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PAT VAN PE
1. Ly do chon dé tai:

Ung thu thyc quan dung thir 9 trong cac bénh ac tinh, phd bién nhat
trén thé gidi va dung thar 3 trong cac ung thu dudng tiéu hoa sau ung thu dai
truc trang va da day. Ti 1é mic ung thu thuc quan cao dugc ghi nhan ¢ mién
bic Trung Qudc, Nhat 12 6-14/100000 dan, dic biét ti 16 ndy rat cao ¢ Iran la
184/100000 dan. Con tai Viét Nam, theo ghi nhan ung thu ciia Nguyén Ba
Ptic va CS trong giai doan 2001-2003 ti 1é mac ung thu thuc quan tai Ha noi
& nam 1 8,7/100000 dan va & nir 14 1,7/100000, giai doan 2010 ti 1¢ méc ung
thu thuc quan ¢ nam gidi 1a 9,9/100000 dan, bénh xép thi 5 trong 10 bénh
ung thu phd bién. Nam gi¢i mic nhiéu hon nir va tudi thuong gip tir 50-60
tudi. C4c biéu hién 1am sang hay gip 1a nuét nghen, dau nguc, gay sut can.
Khi ¢6 céc ddu hiéu ndy bénh thudong & giai doan mudn va két qua diéu tri
thap. Theo nghién ciru cua Han Thanh Binh bénh ¢ giai doan mudn chiém ti
1€ 60,6%

Diéu trj ung thu thuc quan chu yéu phu thudc vao giai doan bénh va thé
trang cia bénh nhan. o) giai doan mudn bénh tién trién va di can xa phéi hop
hoa xa tri ddng thoi dang duoc xem 13 xu thé chung trong phéac d6 diéu tri ung
thu thuc quan trén thé gidi. Theo nghién ctru ciia Han Thanh Binh ti 1¢ séng 2
nim sau xa tri don thuan 1a 9,33%, theo béo cdo cua Stahl va cs ti 1& song 3
nam sau diéu tri phdi hop hoa xa ddng thoi cho bénh nhan & giai doan III 14
32%. Nhu vdy nhan thay rang c6 hiéu qua cao trong diéu tri ung thu thuc
quan giai doan mudn bang phdi hop hoa xa tri ddng thoi.

C6 nhiéu phac d6 hoa chét khac nhau phdi hop voi xa tri trong diéu tri
ung thu thyc quan. Ching tdi hra chon phac do Cisplatin- 5 Fluorouracil dé
diéu tri cho bénh nhan, vi day 1a phac d ré tién, phd bién, thuc hién don gian,
it tic dung phu va dem lai hi¢u qua.

O Viét Nam hién nay chua c6 nghién ctru nao danh gia hiéu qua cua
diéu tri phdi hop hoa xa dong thodi cho bénh nhan ung thu thuc quan giai doan
mudn. Vay ching ti tién hanh dé tai “Pdnh gid hiéu qud phdc dé hod Xa tri
dong thoi va mét so Yéu to tién lwong ung thw biéu mé thwe qudn giai doan
111, 1V tai bénh vién K .

2. Muc tiéu caa dé tai:

1.Panh gia hiéu qua va mot sé tic dung khéng mong mudn cia
phac dd phoi hop hoa xa tri ddng thoi trong diéu tri ung thu thwe quan.

2.Panh gia mot s6 yéu to tién lwong trong diéu tri ung thw biéu mo
thwe quan giai doan IILIV tai bénh vién K .



3. Nhirng déng gép ciia luan an:

- Khang dinh vai trd va hiéu qua cua phac dd diéu tri hoa xa tri dong thoi phac
d6 CF va tia xa téng liéu 60Gy cho BN UTTQ giai doan III, IVa. Ti 1& dap
g hoan toan 31,1 %; dap tng mot phan 53,8 %; khong dap ung 12,9 %; tién
trién 2,2 %. Dap ung hoan toan T3 (21,9 %), T4 (9,1 %); dap ung mot phan
T3 (22,7 %), T4 (31,1 %); dap ng hoan toan giai doan III (30,3 %), IV (0,8
%); dap tmg mot phan cua giai doan III (45,5 %), IV (8,3 %). Pap tng hoan
toan ¢ d6 2 MBH: 28,8%; dap ing mot phan 47%; dap tng hoan toan & do 3
MBH: 2,3%; dap ttng mot phan 6,8%

- Poc tinh va tAc dung khdng mong mudn do hoa chat va tia xa

+ Poc tinh trén hé huyét hoc do hoé chat rat it, chil yéu do 1.

+ Céc bién ching do tia xa viém thuc quan, hep thuc quan ¢ do 1
- Mot sb yéu t6 tién luong: Panh gia qua thoi gian séng thém, tai phét va di
can:

* Thoi gian song thém: Song thém toan b sau 12 thang: 92,7 %, 18 thang:
67,6 % , 24 thang: 48,2 % , 36 thang: 30 %; thoi gian séng trung binh la 23,9
thang; Thoi gian séng thém theo kich thudc u: 24 thang, 36 thang véi nhom
kich thudc u >5cm: 30,3 %; 9% va nhom kich thude u < 5em: 54,1 %; 37
%(P = 0,003); Séng thém theo giai doan bénh: 24 thang, 36 thang & GD
111:50,6 %; 33,3 % va & GD IV: 35,1 %; 11,7 %(P = 0,05); Séng thém sau khi
két thic diéu tri: 24 thang, 36 thang ¢ nhom dap ung hoan toan: 86,7%;
70,5% va nhom dap ang mot phan: 40,1 %; 11,6 % (P < 0,001); Séng thém
theo d0 mo bénh hoc: 24 thang, 36 thang vai do 2: 51 %, 33,2 % va do 3:
31,9%, 10,6 % (P =0,01)

* Tai phat, di can: Tai phat tai u 1,5%; tai hach 1,5%; Di can gan 3 %; phéi
3,8 %; xuong 4,5 %; Nguyén nhan tir vong thuong gap 1a do suy kiét 46,5 %,
non ra mau va vo u 1a 30,9 %.

- Thoi gian di can > 7 thang 81,2 %
4. Céu triic cia luin 4n: Luin an gdm 113 trang véi 4 chuong chinh
- Bt van dé (2 trang)
- Chwong 1 Téng quan (30 trang)
- Chuong 2 : Déi twong va phuong phap nghién ctru (14 trang)
- Chuong 3: Két qua nghién ciru (30 trang)
- Chuong 4: Ban luan (27 trang)
- Két ludn: (2 trang) ; Kién nghj (1 trang)
Lu4n an c6 43 bang, 15 biéu d6 va 10 hinh, 116 tai liéu tham khao (Tiéng
Viét, tiéng Anh va tiéng Phap)
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CHUONG 1: TONG QUAN TAI LIEU

1.1 Giai phiu thyc quin
1.2. Chén do4n :
1.2.1 Triéu chirng lim sang ung thw thuc qudn:
1.2.2 Cac tham do cdn ldm sang:

1.2.3. Chén dodn giai doan: Theo hiép hoi qudc té chdng ung thu (UICC)
nam 2004
1.3. Piéu tri Ung thw thwe quén:
1.3.1. Nhoém bénh ¢ thé diéu tri bang phdu thudt:
Chi dinh:Ton thuwong tai chd khong lan ra to chirc xung quanh va chua di cin
xa (T1- T2 NO- 1, T3 NO, Mo)
1.3.2. Nhoém bénh diéu tri khéng bang phdu thudt
*Chi dinh : Nhiing trudng hop c¢6 thé moé duoc nhung chdng chi dinh phiu
thuat va khéi u tién trién, di can: Giai doan IIL.IV
* Phwong phap
+ HoA tri tdn bé tro + xa tri hodc hod tri don thuan.
+ Xa hoad tri d‘o”‘ng thoi hodc xa tri don thuan
1.3.2.1. Xa tri ung thu thuc quan:
* Liéu lwong:

+ Xa tri triét can: Liéu xa tai u 55-70 Gy

+ Xa tri triéu ching: Liéu xa tai u 40-50 Gy

+ Xa tri hdu phau: 50 Gy néu chua tia tién phau, 20 Gy néu bo sung tién
phau.

