2. Tac dung khong mong muén

Xa tri bang may gia toc lidu 60Gy két hop Temozolomide sau phiu thuat 13 phuwong
phap diéu trj an toan, it doc tinh :

- Phan 16n bénh nhan tuan thi phac do diéu tri. Ti 1é gian doan diéu tri thap chi 23%.
Vi trung vi ngay gian doan la 5 ngay.

- Cac chi s6 huyét hoc ctia bénh nhan thuong khong thay doi so voi trude diéu tri.
Trong d6 tac dung khong mong mudn thudng gip nhit 1a giam tiéu cau cd 25 ca chiém
19,8%, giam huyét sic t6 c6 22 ca chiém 17,5%, giam bach cau c6 6 ca chiém 4,8%.

- Pa phan chirc ning gan than ctia bénh nhan cling thuong khong thay doi so véi
trude diéu tri. Ti 18 sau diéu tri tang creatinin do 1: 0% va ti 1€ tang AST d6 1: 5,6% va
tang ALT do6 1: 15,1%, d6 2 0,8%

- Tac dung khong mong muén trén hé tiéu hoa khong cao. Trong d6 thuong 1a budn
non (22,2%), tiéu chay (0,8%), tao bon(0,8%),

- Tac dung khong mong mudn trén da 1a thuong gip. Pa phan 1a khong nghiém trong.
Trong do6 ti 1€ viém da vung xa do 1(95,2%), rung tdc d6 1(93,7%), d6 2(1,5%), dau vung
xa (7,1%).

KIEN NGHI
Sau nghién ctru 126 bénh nhéan u sao bao do cao dugc xa tri két hop vo1 Temozolomide
sau phau thuat tai Trung TAm Ung Budu Cho Riy chung t6i kién nghi nhu sau:

1. Phac d6 hoéa xa tri déng thoi véi Temozolomide sau phau thuat u sao bao do cao nén
dugc xem l1a phuong phép diéu tri ¢ thé nhan rong & nudc ta vi an toan, dé thuc
hién va c6 hiéu qua.

2. Can thuc hién cac nghién ctru budc dau vé phdi hop thém cac thude méi vao ky
thuét xa trj m&i nhidm cai thién hon nita két qua diéu tri da dat dugc tur nghién ctru
nay cho cac bénh nhan u sao bao dd cao sau phﬁu thuat.
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RESEARCH PROBLEM

Astrocytomas is a common disease but difficult to treat, which has high motality rate.
According to statistic in 2000 in Vietnam, the astrocytomas cases accounted for
1.3/100000 people. In the USA in 2008, the primary central nervous system had 21,810
new cases and 13810 deaths,with the astrocytomas rate of 2/100000 people. The rate of
high grade astrocytomas accounted for 35% to 45% in primary brain tumor. The rate of
high grade astrocytomas increase by 1.1% per year.

In Vietnam in the previous decade, treatment of high grade astrocytomas was
mostly by open surgery. Over the past few years, at some cancer treatment centers,
patients with high grade astrocytomas have received supportive radiotherapy. However,
treatment outcomes are often poor, life expectancy and post-radiotherapy response rates
are not high. Currently, there are major changes and advances in the treatment of high
grade astrocytomas. Many medical centers around the world have been adopting new
radiotherapy techniques, new medicines, and combination of various methods to improve
the quality of treatment as well as the quality of life for patients. One of the current
research directions is the combination of radiotherapy and Temozolomide treatment after
surgery.

With the development of radiation therapy technology, surgical methods and the
advent of Temozolomide, the mortality rate has been gradually reduced and the overall
survival rate after treatment has been improved. There have been many formal studies
suggesting that Temozolomide treatment combined with radiotherapy at 60Gy for patients
with high-grade astrocytomas after surgery produce positive effects such as prolonging the
progression time and increasing survival time. In our country, there has not been any
studies on this issue, especially to evaluate the effectiveness of radiation as well as post-
surgery patients with high grade astrocytomas. Therefore, we conducted the research:
"Study the results of radiation therapy after high grade astrocytoma surgery" with two
objectives :

The research objectives:

1. Evaluate the combination of radiotherapy and Temozolomide treatment after

high-grade astrocytomas surgery.

2. Describe the unwanted effects of the combination of radiotherapy and

Temozolomide treatment after high-grade astrocytoma surgery.

The novel contribution of thesis:

+ This is the first research in Vietnam to study the therapeutic effect of the
combination between radiation therapy and Temozolomide after high-grade astrocytoma
surgery.

+ Evaluation of symptom improvement is quantified. Patient's subjective response
was exploited on questionnaires and evaluated with new information: > 50% (96.8%),
<50% (3.2%). Radiation recovery: those who can enjoy normal life and work account for
11.9%, those who can enjoy normal life account for 83.3% and those who need assistance
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make up of 4.8%. With high reconciliation rates, this result is an encouraging new point in
enhancing treatment effectiveness and improving the quality of life for patients after
treatment.

+ The rate of disease control (overall + partial + stable) is 97.6%. The rate of
disease progression after postoperative radiotherapy with low temozolomide (2.4%). The
average time of disease progression is 18.1 months, particularly the patients in grade 4 is
8.5 months, grade 3 is 24.7 months. The statistical differences The rate of non-progressive
disease after 6 months of post-treatment: 91.3%, 12 months: 59.4%, 18 months: 47.6%.
With a high incidence of postmultaneous radioisotope control, this is a striking and
distinctive feature compared to conventional monotherapy.

+ The average survival time was 25.5 months, in particular, the third group was 27.2
months and the fourth group was 18.9 months. The overall survival rate after 6 months:
94.4%, 12 months: 80.8%, 18 months: 66.1%. This result is a breakthrough compared to
previous radiation therapy.

+ The unwanted results during treatment are rare, hematologic indices, liver and
kidney function of patients are usually unchanged compared to pre-treatment, most
patients adhere to the treatment regimen. This result has solved the difficulties that
chemical treatment often encounters.