+ Xa trj tién phiu: 45 Gy

+ Ho4 xa trj déng thoi: lidu tir 50- 60 Gy.
1.3.2.2. Hoa tri ung thu thuc quan:

- Hba xa tri déng thot :

- Hoa tri liéu tan bo tro:

* Céc phdac do hod tri liéu ung thw thue quadn:

+ Phéc do CF:

- Cisplatin: 75 mg/m2 dién tich co thé, truyén tich mach ngay 1.

- 5FU: 1000mg/m2 dién tich co thé, truyén TM ngay 2-5.

+ Ngoai ra con mot sé phac do khac trong diéu tri hoa xa dong thoi:

- Phéac @6 Pallitaxel két hop Cisplatin, Phac dd Irrinotecan, Phac dd ECX,

Phéc 6 ECF, Phac d¢6 EOX
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1.4. Mot s6 yéu t6 tién lwong: Giai doan bénh; Chiéu dai khdi u; Xam lan
chu vi khdi u; Tudi ; Gigi; Vi tri u

1.5. Mt s6 nghién ctru trong nuwéc va ngoai nwée vé hoa xa tri dong thoi
trong diéu tri ung thu thue quan:

1.5.1. Mgt sé nghién ciru vé phdu thudt va Xg tri trong ung thw thwe qudn:

- Theo Pham Dtrc Huin (2002) séng thém moi giai doan sau 1, 2, 5
nam la 77%, 34,3% va 10,2 % .

- Theo B3 Mai Lam (2008) song thém moi giai doan sau 1, 2, 3, 4, 5
nam tuong tng 1a 84%, 71,5%, 38,6%, 20,3%.

- Theo nghién ctru cua Han Thanh Binh ti 1€ séng 2 nam sau xa tri don
thuan 1a 9,33%.

1.5.2. Mét s6 nghién citu hod xa tri dong thoi trong diéu tri UTTQ trén thé
gioi:

- Sischy va cong su trong thu nghi¢m ECOG nam 1990 so sanh hai
nhom hoé xa tri ddng thoi 5 FU- Cisplatin + Xa tri 64 Gy va Xa tri don thuan
60 — 66 Gy trén 62 bénh nhan khong mé dugce. Két qua cho thoi gian séng
thém trung binh gitra hai nhom 1a 14,9 va 9 thang, cao hon mdt cach co y
nghia trong nhom hoa xa tri dong thoi. Ty 16 séng sau 2 nam 13 30 % va 12 %,
khéac biét c6 ¥ nghia thong ke.

- Theo Herskovic va cong su (1992) trong thir nghiém RTOG 85- 01.
So sanh phac db hoa xa trj ddng thoi 4 chu ky 5 FU 1000 mg/m? da x 4 ngay,
Cisplatin 75 mg/m? da ngay 1 phéi hop xa tri 50 Gy dua vao cing hod tri tir
ngdy 1 va nhém xa tri don thuan lidu 64 Gy. Két qua séng thém 2, 3 nim cao
hon c6 y nghia trong nhém hoa xa tri d@)ng thoi 38%, 31% so voi 10%, 0%
trong nhom xa trj don thuan. Ngodi ra ty 18 tai phat tai chd va di cin xa trong
nhom hod xa tri phbi hop dong thoi ciing cao hon ¢ ¥ nghia thong ké.

- Theo nghién ciru cua Kaoru Ishida va CS: gdm 60 BN giai doan
T4N1, dugc nghién ctru tir thang 3/1996 dén thang 4/1998. Piéu tri Cis-5FU
(Cis 70mg/m2, 5FU 1000mg/m2), tia xa dong thoi lidu 60Gy. Ti 1¢ séng trung
binh 12 10,16 thang va séng sau 2 nam 1a 31,5%.

- Theo nghién ctru cia Zenone va CS: gom 55 BN giai doan III, diéu tri
Cis-5FU va tia xa dong thoi lidu 64Gy. Thoi gian song trung binh 12 18 thang,
ti 18 sdng sau 3 nam 1a 37%.

Vay tir cac nghin clru cua cac tac gia nudc ngodi cho thay phac do
hod xa tri ddng thoi cho BN UTTQ giai doan mudn cho két qua tot hon diéu
tri tia xa don thuan, chinh vi vay chung t6i d4 tién hanh nghién ciru nay.

1.6. Cac thudc hoa chit sir dung diéu tri trong nghién ciru : Cisplatin v a5
Fluorouracil
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CHUONG 2:POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1 Poi twong nghién ciru:

132 bénh nhan duoc chan doan 1a UTTQ giai doan IILIV duoc diéu tri

tai bénh vién K tir 9/2009 dén 12/2013.

2.1.1 Tiéu chudn lwa chon bénh nhan:
- Cac BN ung thu thuc quan giai doan IIILIVA (di can hach), theo phén loai
cta hiép hoi chdng ung thu qudc t& 2004 (UICC 2004). Vi tri UTTQ & 1/3
trén, 1/3 gitra, 1/3 dudi. C6 chan doan md bénh hoc tai u 1a UTBM vay.
- Thé trang chung : Chi sd toan trang tir 0-2 theo thang diém ECOG, hoic chi
s6 Karnofsky >60%. Chtic ning tuy xwong, gan, than : binh thuong.

2.1.2 Tiéu chudn logi trie:
- Cac BN ung thu thyc quan giai doan LII hodc giai doan ITI nhung dugc phau
thuat ngay tir ¢dau hodc di cin xa. Ung thu thuc quan doan cb.
- Bénh nhan b6 dé diéu tri. Bénh nhan c6 nguy co tir vong gﬁn do cac bénh
tram trong khac.
2.2 Phwong phap nghién ciru:

2.2.1. Thiét ké nghién ciru:
Phuong phap nghién ciru can thiép 1am sang tién ctru, khéng c6 nhém chimng.
1-p

2
Z(l—a/2) 2

e’.p

C& mau tinh theo cong thice: n =

2.2.2 Cdc buéc tién hanh:
- Nhitng BN ¢6 du cac tiéu chuan nghién ciru s& duoc chon vao nghién ciu.
- Thu thap thong tin theo mau bénh 4n nghién ciru.
2.2.2.1. Bdc diém ldm sang Va cdn lam sang trude diéu tri:
* Pc diém lam sang:
* Cdn ldm sang:
2.2.2.2. Tién hanh diéu tri:
- Sau khi cac BN duogc chan doan 1a UTTQ c6 day du cac tiéu chuan nghién
ctru duoc diéu tri bang hod xa trj :
+ Hoa tri: phac dd CF.
. Cisplatin: 75 mg/m2 dién tich co thé, truyén tich mach ngay 1.
. 5FU: 1000mg/m2 dién tich co thé, truyén TM ngay 2-5.
Chu ky 28 ngay x 4 chu ky ( trong d6 c6 2 chu ky diéu tri dong thoi
V6i xa tri, vao tuan thtr 1 va tudn thir 5 cua qué trinh Xa tri. Va 2 chu ky con
lai vao tuan 9 va tuan thu 13). Pong thoi BN duge xa tri ngay sau truyén
2gi0.



+ Xa tri:
Ky thudt xa tri: st dung may xa tri gia tdc Varian, Siemmen( voi k¥
thuat xa tri 3D).
v Thé tich chiéu xa: bao gém u + hach canh thyc quan va hach di
can trung that.
v' Chup CT mé phong dé 1ap ké hoach diéu tri.
v Trudng chiéu: St dung bdn hodc nim truong chiéu.
v' Tu thé bénh nhan: BN nim ngira, hai tay dé dudi gy, hai chan
dudi thang.
v Liéu xa tri: tong liéu 60 Gy tai u + hach, phan liéu 2Gy/ngay,
5 ngay/tuan.
+ M¢ thong da day nudi duéng.
2.2.2.3. Banh gid hiéu qua ciua nghién Ciru:
- Pap ung chi quan: danh gia dap tng dwa vao cac triéu chung co
nang: nuét, dau nguc, 1én can... trudc va sau diéu tri.
- Dap wng khach quan:
+ Tiéu chuan danh gia dap ng sau diéu tri hoa xa tri dya theo tiéu
chuan cua to chire y té thé gidi chia lam 4 muc do;

o Pap tmg hoan toan: Céc t6n thuong u va hach tan hoan toan trén 1am
sang va chan doan hinh anh, triéu ching co nang hét hoan toan, it nhat kéo
dai trong 4 tudn va khdng xuat hién ton thwong mai.

0 Pap tng mot phan: Giam > 50% kich thudc 16n nhit cta tat ca cac ton
thwong va khong xuét hién ton thuong méi trong it nhat 4 tuan. Khi c¢6 nhiéu
3 t6n thuong thi liy ton thuong 16n nhét 1am dai dién dé danh gia.

0 Bénh giit nguyén: Giam dudi 50% hodc khong ting qua 25% tong sb
ton thuong va khong xuét hién thém ton thuong méi.

0 Bénh tién trién: Cac ton thuong ting trén 25% hodc xuét hién thém
tén thuong méi.

- Tiéu chudn danh gid dap iing sau diéu tri hod xa tri ( sau khi két thuc
phac dd diéu tri, BN duoc nghi 4 tuan , sau d6 danh gia lai ton thuong
dua vao):

+ Ddu hiéu lam sang:
0 Co nang: tri¢u ching nudt nghen, dau nguc, an ngon miéng, 1én
can...
0 Thuc thé: kich thudc hach di can néu co.
+ Ddu hiéu cdn lam sang:
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Noi soi thuc quan: quan sat bang mat thuong dé danh gia tén thuwong
trude va sau diéu tri.

Noi soi - siéu &m thwe quan: danh gia sy dap Gng u trudc va sau diéu tri.

Chup XQ thuc quan cé thude can quang: danh gia su dap Gmg u trude va
sau diéu tri.

Chup CT Scanner hodac MRI: danh gia sy dap ing u va hach trude va sau
diéu trj.

Xét nghiém cong thirc mau, sinh hod mau: danh gia doc tinh phéac do.

- Tac dung phu ( déc tinh) cua hoa xa tri:

+ Phan d6 doc tinh dya vao tiéu chuan phan d6 doc tinh thudc chdng ung
thu caa vién ung thu qudc gia My va theo tiéu chuan cia to chic y té thé gisi
(WHO).

+ Panh gia cac bién chimg do xa trj theo phin do cia td chirc xa tri ung
thu quéc té (RTOG).

2.2.2.5 Tim hiéu mét sé yéu 1o tién lwong:
Dua vao phan tich thoi gian séng thém sau diéu tri, tai phat, di can. Pé tir d6
xéc dinh vai tr0 cua cac yéu td tién luong.
Theo ddi sau diéu trji : Gui thu thim do hodc kham truc tiép BN hoic
dira vao hd so bénh an, dé danh gia tinh trang tai phat u, hach, di cin.
Phan tich thoi gian sdng thém véi mot sé yéu t6 tién luong nhu
+ Thoi gian séng thém toan bo tai cac thoi diém 12 thang, 18 thang, 24
thang va 36 thang.
+ Séng thém theo giai doan bénh, kich thudc u, liéu ho4 chét, dap tng sau
diéu tri, sau bién ching xa tri, theo d0 bi¢t hod mo6 bénh hoc.
- Tinh ti 1¢ tai phat tai u, tai hach, di can xa..
2.2.3. Xi¢ Iy 56 ligu:
- Xir Iy s6 liéu bang phan mém tin hoc SPSS 16.0
- Phan tich két qua theo phuong phéap thong ké&: mé ta, kiém dinh so sanh
- Phan tich thoi gian song thém: phuong phap Kaplan - Meier.
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CHUONG 3: KET QUA NGHIEN CUU

3.1. banh gia dap ng :

3.1.1. Pdp itng sau diéu tri (sau héa tri dii liéu, Bn nghi 4 tuan dinh gid

lai):

Bing 3.1. Pdp irng sau diéu tri

Pap tng theo triéu chirng 1am sang S6 BN Tilé %
Hoan toan 41 31.1
Mot phan 71 53.8
Khong dap ung 17 12.9
Tién trién 3 2.2
Tong 132 100
Dap ung theo hinh anh XQ va CT
Hoan toan 39 29.5
Mot phan 70 53
Khong dap ung 13 938
Tién trién 10 7.7
Tong 132 100
Dap wrng theo ndi soi
Hoan toan 41 31.1
Mot phan 68 51.5
Khong dap ung 13 938
Tién trién 10 7.6
Tong 132 100

3.1.2. Ddnh gid ddip ikng liéu lwong héa chit:

Bdng 3.2. Pdanh gid ddp veng liéu lwong héa chit

Dap ung Hoan toan Mot phan Kh(irnnggdap Tién trién | Tong
n=41| % |n=71| % |n=17| % |[n=3| % | N=132
< 80% 7 171 19 | 26,8 5 294 | 3 | 100 34
>= 80% 32 |89 | 52 | 732| 12 | 706 | O 0 98
Tong 41 | 100 | 71 | 100 | 17 | 100 | 3 | 100 132
P =0,015




3.1.3. Dap wrng theo T va giai doan
Bdng 3.3. Dap iwrng theo T va giai doan

Dap ung

Hoan toan Mot phan | Khong dap tmg | Tién trién
Theo T, GD n % n % n % N %
Dap wng theo T
T3 29 | 219 | 30 | 22,7 11 8.3 0 0
T4 12 91 | 41 | 311 6 4.5 3 2.2
Tong 41 31 71 | 53.8 17 12,8 3 2,2
P =0,005
Dap wng theo giai doan
Giai doan III 40 | 303 | 60 | 455 12 9.1 2 1,5
Giaidoan IVA | 1 0.8 11 | 83 5 3,8 1 0,7
Tong 41 | 311 | 71 | 5338 17 12,9 3 2,2
P =0,027

3.1.4. Danh gia dap vrng theo dp biét hoa MBH
Bdng 3.4. Ddp wng theo do biét hoa MBH

Pip wng | Hoantoan | Mot phan | Khong dap tmg | Tién trién
D¢ biét hoa n | % n % n % n %

bo 2 38 | 288 | 62 | 47 16 12.1 1 0.7

b6 3 3 2.3 9 | 6.8 1 0.8 2 1.5
Tong 41 | 311 | 71 | 538 17 12,9 3 2,2

P=0,015

3.2. Mot s6 yéu to tién lwong :

Pé tim  hiéu mot s6 yéu t6 tién luong cta bénh ung thu thuc quan
ching t6i tién hanh danh gia qua két qua sdng thém, thoi gian tai phat va di
can cua bénh.