The research structure

The thesis includes 119 pages namely: Research problem(2 pages), Chapter 1:
Overview (37 pages), Chapter 2: Research subject and methodology (13 pages); Chapter
3: Research findings (25 pages); Chapter 4: Discussion (39 pages); Conclusion (2 pages);
Recommendation (1 page). In the thesis, there are 62 tables, 16 diagrams and 17 figures.
There are about 228 references (3 Vietnamese references and 225 English references) The
appendix includes a list of patients, illustrations, some indicators, research criteria,
research samples, and patient assessment questions in the study.

CHAPTER 1: OVERVIEW

1.1. Diagnosis of highly grade astrocytomas

- Diagnosis to determine: clinical symptoms and laboratory diagnosis

- Diagnosis of period according to the 2007 classification system of WHO

- Diagnosis of histopathology according to the 2007 classification system of WHO

Apply the classification of histology according to WHO 2007. Grade | is applied to
lesions with low proliferative potential and the ability to recovery after a removal surgery.
Tumors that are classified as Grade Il are naturally infectious and. Despite low levels of
proliferation, tumors often recur. Some type Il tumors tend to turn into malignancy. For
examplelow-grade pilocytic astrocytoma can be turned into high-grade pilocytic
astrocytoma. Grade Il1 is for lesions with histological evidence of malignancy, including
atypical nuclei and fast dividing activity. Grade 1V is applied for malignant cells, and fast
and easily caseous cell division like glioblastoma.



1.2. Treatment of high grade astrocytoma
1.2.1. Treatment methods

- Surgery: major treatment method

- Radiotherapy: support after-surgery process

- Valence: Insufficient effective
* Chemotherapy combined with Temozolomide is an innovation in treating high-grade
astrocytoma after surgery.

1.2.2. Treatment of high-grade astrocytoma after surgery
1.2.2.1 Valence

Recently, the role of valence in the treatment of high-grade astrocytoma after surgery
has been a controversial topic. In history, Nitrosoureas medicines like Carmustine is
espcially effective, which no medicine or regimen can compare with except for
procarbazine and vincristine. However, nowadays, the studies of the RTOG (Cancer
Radiation Therapy Group) show that there's no benefit in terms of the extra life-span of
procarbazine and vincristine when chemotherapy is supported. Similarly, there are no
additional survival benefits of chemotherapy drugs such as Tirapazamine, Topotecan,
Paclitaxel, Interferon-p, and Thalidomide, which have been reported in chemotherapy-
grade high-grade adenomas according to studies of RTOG.

Since chemotherapy regimens do not improve the life span time until the disease
progresses. The futher understanding of molecular pathways involved in signaling,
vascular formation and cell growth has led to the development of target therapies.
Therefore, the focus of researches has changed toward this medthod. The drugs that
showed initial efficiency were cilengitide, antiangiogenic, tyrosine kinase inhibitors, Ras /
MAPK inhibitors, and histone deacetylase inhibitors.
1.2.2.2 Radiotherapy

Today, clinical experiments randomized by radiotherapy associations have
demonstrated the efficiency of radiotherapy to patients with high grade astrocytoma after
surgery. The 6901 and 7201 (brain tumor marker) TGTC experimentals demonstrated a
significant increase in the survival rate for patients receiving postoperative radiotherapy.
For those patients who receives radiotherapy of 50-60 Gy (1 st dose 7-2.0 Gy / day, 5 days
per week) have a higher survival time compared to patients who received symptomatic
care (P = 0.001) or pure chemotherapy (P <0.01) . The average survival time of patients
receiving radiation of 60 Gy was 2.3 times higher than that of patients in the observation
group without radiation therapy. Nearly 30% of patients receiving radiation therapy can
maintain full or partial working capacity while patients without radiotherapy show worse
signals.

Today, more therapies are combined to increase the survival time of patients with
high grade astrocytoma after surgery. In particular, the combination of radiotherapy and
chemotherapy like Temozomide showed initial positive results: increase the response rate,
enhance the quality of life after radiation, delay the time that disease progresses, increase
the life span after treatment.
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1.2.2.2 Radiation therapy combined with Temozolomide

Previously, Temozolomide helps to delay the progression of diseases and the overall life
span of patients with recurrent astrocytomas. However, many clinical trials have recorded
the benefits of the drugs in first-line treatment, so temozolomide has been used in early
treatment as standard post-operative regimens. It has now been redefined the role of
radiation therapy in the treatment of postmenopausal adenomas for postoperative
hepatomegaly and the re-establishment of new therapeutic criteria, in which chemotherapy
combined with temozolomide is recommended for treatment by many cancer associations .
The efficiency of the combination of radiotherapy and temozolomide has been
demonstrated through a series of clinical trials. According to the Surveillance,
Epidemiology, and End Results (SEER), the average survival time of 6673 patients with
elevated pyelonephritis who received postoperative radiotherapy alone between 2003 and
2005 was 12 months. Meanwhile, the average lifespan of the cohort treated with
temozolomide was 14.2 months. The results shows that patients with high grade
astrocytomas were treated with both postoperative radiotherapy and Temozolomide, which
had a better overall survival time than that of the radiotherapy group.

The recent studies have also shown similar results. A study by Genugten et al. (2010
report) shows average time of disease progression and the total lifetime of the patient is
radiographed and treated by postoperative method with Temozolomide was significantly
increased from 7 months and 12 months compared to radiotherapy for 4 months and 8
months (statistically significant difference P = 0.001). Other studies by Niewald (2011)
also shows that average overall survival time of patients treated with postoperative
chemotherapy with Temozolomide was increased to 13.6 months. Particularly, the survival
time after 1 year and 2 years is 48% and 8% respectively.

Furthermore, when the EORTC (European Cancer Research and Treatment Organization)
conducted a confrontational study to compare the effeciency of the combination of
radiotherapy with Temozolomide with that of radiotherapy on 573 high grade ureteric
patients at 85 European cancer centers. Again, the results showed that patients receiving
radiation therapy with Temozolomide had better survival time than conventional standard
radiotherapy. Average total survival time in patients treated with Temozolomide at
postoperative time was 14.6 months, which was significantly better than that of
radiotherapy(12.1 months). Statistical P <0.001). The overall survival rate after 2 years
was also improved from 10.4% to 26.5% in the Temozolomide group.