3.2.1. Thoi gian song thém :

3.2.1.1. Két qua sbng thém toan bo :
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Soéng thém toan bé

7 Survival Function
1.0 o E S - Censore: d

0.5 WKW
=i %.LHMM N
T gy
Biéu do 3.1. Két qua song toan bg
Bdng 3.5. Két qud song toan bg
Thoi gian Kha ning song thém

12 thang 92.7%
18 thang 67.6%
24 thang 48.2%
36 thang 30%

Thoi gian song thém trung binh = 23.974 + 1.3
3.2.1.2. Sbng thém theo kich thudc u

Séng thém theo kich thuwéc U

1 04 e KthuocxGL1
—'—| 1 —I=5cm
\ —I = 3cm
N —t— =5cm-censored
e { == Sem-censored
05 iy
T,
G
2l |
9 “*
—~ 05 | k.
= 5
e i bty
2 1 L
= 04 1 i
l " + ot
0.2
0.0
T T T T T
0.00 10,00 20.00 30.00 40.00
Sing thém (thang)

Biéu do 3.2. Song thém theo kich thwéc cia u
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Bdng 3.6. Song thém theo kich thwéc ciia u
Kich thwéc U 12 thang 18 thang 24 thang 36 thang
>5°" (31Bn) 83.4% 53.9% 30.3% 9%
<5°"(101Bn) 94.6% 2% 54.1 37%
P =0.003
Thoi gian sdng thém trung binh ciia khoi u o :

Kich thuge > 5™ = 19.49 + 1.38 (théng)
Kich thudc < 5"

= 29.74 £ 1.72 (thang)
3.2.1.3. Séng thém theo d0 biét hda cua mo bénh hoc:

Sé6ng thém theo dé mé hoc

dobiethoa GPBEL
1 o2
0.8

13
—t— doZ-censored

— 3-censored
B

Ti 16 (%)
&

P

I
10.00

I i
20.00 30.00

4DfDD
Séng thém (thang)

Biéu do 3.3. Song thém theo d¢ biét hoa ciia mé bénh hoc

Bdng 3.7. Séng thém theo dé bigt héa ciia mé bénh hoc
Do biét hoa 12 thang 18 thang 24 thang 36 thang
bo 2 (117Bn) 92.8% 69.8% 51% 33.2%
Do 3 (15Bn) 92.3% 43.2% 31.9% 10.6%
P=0.01
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3.2.1.4. Song thém theo giai doan :

Song thém theo giai doan bénh

1.0 e
1
n
0.5 \«\*
— 0.6 =t
'é-_E_I | + I"I
2- i
" 0.4 i !
] _l_"H'—-n—vr+HL
0.2
0.0
I | I I 1
0.00 10.00 20.00 30.00 40.00

Séng thém (thang)

Biéu do 3.4. Song thém theo giai doan
Bdng 3.8. Sdng thém theo giai doan

gdoanctlL1

30
4.0

~t— 3 .0-censored

—— 4 D-censored

Giai doan bénh | 12 thang 18 thang 24 thang 36 thang
11 (114 Bn) 93.4% 70.9% 50.6% 33.3%
IVA (18Bn) 88.9% 48.1% 35.1% 11.7%

P=0.05

Thoi gian sdng thém trung binh cua:
Giai doan III = 28.59 + 1.61 (thang)
Giai doan IVA =21.02 + 2.3 (thang)
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3.2.1.5. Song thém theo dap ung sau khi két thuc diéu tri (sau khi hoa
Xa tri du lidu danh gi4 lai sau nghi 4 tuan) :

Séng thém theo dap rng

0.8

0.6

Ti 1é (%)

0.4

0.29

0.0

DULSKThucL4

~Thoan toan
1 phan
3
4
= hoan toan-censored
—— 1 phan-censored
3-censored
—t—4d-censored

I
10,00

|
20.00

Séng thém (thang)

I
30.00

I
40.00

Biéu do 3.5. Song thém theo ddp ving sau khi két thiic diéu tri

Bing 3.9. Song thém theo ddp ting sau khi két thiic diéu tri

Panh gia sau khi két | 12thang | 18thang | 24 thang | 36 thang
thic diéu tri
Hoan toan (41) 97.4% 94% 86.7% 70.5%
Mot phﬁn (71Bn) 95.3% 70.2% 40.1% 11.6%
Khong dap ung (17Bn) 64.7% 5.9%
Tién trién (3Bn) 33.3%

P <0.001




14

3.2.1.6. Két qua phan tich da bién cac yéu t6 anh huong tdi song thém :

Bdng 3.10 Phan tich da bién

. Exp( | 95.0% ClI for Exp (B)
B SE | Wald | df | Sig
B) Lower Upper

Tubi 310 .354 767 1 381 | 1.363 .681 2.728
Kich thudc u -440 | .331 | 1.764 1 .184 .644 .336 1.233
GD bénh - 709 | .476 | 2.219 1 .136 492 .193 1.251
Do biét hoa MBH .357 .440 .659 1 417 | 1.429 .603 3.387
Truong chiéu xa tri .500 251 | 3.970 1 .046 | 1.649 1.008 2.697
Liéu hoa chit -325 | .298 | 1.190 | 1 | 275 | .723 403 1.295
Pap ng hoa xa déng thot | 2.035 | 1.188 | 2.932 1 .087 | 7.651 .745 78.574

. ) P . 5.857
bap ng két thuc diéu tri | 1.167 | .306 | 14.528 | 1 | .000 | 3.213 1.763

Nhan xét: Pap tng sau hoa xa ddng thoi, dap ung sau két thic diéu tri va
truong chiéu xa 1 cac yéu t6 anh hudong doc 1ap ti séng thém, véi P < 0,001.
3.2.2. Tdiphat di can
3.2.2.1. Tai phét tai u, hach, di can va nguyén nhan tir vong

Bdng 3.11 Tai phat u, hach di can va nguyén nhan ti vong

Bénh nhan (132) Tilé %
Tai phét tai u
Co 2 15
Khéng cd 130 98.5
Tai hach
Co 2 15
Khéng cé 130 98.5
Di can
Gan 4 3
Phoi 5 3.8
Xuong 6 4.5
Hach 2 15
Khéng di can 115 87.2
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Nguyén nhéan tir vong

Bénh nhan (71)

Di can gan

Di can phoi

Di can xuong

Di can nédo

Nén ra mau, vo u

Suy kiét, khong an duoc

4
5
5
2

22

33

5.6
7.1
7.1
2.8
30.9
46.5

3.3. Péc tinh va tac dung khong mong mudn do héa chit va tia xa

3.3.1. Pjc tinh trén h¢ thong huyét hoc, gan, than sau két thic diéu tri:
Bang 3.12. Dic tinh trén hé thong huyét hoc, gan, thin sau két thiic diéu tri

Cé4c chi sb Bénh nhén (132) Tilé %

Hong ciu

bo 0 105 79.5

bo 1 21 15.9

Do 2 6 4.6
Huyét siic to

bo 0 108 81.8

bo 1 19 14.4

Do 2 5 3.8
Bach céu

bo 0 119 90.2

bo 1 7 5.3

Do 2 6 4.5
Bach cau hat

bo 0 119 90.2

bo 1 8 6

Do 2 5 3.8
Tiéu ciu

bo 0 131 99.2

bo 1 1 0.8
AST (chirc ning gan)

Do 0 132 100
Cratinin (chirc ning thin)

Do 0 132 100
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3.3.2. CAc bién chiing do tia xa:
* C4c bién chitng sém do tia xa :

Bdng 3.13. Bién chirng s¢m do tia xa

Viém thwe quan Bénh nhin (132) Tilé%
Mirc d6
b6 0 74 56.1
bo 1 47 35.6
bo 2 11 8.3

* Bién chitng muédn do tia xa:

Béing 3.14. Bién chitng hep thuwc qudin do tia xa
Hep thue quin Bénh nhan (132) Tilé%
Mtrc do
b6 0 79 59.8
bo 1 43 32.6
bo 2 9 6.8
bo 3 1 0.8
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CHUONG IV: LUAN BAN
4.1 Panh gia dap ung
4.1.1. Ddp teng sau khi két thiic diéu tri

Dénh gid nay 1a sau khi hoa xa tri du lidu, bénh nhan nghi bdn tudn danh
gia lai cho thiy c6 31,1 % bénh nhan dap tmg hoan toan, 53,8 % bénh nhan
dap mg mot phan, ¢6 12,9 % bénh nhan khong dap tmg, 2,2% bénh tién trién.
Sau khi két thuc diéu tri ching t6i d4 thu dugc mot ty 18 kha 16n bénh nhan
dap tng hoan toan véi bénh. Pay 1a mot diéu rat kha quan vi ddi tugng nghién
cru cua ching toi tt ca ndm & giai doan T3, T4 khong cOn chi dinh phiu
thuat triét can. Tuy nhién van cOn mot ty 1¢ nhoé bénh khong dap g hoic
bénh tién trién. Diéu ndy thyuc sy dit ra van dé rat 1on vé viéc 1am gi tiép theo
cho bénh nhan va tién lugng ctiia nhdm bénh nhéan ny 14 rat xau.

Theo nghién ciru ciia Han Thanh Binh sau xa tri don thudn, ti 18 dap ung
hoan toan 23,3%, dap Gng mot phan 41,3%, khong dap tng 36,4%. Kaosu
Ishida nghién ciru 60 BN UTBM viy thuc quan giai doan T4M1 (di cin hach)
diéu tri hoa chit phac dd CF + tia xa 60 Gy dong thoi, két qua cho thiy ti 1&
dap ung 13 68,3%, khong dap ung 1a 28,4%. Theo Nicolas Magné két hop
phéc d0 hoé xa tri dong thoi phac d6 CF + tia Xa, dap mg hoan toan sau diéu
tri 13 38,3%, mot phan 1a 42,6% va khong déap ung 13 12,7%. Theo nghién ciru
Kato K theo ddi 76 BN UTTQ & giai doan II, IIT diéu tri hoa xa dong thoi
phac @6 CF va tia xa tong licu 60Gy, két qua dap (mg hoan toan la 62,2%.
Theo Ohtsu nghién ctru 54 BN UTBM vay thuc quan giai doan T4M1 (di cin
hach), diéu tri hoa xa tri ddng thoi phac d¢6 CF va tia Xa tong lidu 60 Gy, két
qua dap ng hoan toan 33%, dap ung mot phan 53%, khong dap ung 9,2%,
tién trién 3,7%. Nhin chung cac nghién cau cho thay ti 16 dap ung c6 khac
nhau, tuy nhién déu khang dinh phac dd diéu tri hoa xa tri dong thdi phac do
CF két hop tia xa tong liéu 50 — 60 Gy, ¢0 ti 1¢ hiéu qua tot hon nhiéu tia xa
don thuan.

4.1.2. Panh gid ddp veng liéu lwong héa chit

Trong nghién ctru ciia chung ti, phan 16n bénh nhan dap tng hodn toan
Vv6i liéu hoa chat diéu tri >= 80 % chiém 82,9 %, dap ung hoan toan véi liéu
diéu tri < 80% 1a 17,1%, sy khac biét co ¥ nghia thong ké véi P= 0,015. Vi
két qua trén cd thé thdy rang nhitng BN diéu tri gan so v&i liéu chuan, thi ti 1&
dap tng cao vi d6 1a BN c¢6 thé trang t6t va kha nang hdi phuc stc khoé tdt,
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thoi gian diéu tri duoc lién tuc. Theo nghién ctru cua Kaneko ti 16 dap ung
87% sau hoa xa tri dong thoi va c¢6 10,5% dap ung hoan toan sau mot chu Ky
diéu tri.

4.1.3. Dap wrng theo T va giai doan

Mirc d6 xam 1an ctia khéi u 12 mot trong nhing yéu td quan trong nhat anh
huéng dén dap Gng voi tia xa. Trong nghién ctru cua ching t6i, véi nhiing
khdi u & giai doan T3 cho ty 1& d4p Gmg hoan todn, mot phan va khong dap
ting lan luot 1 21,9 %, 22,7 % va 8,3 %. Con ddi v6i bénh nhan ¢ giai doan
T4 thi cho ty 1& dap Gmg hoan toan, dap tmg mot phan, khong dap tng va bénh
tién trién 1an luot 14 9,1 %, 31,1 %, 4,5 % va 2,2 %. Tir hai két qua trén ching
toi cO thé thay rang giai doan T cang cao thi ty 1& dap ung hoan toan cang thap
con cac ty 1é khac cang ting cO Y nghia thong ké véi p=0,005. Két qua nay
cling twong tu nghién ctu ctia Han Thi Thanh Binh ty 1¢ dap Gng hoan toan,
mot phan va khong dap Gmg cua giai doan u T3,4 néi chung lan luot 1a 11%,
45% va 44%. Theo nghién ciru ciia Kaneko 57 BN UTBM vay thuc quan giai
doan T3 va T4 diéu tri hoa xa d@)ng thoi phac dd hoa chit CF va tia xa téng
lidu 60Gy , dap tmg hoan toan T4, T3 tuong tng 12 29%, 64%.T4c gia Ohtsu
ti 16 dap ung giai doan T3 12 hoan todn 50%, mot phan 9%; véi T4 dap ung
hoan toan 19%, mot phan 61,9%, khong dap ung 14,3% va tién trién 4,7%.
Nhu vay ti 1& dap tmg trong nghién ctru ctia chiing toi thip hon so véi céc tac
gia nudce ngoai, boi vi tat ca BN déu ¢ giai doan mudn.