Currently, according to many studies, the average survival time of patients with high grade
astrocytomas after radiation combined with Temozolomide after surgery treatment is
usually higher than one year. The time of disease progression is gradually improved. The
overall survival rate after radiation with Temozolomide treatment is about 61% -72% after
1 year while the survival rate after 2 years is increased from 10% to 29%.
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CHAPTER 2: RESEARCH SUBJECT AND METHODOLOGY

2.1. Research subject
Patients with high grade astrocytomas are treated with radiotherapy and

Temozolomide at the Cho Ray Oncological Center from 09 / 2014-04 / 2017.
*Selection criteria

- Those who were diagnosed as a cerebral pituitary tumor undergoing surgery at
Cho Ray Hospital.

- Histopathological diagnosis is high grade astrocytoma (grade 3, 4)

- Good general condition: Overall score from 0 to 2 on the ECOG scale.

- Age <75

- The function of bone, marrow, liver and kidney is still good.

- Patients do not have serious acute and chronic illness.

- Have all records
* Exclusion criteria

- Those who are diagnosed with high grade astrocytoma have been treated before

- Good general condition: Overall score from 3 to 4 on the ECOG scale.

- Age > 75

- Patients are at risk of dying from other serious diseases
2.2. Research methodology and content
2.2.1. Research methodology: uncontrolled clinical study.
2.2.2. Research model size: formula of measuring size:

n= 2% . —p\__l 5 P)

(1-%) &

Applied the above formula, the model size is 85
In this research, we have 126 patients.
2.2.3. Stages of conduct
- Those who meet the criteria will be selected for the study. Patients are formulated
according to a unified form. Collect the data according to printed research paper
- Pre-treatment information: general characteristics (age, gender, general condition),
clinical characteristics, pre-clinical subclinical.
- During treatment: Radiotherapy
+ Valence: Temozolomide 75mg /m? per day
+ Radiation therapy: Use linear accelerator with 3-dimensional radiotherapy.
Power level: 6 MV
Simulated CT scan for treatment planning with Vsim simulated CT system, LAP
Dorado Laser.
Patient posture: Patient lies on his back, his arms folded along his body, his legs
stretched out, his head fixed by a flexible plastic fixing tool. Determine the volume of
treatment, volume to cover, make plan.
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Use lead or MLC to shield the areas without rays to achieve the most proper amount
of copper (the maximum amount of radiation in the tumor and the amount of radiation to
the healthy tissue is minimal).

Make plan with XiO system v4.80. Network Management Radiation Therapy:
MOSAIQ® v 2.00. Radiation system: Elekta Synergy Platform with MLC.

Radiation amount: Total 60Gy, 2 gy / day, 5 days / week

- Treatment of side effects and combination therapy
2.2.4. Evaluate the treatment results and unexpected function

- Subjective response: Based on the patient's functional symptoms, the patient
responds to sensory and motor questions before and after treatment, making comparison
on each patient.

- Objective response: response rates, disease control rates, related responses to a
number of factors. Evaluate the RECIST 1.1 criteria

- The extra life does not progress, the survival time.

- Analyze multivariate and singlevariate analysis to find out the relevant factors affect
the extra life.

- Some unexpected effects under NCl's CTCEA CTCEA Version 4.0 Criteria
2.3. Information process

- The information is collected through research papers, pre-designed questionnaires.
Information collection method: clinical examination, paraclinical examination; writing
letters to find out the treatment results; make phone calls. The data is encoded and
processed using the statistical software SPSS 19.0 with statistical algorithms. Calculate
additional living values by the Kaplan-Meier method. Single-variable analysis: Use the
Log-rank test when comparing survival curves among groups. Multivariate analysis: Use
Cox regression model with 95% confidence interval (p = 0.05)

CHAPTER 3: RESULTS
3.1. Character of subject for study
Table 3.1: Character of patients

Character of patients \

Total 126
Age median 42 (9-71)
Male 42 (9-71)
Female 42 (11 - 70)
Sex
Male 69 (54,8%)
Female 57 (45,2%)
BSA rate 1,5(1,1-1)9)
Male 1,6 (1,1-1,9)
Female 1,5(1,3-1,8)
ECOG rate
01 84 (66,7%)
02 42 (33,3%)




View: Male patients: 69 (54,8%). Female patients : 57 (45,2%). Male/Female ratio: 1,21/1.
The lowest age is 9, the highest age is 71, age median is 42.

1007

i
80 45 (65,2%) 36 (63,2%)

601"

401 21 (30,4%) 16 (28,1%) B Male

H Female

201

0.
<20 20-50 >50 Age

Chart 3.1: Age region

View: Age region of male principal is 20-50 years old, which accounted 45 case (65,2%).
Female has 36 case in age region 20-50 accounted 63,2%.

100 -

80

60 59(46,8%)

40 22(17,5%)

23 (18,3%)

201 10(7,9%) 8(6,3%) 2 (3,2%)

Headache Queasiness Emesis Epilepsy Nerve Other
syptom

Chart 3. 2 joining hospital cause
View: The major symptom cause patient join hospital almost are headache includes 59
cases account 46,8%, qualmishness includes 10 cases account 7,9%, epileptic includes 4
casess account 3,2% and the other nervous syptom includes 23 cases account 18,3%.

S
100 99(78,6%)
801"

601

401 19(15,1%)
201
0- -
1 month 2 months >3 months  the first time
of disease

Chart 3. 3 The first time of disease
View: From patients have symptom to joining hospital to treat, that almost under 1 month,
includes 99 case account 78,6%.
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Chart 3.4 Tumor place
View: Almost tumor are in frontal lobe includes 50 cases account 39,7%, in temporal lobe
includes 30 cases account 23,8%, in parietal lobe includes 20 cases account 15,9%. Tumor

lobe

is seldom in occipital lobe includes 4 cases, account 3,2%.