Ty 1¢é dap tng hoan toan trong nghién ctru cua ching toi ¢ giai doan III 1a
30,3%, dap ung mot phan, khong dap tng va ty 18 bénh tién trién trong giai
doan nay lan luot 1a 45,5 %, 9,1 %, 1,5%. COn ty 1¢ ndy voi giai doan IV lan
luot 12 0,8 %, 8,3 %, 3,8 %, 0,7 %. Két qua ndy cho thiy c6 su khac nhau
gitra giai doan bénh v&i kha nang dap (rng bénh, sy khac biét nay co y nghia
thdng k& véi p=0,027. Két qua nghién ciru cua chung toi ciing gidng nghién
ctru cia Han Thi Thanh Binh ty 1€ dap tng ¢ giai doan III, IV it dat 47,4%.
Theo tac gia Higuchi K nghién ctu caa JCOG 9516 diéu tri hoa xa dong thoi
phéac dd hoa chat CF két hop tia xa tong lidu 60Gy cho 60 BN UTTQ giai
doan III, TVa (di can hach) ti 1¢ dap ng hoan toan tuwong ung 33% va 15%.
Kumekawa Y theo ddi 81 BN UTTQ giai doan I — IV diéu tri phac d6 hoa xa
ddng thoi CF va tia xa 60Gy két qua dap tng hoan toan giai doan I, II, III, IV
twong ung 1a 100%, 57%, 36%, 20%.
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4.1.4 Dap irng theo dp bi¢t héa mod bénh hoc

Trong nghién ctru dap rng hoan toan ¢ do 2 cia mod bénh hoc 1a 28,8%,
dap tmg mot phan 47%, dap tng hoan toan do 3 mo bénh hoc 2,3%, mot phan
6,8%, su khac biét c6 ¥ nghia théng k& véi P= 0,015. Theo nghién ciru tac gia
Takagawa R v&i 71 BN diéu tri hoa xa dong thoi cho thay ti 16 dap tng do
biét hoa cao 1a 55,3%, dap ing do biét hoa thép 66,7%, tuy nhién su khac biét
khong ¢ y nghia véi P= 0,477. Két qua nghién ctru cta chung i co sy khac
biét 6, vi c& mau du 16n dé danh gia.
4.2. Mt s6 yéu to tién lwong

Pé tim hiéu mot sd yéu t6 tién luong ciia bénh UTTQ chiing toi danh

gia qua két qua sdng thém sau diéu tri, thoi gian tai phat di can:
4.2.1 Thoi gian song thém:
- Thoi gian song thém toan bg

Ty 1¢ sdng thém toan bo 12 thang, 18 thang, 24 thang, 36 thang lan luot 13
92,7 %, 67,6 %, 48,2% va 30%. Thoi gian séng thém trung binh la 23,9
thang. Két qua nay cao hon nghién ctru cia Han Thi Thanh Binh, ty 1¢ séng
thém toan bo 12 thang, 24 thang 1a 20,9% va 9,3%, thoi gian séng thém toan
bo trung binh 1a 8 thang. C6 thé giai thich cho su khac nhau ndy 14 do trong
nghién ciru cia tac gia Han Thi Thanh Binh bénh nhan chi dugc diéu tri tia xa
don thuan, nén két qua sbng thém thip hon so véi két qua cua chung toi, BN
duoc diéu trj hoa xa tri dong thoi. Theo nghién ciru ciia Kaoru Ichida thi ty 18
séng thém toan bo diéu tri tia xa, hoa chat dong thoi 2 nam 1a 31,5%, thoi
gian sdng thém toan bo trung binh 1a 10 thang. Nicolas Magne cho ty 1& thoi
gian song thém toan bo 5 nam 1a 11%, thoi gian song thém trung binh 12 9,6
thang. Theo tac gia Kato K thoi gian séng thém toan bd sau 3 nim, 5 nim
tuong ung la 44,7%, 36,8%, thoi gian séng trung binh la 29 thang. Jean —
Francois cho ty 1¢ thoi gian song thém 1 nim, 2 nim, 5 nim twong Gng
52,9%, 29,8% va 12,1%, thoi gian séng thém toan bo trung binh la 16 thang.
Qua nhén xét trén cho thay két qua nghién ciru ndy ciing giéng voi cac tac gia
nudc ngoai.

- Song thém theo kich thwéc khéi u

Ty 1€ thoi gian trung binh 12 thang, 18, 24, 36 thang ctia nhom kich thudc
u>5 cm tuong Gng 1a 83,4%, 53,9%, 30,3% va 9%. Trong khi d6 ty 1¢ nay &
nhém kich thudc u < 5 cm la 94,6%, 72%, 54,1% va 37%. Thoi gian séng
thém toan bo trung binh cua nhéom u > 5 cm la 19,5 thadng, cua nhom u kich
thude < 5 cm 14 29,7 thang. Thoi gian song thém c6 lién quan dén kich thudc
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u. U kich thudc cang Ién thi thoi gian séng thém cang thip, su khac biét nay
rit c6 y nghia thong ké véi p= 0,003. Trong nghién ctru cua Han Thi Thanh
Binh, thoi gian séng thém trung binh cia nhém u < 5 cm 14 14 thang, nhém
u>5 cm la 4,6 thang. Sau 12 thang khéng cé bénh nhan nao ciia nhém > 5 cm
séng sot va ty 1é song thém 6 thang ciing chi dat 30%. Trong khi ty 1& sdng
thém sau 6 thang, 12 thang va 24 thang ctia nhém bénh nhan kich thudec u <5
cm lan luot 12 72,7%, 37,5% va 25,6%. Su khac biét c6 y nghia théng ké voi
p < 0,001. Két qua nghién ctu cua chang tdi ciing gidng nghién ciu Deren
khi theo ddi thoi gian sbng thém 5 nam ctia 115 bénh nhan cé kich thudc u <
5 c¢cm cho ty 1€ 25% cao hon 6% ctia 504 bénh nhan co6 kich thudc u > Scm.
Theo Wang véi 157 BN ¢6 kich thudc khdi u <= 3cm, thoi gian sdng 5 nam
48%, thoi gian sdng trung binh 54 thang; véi 425 BN ¢6 khéi u > 3cm nhan
thdy thoi gian song 5 nam 1a 23,3% va thoi gian séng trung binh 1a 17 thang,
véi P=0,001.

- Séng thém theo dé biét héa md bénh hoc: Ty 18 sébng thém 12 thang, 18
thang, 24 thang va 36 thang cta nhom c6 d6 mo hoc 2, twong ung la 92,8%,
69,8%, 51% va 32,2%, trong khi d6 ty 1€ nay ¢ nhom do mod hoc 3 1a 93,3%,
43,2%, 31,9% va 10,6%. Su khac biét gitra d6 mo hoc t& bao vai thoi gian
séng thém cd y nghia thdng ké vai p = 0,01.