Table 3.2 : Histology level

sl [l Male Female Total
Number (%0) Number (%)  Number (%)
i 38 (55,1) 28 (49,1) 66 (52,4)
v 31 (44,9) 29 (50,9) 60 (47,6)
Total 69 (100) 57 (100) 126 (100)

View: The number of male patient with level Il is 38 cases (55,1%), this figure of female
Is 28 ca (49,1%). The number of male patient with level 1V is 31 case (44,9%), this figure
for female is 29 cases (50,9%).
3.2. Treatment outcome

3.2.1 Treatment respond
Table 3.3 : Tumor size before and after treatment

Tumor size \ Before treatment  After treatment \
Tumor < 5cm 70 (55,6) 83 (65,9) <0.001
Tumor >5cm 56 (44,4) 43 (34,1) ’
Median (cm) 5 4,5 <0.001
Size region (cm) 2-10 1-8,6 ’

View : Tumor size after radiotherapy and chemotherapy together: decrease 4,5cm compare
before treatment: 5cm. The different has statistic significant p<0,001
Table 3.4: Hydropic brain and haemorrhage in tumor before and after treatment

Hydropic brain Haemorrhage
o Before After Before After
Characteristic
treatment treatment treatment treatment
Number (%0) Number (%o) Number (%) Number (%)

Yes 123 (97,6) 122 (96,8) 79 (62,7) 48 (38,1)

No 3(2,4) 4 (3,2) 47 (37,3) 78 (61,9)

Total 126 (100) 126 (100) 126 (100) 126 (100)
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View : The rate of hydropic brain after radiotherapy and chemotherapy together is 122
cases (96,8%), Not change much compare to before treatment : 123 cases (97,6%). The
rate of haemorrhage in tumor after radiotherapy and chemotherapy together is 48 cases

(38,1%), improve significantly compare to before treatment: 79 cases (62,7%)
Bdng 3.5: tumor envelopment before and after treatment

Envelope Before treatment After treatment
Number (%) Number (%6)
Yes 60 (47,6) 50 (39,7)
No 66 (52.4) 76 (60,3)
Total 126 (100) 126 (100)

View : The rate of tumor have envelope after radiotherapy and chemotherapy together is

50 cases (39,1%), this figure is lower than before treatment 60 cases (47,6%).
Table 3.6: Division of tumor before and after treatment

Before treatment

After treatment

DIViSion Number (%0) Number (%0)
Clarity 51 (40,5) 41 (32,5)

Not clarity 75 (59,5) 85 (67,5)
Total 126 (100) 126 (100)

View : The rate of tumor have clarity division after radiotherapy and chemotherapy
together is 41 cases (32,5%), that is lower than before treatment 51 cases (40,5%).
Table 3.7: Density tumor before and after treatment

Homogeneous Before treatment After treatment
density Number (%0) Number (%0)
Yes 50 (39,7) 52 (41,3)
No 76 (60,3) 54 (58,7)
Total 126 (100) 126 (100)

View : The rate of homogeneous density tumor after radiotherapy and chemotherapy
together: 52 cases (41,3%), compare with before treatment 50 cases (39,7 %)
Table 3.8 : Increase light border before and after treatment

Increase light border of Before treatment After treatment
tumor Number (%o) Number (%0)
Yes 79 (62,7) 50 (39,7)
No 47 (37,3) 76 (60,3)
Total 126 (100) 126 (100)

View : The rate of increse light border of tumor after radiotherapy and chemotherapy
together is 50 cases (39,7%), improve significantly compare with before treatment 79
cases (62,7%).
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Table 3.9: The rate of levator respond of symptom after treatment.

Levator respond Number cases %
<50% 4 3,2
>50% 122 96,8
Total 126 100

View : Patients are mainly after radiotherapy and chemotherapy together, have levator
respond > 50% accounted for 122 cases (96,8%).
Table 3.10: Renovation after radiotherapy and chemotherapy

Active condition ~ Number case %
Living and work normal 15 11,9
Living normal 105 83,3
Living with support 6 4,8
Total 126 100

View : Almost patients after radiotherapy and chemotherapy together can living normal,
that account 105 cases (83,3%), in there 15 cases (11,9%) can work normally.
Table 3.11: Respond after treat ment follow RECIST canon

Respond ~ Number case %
Complete 4 3,2
Part 12 9,5
Stable 107 84,9
Increase 3 2,4
Total 126 100

View : After radiotherapy and chemotherapy together, almost disease often stable, that
account 107 cases (84,9%), in there the rate of control DCR (complete respond + part +
stable) is quite high (97,6%), the rate of the increase of disease is low (2,4%).

Table 3.12: Respond follow ECOG after treatment
After treatment

Before treatment

Body LEVel Number % Number %
0,1 84 66,7 84 66,6
ECOG 2 42 33,3 37 29,4
3 0 0 5 4
Total 126 100 126 100

View : After radiotherapy and chemotherapy together, almost body index of patient follow
ECOG do not change with before treatment.
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3.2.2 . Extent life time after treatment

Rate
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Time until the development of disease (Month)
Chart 3. 5 : Time until development of disease after treatment
View : After radiotherapy and chemotherapy together, median of time until development
of disease: 18,1 months.
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Time until development of disease (month)
Chart 3.6 : Time until development of disease and histology level
View : Time median until development of group patients with level 4: 8,5 months, level 3

is 24,7 months. The difference have significant statistic P<0,001.

Table 3.13: The rate of disease do not develop after treatment
The rate of disease do not develop after

%
treatment
6 months 91,3
12 months 59,4
18 months 47,6

View : After radiotherapy and chemotherapy together, almost patient have disease which
do not develop after 6 moths, that account 91,3%. After 18 months, over 50% of patients
have development of disease , with the rate of disease with no development is 47,6%.
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Table 3.14 : The rate of disease with no development after treatment and histology level
The rate of disease with
no development after

Level 3 patients group Level 4 patients group

treatmant Number (%0) Number (%0)
6 months 64 (97) 50 (83,3)
12 months 48 (75,6) 22 (39,8)
18 months 35 (62,2) 6 (30,9)

View : After radiotherapy and chemotherapy together, the rate of disease with no

development after 6 months in level 3 patients group is 64 cases (97%), that is higher than

level 4 patients group (83,2%). This difference increase significantly after 18 months. This

rate in level 3 group is 35 cases (62,2%) as twice as level 4 patients group: 6 cases (30,9%)
Table 3.15 : Treatment after disease develop

Treatment after disease develop

Number case

Surgery 4 6,2
Radiotherapy 3 4,7
Chemotherapy 34 53,1
Attend for extenuation 23 35,9
Total 64 100

View : After disease develop, almost patients have good cheers were treated again by
radiotherapy, that account 34 cases (53,1%), surgery again account 4 cases (6,2%),
radiotherapy again account 3 cases (4,7%). Patients with bad cheer were attended for
extenuation, that account 23 cases (35,9%).

The rate live longer
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Chart 3.7: Total time live longer
View : After radiotherapy and chemotherapy together, median of total time live longer of
patient is 25,5 months.
Table 3.16: The rate of patients live longer

=3 o

The rate of total time live longer \ %
6 months 94,4
12 months 80,8
18 months 66,1
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View : After radiotherapy and chemotherapy together, almost patients still live after 6
months, that account 94,4%. After 18 months, the rate of longer living decrease much and
reach 66,1%.

Table 3.17 : The rate of patients live longer and histology level

The rate of longer time Level 3 patients group Level 4 patient group
living after treatment Number (%0) Number (%0)
6 months 65 (98,5) 53 (88,3)
12 months 58 (92,3) 37 (66,5)
18 months 46 (83,8) 13 (42,1)

View : After radiotherapy and chemotherapy together, the rate of patient live longer after 6
months in level 3 patients group is 65 cases (98,5%), this figure is higher than level 4
patients group 53 cases (88,3%). This difference increase significantly after 18 months.
This rate in level 3 group is 46 cases (83,8%), that is higher as twice as level 4 group: 13
cases (42,1%).

3.2.3 Elements affect longer time living
Rate of living longer
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Time longer living (month)
Chart 3.8 : Time longer living and histology level
View : Living longer time mean of level 3 patient: 27,2 months, while this figure of level
4 patient is 18,9 months. The difference has significant statistic p<0,001.
Rate of living longer
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Time longer living (month)
Chart 3. 9 : Time longer living and sex
View : Living longer time median of male: 25,5 months, while this figure of female is 26,4
months. The difference don’t have significant statistic p=0,792.
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Rate of living longer
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Chart 3.10 : Time longer living and size of tumor before radiotherapy
View : Living longer time median of group of patients with tumor<5cm : 25,3 months, this
figure is higher than group of patients with tumor >5cm: 21,9 months. However, the
difference don’t have significant statistic p=0,135

Rate of living longer
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Chart 3. 11 : Living longer time and total body
View : Longer living time mean of patients group have ECOG 01 : 24,4 months, while
patients group have ECOG 02 is 18,9 months. The difference has significant statistic

p<0,001.
3.3 Side effects
Table 3.18 : Side effect in enteral
Side effect \ Level Number case (%)
_ 0 98 (77,8)
Queasiness 12 28 (22.2)
: 0 125 (99,2)
Diarrh
larrhea 17 1(08)
o 0 125 (99,2)
Obstipat
stipation 12 1(08)

View: Side effects in enteral is not high. Almost are level 1, level 2 according CTCAE. In
there, side effect often is queasiness (22,2%).
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Table 3.19 : Side effect in skin

Side effect | Level Number (%) |
. . 0 6 (4,8)
Dermatitis in radiotherapy place 1 120 (95.2)
Pain skin in radiotherapy place 2 1197((7?39)
0 6 (4.8)
Crop hair in radiotherapy place 1 118 (93,7)
2 2(1,5)

View: Side effect in skin often appear. Almost are level 1, level 2 according CTCAE. In
there, the most side effect often appear is dermatitis in radiotherapy place, that include 120
cases account 95,2%, level 1 crop hair includes 118 cases, account 93,7%.

Table 3.20 : The other side effects

Side effect Level ‘ Rate
15 (11
Anorectic 1(’)2 1 151((88’?1))
Headache (1) 22 ggg
2 Ser

View: The other side effects often are anorectic, headache, sick. Almost are level 1, level
2 according CTCAE. In there, the most side effect often appear is anorectic, that include
11 cases (88,1%), headache include 33 cases (26,2%).

Table 3.21 : Change of hepatic and nephric function before and after treatment

hepatic and nephric function Before tre_zatment After tre_atment
(Median) (Median)
ALT (U/L) 31 24
AST (U/L) 25 23
BUN (mg/dL) 10 11
Creatinin (mg/dL) 0,81 0,84

View: Hepatic and nephric function almost does not change compare to before treatment.
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Table 3. 22 : The change of hematology index before and after treatment

Toxicit ot hematology Before tr?atment After tre_atment
(Median) (Median)
Leucocytic (G/L) 7,9 6,7
Granulocyte (G/L) 4,6 3,9
Cruorine (G/L) 132 134
Glomerule (G/L) 285 249

View: Almost hematology index of patients often does not change than before treatment.
Table 3.23 : Side effect for hematopoietic system after treatment

Toxicity of hematology Number case
Decrease of leucocytic 6 4,8
Decrease of neutrophils neutral 3 2,4
Decrease of glomerule 25 19,8
Decrease of cruorine 22 17,5

View: Side effect for hematopoietic system is not often high, in there the most side effect
often appear is decrease of glomerule, that include 25 cases (19,8%), decrease of cruorine
include 22 cases (17,5%)
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Level 0 Levell Level2 Level3 toxic level

Chart 3.12 : Change of toxicity of leucocytic before and after treatment
View: : Side effect for leucocytic is not high. Almost are level 1, level 2 according
CTCAE, in there the most appearance is level 1, account 5 cases (4%).
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toxic level
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Chart 3.13 : Change of toxicity of neutrophils neutral before and after treatment
View : Side effect for neutrophil neutral is not high. Most are level 1; 2 according
CTCAE, in there level 1 account 3 cases (2,4%)
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Chart 3.14 : Change of toxicity of cuorine before and after treatment
View : Side effect for cuorine is not high. Most are level 1, level 2 according CTCAE, in
there, level 1 appear mostly and include 18 cases (14,3%).
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Chart 3.15 : Change of toxicity of glomerule before and after treatment
View : Side effect for glomerule is not high. Most are level 1, level 2 according CTCAE,
in there level 1 appear mostly and account 25 cases (19,8%)
Table 3. 24 : Toxicity for hepar and nephritic after treatment

Chemicobiology toxicity \ Number case
Increase ALT 19 15,1
Increase AST 7 5,6
Increase BUN 4 3,2
Increase Creatinin 0 0

View: Side effect for hepar and nephritic is not high. In there, the most side effect appear
Is increase of ALT and account 19 cases (15,1%), increase of AST account 19 cases
(15,1%), increase of BUN account 4 cases (3,2%).