- Thoi gian song thém theo giai doan

Giai doan bénh 12 yéu t tién luong quan trong nhét trong ung thu thuc
quan, qua d6 quyét dinh sach lugce diéu tri. Ty 1& sdng thém 12, 18, 24, 36
thang trong nhom giai doan III ctia bénh trong nghién ctru 1an luot 1a 93,4%,
70,9%, 50,6%, 33,3%, ty 1€ ndy ¢ nhom giai doan IV 1a 88,9%, 48,1%, 35,1%
va 11,7%. Giai doan bénh cang cao thi thoi gian sdng thém cang ngan, su
khéac biét ndy rat co y nghia théng k& véi p=0,05. Ishikura S theo ddi 139 BN
UTTQ diéu tri hoa xa tri dong thoi phac dd hoa chat CF va tia xa tong lidu
60Gy, cho két qua sdng thém toan bo 3 nim, 5 ndm tuong Gmg véi giai doan
11l 12 55%, 49% v&i thoi gian sdng trung binh 1a 44 thang, giai doan IVa
twrong tng 22%, 13%, voi thoi gian sdng trung binh 11 thang, su khéac biét co
y nghia thong ké. Theo nghién ctru Nomura M diéu tri hoa xa dong thoi cho
301 Bn UTBM vy thic quan , thoi gian sbng thém toan bo 3 nim cho giai
doan III, IVa, IVb 1a 37,1%, 34,2%, 9,1%, su khac biét ¢ y nghia.

- Thoi gian song thém theo ddp ing sau khi két thlic diéu tr;

Thoi gian séng thém 12, 18, 24, 36 thang cua nhom dap ung hoan toan
tuong ung 1a 97,4%, 94%, 86,7% va 70,5%, cua nhom dap ing mot phﬁn la
95,3%, 70,2%, 40,1% va 11,6%. Trong khi d6 thoi gian séng thém 12, 18
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thang cua nhom khong dap tng diéu tri 1a 70,6% va 5,9%, thoi gian séng
thém 12 thang ctia nhém bénh tién trién 1a 33,3%. Két qua ndy ching ta c6 thé
thiy néu bénh nhan cang dap tng diéu tri thi thoi gian sdng thém cang nhiéu,
su lién quan nay c6 y nghia thong k& véi p< 0,001. Theo nghién ciru cua
Hurmuzlu M thoi gian séng todn b 2 nam ¢ nhom dap ung 1a 31%, nhém
khong dap tng 6%; song toan bd 3 ndm & nhém dap tng 24% va nhdm khdng
dap tng 13 0%; sdng thém toan bd 5 nim & nhom dap tng 14 17% va nhom
khong dap ung 1a 0%, voi P < 0,001. Theo Ishikura thoi gian séng thém toan
bd 3 nam, 5 ndm cua nhém dap ng hoan toan la 63%, 52%; con nhém khong
dap g tuong g 6%, 2%, su khac bi¢t co y nghia.

- Phdn tich da bién cac yéu té anh hwrong téi thoi gian séng thém

Chung t6i phan tich da bién tir c&c dit liéu trong phan tich don bién nhu da
dé cap & trén trong cac BN duoc nghién ctu bang phan tich hdi quy Cox,
ching t6i nhan thay cac yéu t tién luong doc lap khi phan tich da bién lan
luot 12 cac bién: Truong chiéu xa (95% CI: 1,008-2,697; p= 0,046); dap tng
sau hoa xa ddng thoi (95% CI: 0,745-78,574; p= 0,087), dap ung sau diéu tri
(95% CI: 1,763-5,857; p < 0,0001). Tuy nhién nghién curu cua ching toi con
c6 han ché vé s BN nghién ciu, ciing nhu phan bd cac nhom ngudi bénh va
thoi gian theo ddi chua duoc dai ma cac yéu té doc 1ap con han ché.
4.2.2 Téai phat tai u, hach, di can va nguyén nhan tir vong

Trong nghién ctu, ty 1¢ tai phat tai u la 1,5%, tai phat tai hach 1a 1,5%,

di can gan 3,0 %, di can phoi 3,8 %, di cin xuong 4,5%. Nguyén nhan tu
vong thudng gip la do suy kiét, khong dn udng duoc chiém 46,5 % va non ra
mau do v& u 30,9 %.Theo nghién ctru cua tac gia Li 59 bénh nhan ung thu
biéu mo véy thuc quan diéu tri hoa xa ddng thoi c6 13,5 % di cin phoi, 11,5
% di can xuong, 5 % di can gan.
4.3. Pjc tinh va tac dung khong mong mudn do héa chit va tia xa

* Poc tinh trén hé thong huyét hoc, gan, than sau két thuc diéu tri: Sau két

thiic hoa xa tri ( sau hoa xa tri du liéu, bénh nhan nghi 4 tuan s& dugc danh

gia lai) cho thdy tat ca cic bénh nhan déu co chuc ning gan, than binh

thuong, chi s6 huyét hoc: hong ciu, bach ciu, tiéu cau phan 16n binh

thuong. Ty 1& huyét sic t6 bi giam 1a 18,2 %, tat ca 1a ha @6 1 va do 2

khéng anh huéng dén diéu tri. Ty 1¢ bach cu bi ha 12 9,8 %, tit ca bénh

nhan déu ha bach cu d6 1 va 2 khong anh hudng dén qua trinh diéu tri.

* C4c bién chitng do tia xa:

- Viém thuc quan do tia xa
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Két qua nghién ctru cho thay ty 1& bénh nhan bi viém thuc quan do tia
xa chiém 43,5 %, trong d6 viém thuc quan do II chiém 8,3 %. Bénh nhan
viém thyc quan biéu hién bang cam gidc bong rat thuc quan ving tia, nhe thi
dau khi nudt, ning thi khdng an duoc phai nghi tia xa va diéu trj bang thudc
giam dau, khang viém va c6 thé tam nudi dudng bang dudng tinh mach. Két
qua nay phu hgp véi nghién ciru cua Han Thi Thanh Binh ty 1€ viém thuc
quan 1a 37,2 %, trong d6 viém do 1 chiém 19,8 %, d6 II chiém 9,9%.
Kumekawa Y bién chimg sém viém thuc quan do 1 (40 %), do 2 (19 %), d6 3
(13 %), do 4 (7 %).