Table 3. 25 : Change of toxicity of ALT before and after treatment

Toxic level Before treatment After treatment
Number (%0) Number (%0)
0 97 (77) 106 (84,1)
1 29 (23) 19 (15,1)
2 0 (0) 1(0,8)

View : After radiotherapy and chemotherapy together, most patients have ALT index do
not change much. Most are level 1, level 2 according CTCAE, in there level 1 appear
mostly and account 19 cases (15,1%).
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Table 3. 26 : Change of toxicity of AST before and after treatment

Toxic level Before treatment After treatment
Number (%) Number (%)
0 117 (92,9) 119 (94,4)
1 9(7,1) 7 (5,6)
2 0 (0) 0 (0)

View : After radiotherapy and chemotherapy together, most patients have AST index do
not change much. Most are level 1, level 2 according CTCAE, in there level 1 appear
mostly and account 7 cases (5,6%).

123(27,6%)122({96,8%)
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Chart 3.16 : Change of toxicity of BUN before and after treatment
View : Side effect for nephritic is not high. Most are level 1 according CTCAE, in there
level 1 appear mostly and account 4 cases (3,2%).

CHAPTER 4 : DISCUSSION

4.1 Treatment results
4.1.1 Treatment response
4.1.1.1. Subjective response

In this research, patients undergoing simultaneous radi-chemotherapy having physical
response >50% makes up for 122 cases (96,8%), most patients after treatment that are able
to carry out daily functions make up for 105 cases (83,3%), in which 15 cases can still
work normally.Besides, we observed that the overall condition living index of patients
prior to treatment is mostly around 0,1 degree(66,7%), 2,3 degree (33,3%) and that of
those after treatment are 0,1 degree (66,6%), 2 degree (29,4%), 3 degree (4%).This index
remains constant after radi-chemotherapy treatment and also after new Temozolomide
surgery.This result also coincides with many other researches.According to clinical
experiments with random group distribution conducted by chemotherapy associations
including RTOG,BTCG,SGSG, radi-chemotherapy helps improve the overall condition
index of patients with high grade astrocytoma after treatment.According to RTOG 0525’s
researches about unexpected side-effects of simultaneous radi-chemotherapy after high
grade astrocytoma surgery, the overall index stayed unchanged after treatment, with 62%
and 38% before and 67% and 33% after for 0,1 and 2,3 degree respectively.Moreover,
some researches shows that radi-chemotherapy after high grade astrocytoma surgery helps
improve overall condition, ability to function normally without support and capacity for
work after treatment.BTCG 6901 and 7201’s research has proven the improvement in
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overall condition index and a considerable increase in survival rate for patients with radi-
chemotherapy after high grade astrocytoma surgery, the patient group undergoing
radiation therapy 50-60 Gy (assigned dosage of 1,7-2,0 Gy per day, 5 days a week)
possesses better overall condition index and has more time to live compared with
symptom treatment (P=0,001) or mere chemotherapy (P<0,01).Nearly 30% of patients
who are irradiated in SGSG testing are able to maintain total or partial work capability
while those who are not irradiated demonstrate gradually worse overall condition.All
above testing results suggests that patients suffering from high grade astrocytoma
undergoing radi-chemotherapy after surgery with Temozolomide maintain their overall
condition index after treatment.
4.1.1.2 Objective response

In this research,response rate and illness controlling rate are assessed based on
RECIST 1.1 standards, after treat we observed that illness controlling rate (including total
+ partial + stable response rate) is quite high, constituting 97,6%.Meanwhile, improvement
rate after simultaneous radi-chemotherapy after surgery with Temozolomide is low, only
2,4%.0ur testing results also coincides with other researches.According to Antonio’s
research about the effectiveness of simultaneous radi-chemotherapy after high grade
astrocytoma surgery, illness controlling rate after radi-chemotherapy is relatively high,
taking 93%, in which the illness development rate after treatment is low, taking only 7%.
Table 4.1: Comparing responses after treating by Recist standard

Antonio’s research This research

Response

Number of cases (%0) Number of cases(%o)
Total+partial+ stable
(DCR) 37 (93) 123 (97,6)
Improvement 3(7%) 3(2,4)

4.1.2 .Extended surviving time
4.1.2.1 lliness undevelopment rate after treatment

In this research, the illness undevelopment rate 6 months after treatment is 91,3%, 12
months is 59,4% in which the illness undevelopment rate after 6 months in 64 cases of
grade 3 patient group is 97%, higher than that of grade 4 patient group, which is
83,3%.This gap is enlarged after 12 months, this rate is 75,6% including 48 cases in grade
3 group and 39,8% including 22 cases in grade 4 group.The difference also increases
significantly after 18 months.The rate in grade 3 group is 35 cases, making up for 62,2%,
doubling that of grade 4 group, which is 6 cases, taking 30,9%.This result also coincides
with many other researches.According to Stupp’s research, in the patient group with grade
4 astrocytoma, the illness development rate after 6 months is 53,9%,after 12 months is
26,9%.The above research results show that: high grade astrocytoma chemo-irradiated
simultaneously after surgery with Temozolomide mostly developed after 1 year.
4.1.2.2 Time until the development of illness

In this research, the median time until the development of illness is 18,1 months, in
which median time until the development of illness of grade 4 patient group is 8,5 months,
lower than that of grade 3 patient group, which is 24,7 months.The diference has statistical
significance with P<0,001.This result also coincides with other researches.Sijben and
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partners’ researches (report in 2008) showed that the median time until the development of
illness of grade 4 astrocytoma patient group was 6 months, Niyazi’s research showed 6,4
months,Jeon’s 1s 6,7 months, Combs’ (2005) was 8 months, Jennifer’s (2013) was 7,6
months, recent researches of Noel (2014), showed 9,1 months.

Table 4.2: Comparing time until the development of illness in grade 4 patients

Research ‘ Cases Median time until illness develops (month)
Jeon (2009) 79 6,7
Jennifer (2013) 92 7,6
Combs (2005) 53 8
Noel (2014) 54 9,1
This research 126 8,5

4.1.2.3 Total extended surviving time

In this research, we observe that the median total extended surviving time is 25,5
month,in which the average extended surviving time of grade 3 patients is 27,2 months
and that of grade 4 patients is 18,9 months.The difference has statistical signinficance with
p<0,001.This result also coincides with many researches in other countries about the
effectiveness of simultaneous radi-chemotherapy in high grade astrocytoma
patients.Kanno’s research (2012) showed that the median total extended surviving time of
this group after simultaneous radi-chemotherapy was 24,3 months and Aboziada’s was 25
months.When analyzing grade 3 astrocytoma group, we observe that the average total
extended surviving time of this group after simultaneous radi-chemotherapy with
Temozolomide is 27,2 months in total.This result also coincides with other countries’
researches about simultaneous radi-chemotherapy with  Temozolomide after
surgery.Researches of Feyzi and partners (reported in 2012) showed that total extended
surviving time after treatment of grade 3 astrocytoma group was 27,1 months.Besides, when
comparing different types of combined treatment support affter surgery, our result is better
than when compared with radi-chemotherapy regimens sequentially in the past.In this
regimen, patients with high grade astrocytoma are chemo-irradiated with Temozolomide
first, and after that, are irradiated after surgery, Gilbert’s research (2002) is a descriptive
research,multi-centered, surveyed on 57 patients with high grade astrocytoma in order to
determine the effectiveness of radi-chemo method combined with sequential Temozolomide
after surgery.In this research, there are 21 patients with grade 3 astrocytoma and 36 patients
with grade 4 astrocytoma.Testing results show that: the median total extended surviving
time of grade 3 patient group after supervision is just 23,5 months.

In this research, we observe that the average extended surviving time of grade 4
astrocytoma patient group after simultaneous radi-chemotherapy with Temozolomide is
18,9 months in total.This result also coincides with other countries’ researches.According
to Stummer and partners’ researches (reported in 2008), in order to determine the
effectiveness of simultaneous radi-chemotherapy with Temozolomide after surgery.This
the result shows that the median total extended surviving time is 16,3 months, other
researchers also obsserved similar results, Lovey’s research was 17 months, Jennifer’s was
17,9 months,besides,when assessing the effectiveness of simultaneous radi-chemotherapy
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with Temozolomide after surgery in grade 4 astrocytoma patients in Asia, the results are
encouraging.According to Jeon’s descriptive research (2009),surveyed on 79 patients with
grade 4 astrocytoma treated in Korea in order to determine the effectiveness of
simultaneous radi-chemotherapy with Temozolomide after surgery.This result showed that
the median total extended surviving time after treatment was 18,3 months.

Table 4.3: Comparing extended surviving time of grade 4 group

Research Median extended surviving time (months)
Stummer (2008) 66 16,3
Lovey (2013) 210 17
Noel (2014) 54 17,4
Jennifer (2013) 92 17,9
Jeon (2009) 79 18,3
This research 126 18.9

4.1.2.4 Total extended surviving time rate

In this research, the rate of patients surviving 1 more year after treatment is 80,8%, in
which the total rate of grade 3 patients surviving after 6 months is 65 cases, taking 98,5%,
higher than that of grade 4 patients,which is 53 cases,taking 88,3%.This difference
increases gradually after 12 months, as this rate at grade 3 group is 92,3% and at grade 4
group is 66,5%.The difference increases considerably after 18 months.The rate at grade 3
Is 46 cases (83,8%), doubling that of grade 4: 13 cases (42,1%).This result also coincides
with many other researches.Combs and partners’ researches (reported in 2005) showed
that the rate of grade 4 patients surviving 1 more year after treatment was 72%,Donato’s
(2007) was 71%, Stupp’s (2005) was 61,1%.

Thale 4.4. Comparing the rate of surviving at grade 4 group

Combs (2005) 53 72%

Donato (2007) 43 71%
Stupp (2005) 573 61,1%
Wolfgang (2012) 584 66,7%
Nghién curu nay 126 66,5%

4.1.3 Factors afecting surviving time

In this research, we observe that the average surviving time at grade 3 patients is 27,2
months and at grade 4 patients is 18,9 months.The difference provides statistical value
with p<0.001.This result also coincides with other researches, many domestic and
international researches show that tissue level is the factor affecting surving time of high
grade astrocytoma patients after treatment.
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In the research, we observe that the median surviving time at the patient group with
ECOG 01 is 24 months and at the ECOG 02 patient group is 18,9 months.The difference
provides statistical value with p=0,001.Our result also coincide with other researches,
according to many domestic and international researches, overall condition by ECOG is
affecting surviving time of patients with high grade astrocytoma after treatment.Lovey’s
research (2013) showed that overall index by ECOG was the factor affecting total
surviving time after treatment.When comparing with other researchers using KPS overall
index, our result is also similar.Ulutin’s descriptive research (2006) surveyed on 70
patients with simultaneous radi-chemotherapy with Temozolomide after surgery in order
to determine the factors affecting surviving time of patients after treatment.Overall
condition was assessed by KPS standard.This result showed that the overall index by KPS
was also a factor affecting surviving time of patient after treament.Using different scoring
system to assess overall condition depends on the practical condition of different cancer
centers.However, utilizing Karnofski or ECOG scoring system all reflects objectively the
treatment response and these indexes are all affecting the surviving time of patient with
simultaneous radi-chemotherapy with Temozolomide after surgery.

4.2 The toxicity of the regimen

The most common unexpected side-effects after radi-chemotherapy are dermatitis in
irradiated parts,hair loss in irradiated parts, other toxicity on blood, toxicity on liver
functions, and rarely kidney.Most patients completely follow the regimen.

4.2.1 Unexpected side-effects on digestive system

In this research, we observe that the unwanted side-effect on the digestive systen is
mostly nausea, taking 28 cases (22,2%).Our result is similar to others.Hainsworth’s
research (2010) showed that the nausea rate took 25%, Valerie’s (2009) wass
22,8%.Deducing from above researches, unwanted side-effect on digestive system is not
commonly seen and not serious.In specific, the most common unwanted side-effect is
nausea.Therefore,clinical doctors shoul preparing necessary anti-vomitting medicine when
treating the patients so as to limit this unexpected side-effect.

4.2.2 Unexpected side-effect on skin

In this research, we observe that the unwanted side-effect on skin is common.Most
are not serious, and the most common are dermatitis in irradiated parts including 120 cases
taking 95,2%, grade 1 hair loss including 118 cases taking 93,7%,grade 1 dermatitis rate is
95,2% and grade 1 hair loss rate is 93,7%.This result also coincides with many other
researches. Armstrong’s(2013) showed that the effect of simultaneous radi-chemotherapy
on skin are primarily dermatitis and hair loss.These unwanted side-effects are not quite
serious and often recovered after irradiation.Nevertheless, those are also the affecting the
life quality of patients after radi-chemotherapy.Hence, clinical doctors should also take
notice to treat these unwanted side-effects in order to increase the life quality of patients
after treatment.

4.2.3 Other unexpected side-effects

Other side-effects are commonly anorexia,headache, tiredness.Most are at grade 1,
grade 2 by CTCAE.In particular, the most commonly seen is anorexia, which is 111 cases
taking 88,1%, 33 cases of headache taking 26,2%.These side-effects are not quite serious
and often recovered after treatment.
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4.2.4 Unexpected side-effects on hematopoietic system

In this research, we obsserve that the effects on hematopoietic is not high, white
bloodcell reduction rate has 6 cases, taking 4,8%, granulocytopenia rate only has 3 cases,
taking 2,4%, platelet reduction rate has 25 cases, taking 19,8%, hemoglobin reduction rate
has 22 cases, taking 17,5%.This result also coincides with many other researches like
Stupp’s (2005), white blood cell reduction after simultaneous radi-chemotherapy was not
high,only taking 2%, granulocytopenia rate was also just 4%.

Hematology values rarely changes compared to before treatment,in which the
medians of white bloodcell before and after treatment were 7,9G/L and 6,7G/L, of
granulocyte were 4,6G/L and 3,9G/L, of hemoglobin were 132G/L and 134G/L, of platelet
were 285G/L and 249G/L.This result also coincides with other researches, Nieawald’s
(2011) showed that the medians of white bloodcell before and after treatment were
10,6G/L and 6,2g/L, of hemoglobin were 133 G/L and 129 G/L, of platelet were 227 G/I
and 166 G/L.Deducing from above researches, hermatology value of patients is oftern
constant after simultaneous radi-chemotherapy with Temozolomide.

4.2.5 Unexpected side-effects on liver and kidney.

In this research, we observe that the unwanted side-effects on liver and kidney is not
high, in specific, the AST increasing rate has 7 cases taking 5,6%, ALT increasing rate has
19 cases,15,1%,BUN increasing rate has 4 cases taking 3,2%, Creatinin increasing rate
0%.This result also coincides with other researches.

Liver and kidney’s values after treatment rarely considerably changes compared with
before treatment, in specific,, the medians of ALT before and after treatment are 31U/L
and 24 U/L, of AST are 25U/L and 23 U/L, of BUN are 10mg/dL and 11mg/dL, of creatini
are 0,81 mg/dl and 0,84 mg/dL.Our result also coincides with other researches, Niewald’s
(2011) showed that AST,ALT increasing rate after simultaneous radi-chemo was not high,
in specific, AST increasing rate was only 2%, ALT increasing rate was 4%.Above results
suggest that the liver and kidney’s values of patients are not commonly changed after
simultaneous radi-chemo with Temozolomide.

CONCLUSION

Researching 126 patients with simultaneous radi-chemotherapy with Temozolomide
after surgery, we deduce:
1.Treatment effectiveness

Irradiation by accelerator with 60Gy dosage combining with Temozolomide after
surgery is the highly responsive treatment method, effective, and helps improve physical
symptoms:

- Physical response : > 50% (96,8%), <50% (3,2%)

- Tumor size decreases compared with before irradiation: 4,5cm compared with 5 cm

- llIness controlling rate (total+partial+stable) is 97,6%.1lIness development rate after
treatment with simultaneous radi-chemo with Temozolomide is lo (2,4%)

- Recovery after irradiation: normal function and work 11,9%, normal function
83,3%, supported function 4,8%
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- Median time until the development of illness is 18,1 months, in specific, grade 4
group is 8,5 months,grade 3 is 24,7 months.The diffference provides statistical
significance.The rate of illness undevelopment after 6 months: 91,3%,12 months:59,4%,
18 months: 47,6%.

- Median total surviving time is 25,5 months, in specific, grade 3 patient group : 27,2
months, grade 4: 18,9 months.The difference provides statistical significance.Total
surviving time rate 6 months after treatment: 94,45, 12 tjongs: 80,8%, 18 months: 66,1%

- Factors affecting surviving time : overall condition, tissue level.
2.Unexpected side-effects

Irradiation bi acccelerator with 60Hy dosage combining with Temozolomide after
surgery is a safe and less toxic treatment method:

- Most patients completely follow treatment regimen.Intermittent rate during
treatment is low at just 23% with median intermittent days are 5 days

- Hemotology indexes of patients rarely changes compared with before treatment.In
specific, the most common side-effects are platelet reduction having 25 cases taking
19,8%, hemoglobin reduction having 22 cases taking 17,5%, white bloodcell reduction
having 6 cases taking 4,8%

- Most liver and kidney functions normally do not change compared with before
treatment.Grade 1 creatini increasing rate after treatment : 0% and grade 1 AST increasing
rate :5,6% and grade 1 ALT increasing rate : 15,15, grade 2 0,8%

- Side-effects on skin are common.Most are not serious.In specific, grade 1 dermatitis
rate (95,2%), grade 1 hair loss (93,7%), grade 2 (1,5%), irradiated pain (7,1%).

RECOMMENDATIONS

After researching 126 patients with high grade astrocytoma undergoing radi-
chemotherapy after surgery with Temozolomide at Chg Ry Tumor Center, we have some
recommendations:

1. Simultaneous radi-chemo regimen with Temozolomide after high grade astrocytoma
surgery should be considered as a treatment method that can be popularized in our
country because it is safe, eassily conducted and effective.

2. It is necessary to implement early steps of combining new medicines into new
irradiation techniques in order to improve the result achieved from this research for
high grade astrocytoma patients after surgery furrther.
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