- Chit hep thuc quan do tia xa

Trong nghién ctru, ty 1& chit hep thuc quan do tia xa chiém 40,2 %,
trong d6 do 1 chiém 32,6 %, d6 2 chiém 6,8 %, d6 3 chiém 0,8 %, khdng c6
bénh nhan nao chit hep hoan toan. Két qua nay giéng nghién ciru ciia Han Thi
Thanh Binh ty 1€ chit hep thuc quan sau tia la 51,9 %, trong d6 hep d6 1, 2
chiém 14,8 %. Trong nghién ctru ctiia Kuai, bién chimg hep thuc quan ciing
gidng két qua cua chung toi 1 55,4% .
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KET LUAN
Nghién ctru 132 bénh nhan ung thu thuc quan giai doan III, IV dugc
diéu tri hoa xa dong thoi tai Bénh vién K tir thang 9/2009 — 12/2013 chlng toi
rat ra mot s6 két ludn sau day:
1. Ty 1& dap tng cia phac do diéu tri
- Pap g sau khi két thic diéu tri:
Dép ung hoan toan 31,1 %; dap tng mot phan 53,8 %; khong dap tng
12,9 %; tién trién 2,2 %
- Bap tng theo T va giai doan:
+ Dap ung hoan toan T3 (21,9 %), T4 (9,1 %)
+ Pap tng mot phan T3 (22,7 %), T4 (31,1 %)
Vi P =0,005
+ Dap ung hoan toan giai doan III (30,3 %), IV (0,8 %)
+ Pap ing mot phan cia giai doan I1I (45,5 %), IV (8,3 %)
Véi P =0,027
- Bap ung theo dd biét hda mo6 bénh hoc:
+ Pap tng hoan toan ¢ d6 2: 28,8 %; dap tng mot phan 47 %
+ Pap Gmg hoan toan ¢ do 3: 2,3 %; dap ing mot phan 6,8 %
Vo6iP =0,015
2. Boc tinh va tac dung khéng mong mudn do hoda chét va tia xa
* Poc tinh trén hé huyét hoc
- Ha huyét sic t6 18,2 % (d6 1: 14,4 %; do 2: 3,8 %)
- Habach cau do 1: 5,3 %; d6 2: 3,8 %
* C4c bién ching do tia xa
- Viém thuc quan d6 1: 35,6 %; d 2: 8,3 %
- Hep thuc quan d6 1: 32,6 %; dd 2; 6,8 %; d6 3: 0,8 %
3. Mot s6 yéu t6 tién lugng:
Panh gi4 qua thoi gian sbng thém, tai phat va di can:
* Thoi gian song thém
- Séng thém toan bd sau 12 thang: 92,7 %, 18 thang: 67,6 % , 24 thang: 48,2
% , 36 thang: 30 %; thoi gian sdng trung binh 1a 23,9 thang.
- Thoi gian séng thém theo kich thude u: 24 thang, 36 thang
+ Nhoém kich thudc u >5cm: 30,3 %; 9%.
+ Nhom kich thudc u < 5cm: 54,1 %; 37 %.
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V61 P =0,003
- Séng thém theo giai doan bénh: 24 thang, 36 thang
+ Giai doan III: 50,6 %; 33,3 %.
+ Giai doan IV: 35,1 %; 11,7 %
V61 P =0,05
- Song thém sau khi két thuc diéu tri: 24 thang, 36 thang
+ Nhom dap rng hoan toan: 86,7%; 70,5%.
+ Nhom dép tmg mot phan: 40,1 %; 11,6 %
V6i P <0,001
- Song thém theo d6 mo bénh hoc: 24 thang, 36 thang
+d0 2:51 %, 33,2 %
+d6 3:31,9%, 10,6 %
V61 P =0,01
* Tai phat, di can
- Téai phét tai u 1,5%; tai hach 1,5%
- Di cin gan 3 %; phdi 3,8 %; xuong 4,5 %
- Nguyén nhan t vong thuong gap 1a do suy kiét 46,5 %, ndn ra mau va vd u
14 30,9 %.



BACKGROUND

1. The reasons for my topic:

Esophageal cancer ranks ninth in the malignancy, is the most popular in the
world and ranks third in the Digestive tract cancer after Colorectal cancer and Stomach
cancer. The incidence of Esophageal cancer is highly recognized in Northern China,
Japan with 6 to 14 per 100,000 people, especially, this rate is very high in the Iran with
184 per 100,000 people. In Viet Nam, according to the cancer registry of Nguyen Ba
Duc and CS in the period 2001-2003, the incidence of Esophageal cancer in men in
Hanoi is 8.7 per 100,000 people and in women is 1.7 per 100,000, in the period of
2010 the incidence of Esophageal cancer in men is 9.9 per 100,000 people, it ranks
fifth in ten common cancers. Men and women suffer more frequently from the age of
50-60 years old. The common clinical manifestations are swallow choking, chest pain,
weight loss. When have these signs, the disease are usually in late-stage disease and
low treatment outcome. According to the analysis of Han Thanh Binh,the disease in
late-stage accounts for 60.6% rate.

The treatment of esophageal cancer mainly depends on the stage of the disease
and the patient's condition. In the late stages, the disease progresses and metastasises
distantly, the combination of radiotherapy chemistry is being considered common
trend in the Esophageal cancer therapy in the world. According to the study of Han
Thanh Binh, the two-year survival rates after sipmle radiotherapy is 9.33 percent,
according to the reports of Stahl and CS, the three-year survival rates after
combination of radiation therapy contemporaneously for patients in three-stage is 32
percent. So, highly effective in the treatment of late-stages esophageal cancer is the
combination of concurrent radiotherapy.

There are many different chemical regimen combine with radiotherapy in the
treatment of Esophageal cancer.We choose the Cisplatin- 5 Fluorouracil regimen to vet
for patients, because there is the cheap regimen, popular, simply perform, fewer side
effects and effective.

Now, in Viet Nam, there is no study that appreciate effects of combination of
radiation therapy contemporaneously for Esophageal cancer patients in late-stage. So,
we conduct this thread “Assess the effect of the regimen of radiation therapy
contemporaneously and some prognostic factors for Esophageal carcinoma in stage
Il and IV in K hospital .

2. The aim of thread:

1.Assess the effect and some unwanted effects of the regimen of radiation
therapy contemporaneously in the treatment of Esophageal cancer.

2.Assess some prognostic factors for Esophageal carcinoma in stage 111 and
IV in K hospital .



3. The contributions of the thesis:

- Affirming the role and effectiveness of the regimen of radiation therapy
contemporaneously, CF regimen and 60Gy total radiation dose for BN UTTQ stage
[1l, IVa. This rate completely meets 31,1 percent; partially meets 53,8 percent; no
meets 12,9 percent; evolves 2,2 percent. Completely meets T3 (21,9 percent), T4 (9,1
percent); partially meets T3 (22,7 percent), T4 (31,1 percent); completely meets stage
11 (30,3 percent), IV (0,8 percent); meets a part of stage Il (45,5 percent), 1V (8,3
percent). Completely meets at level 2 MBH: 28,8 percent; partially meets 47 percent;
completely meets at level 3 MBH: 2,3 percent; partially meets 6,8 percent.

- The toxicity and adverse effects due to chemical and radiation

+ Hematologic toxicity due to chemical systems are less, mainly of level 1.

+ The complications of radiation esophagitis, narrowing of the esophagus at level 1
- Some prognostic factors: Assessed by survival, recurrence and metastasis:

* Time to live : live more totally after 12 months: 92,7 percent, 18 months: 67,6
percent, 24 months: 48,2 percent, 36 months: 30 percent; Median survival time is 23.9
months; Survival according to tumor size: 24 months, 36 months with tumor size
group larger 5 centimeters: 30,3 percent; 9percent and tumor size group less than or
equal 5 centimeters: 54,1 percent; 37 percent(P = 0,003); Survival according to stage
of disease: 24 months, 36 months at stage 111:50,6 percent; 33,3 percent and at stage
IV: 35,1 percent; 11,7 percent(P = 0,05); Survival after the end of treatment: 24
months, 36 months in the complete response group: 86,7 percent; 70,5 percent and
partial response group: 40,1 percent; 11,6 percent (P < 0,001); Live according to the
histopathological: 24 months, 36 months with level 2: 51 percent, 33,2 percent and
level 3: 31,9 percent, 10,6 percent (P = 0,01)

* Recurrence, metastasis: Tumor recurrence 1,5 percent; at nodes 1,5percent;
Metastatic liver 3 percent; lung 3,8 percent; bone 4,5 percent; Cause of death is
usuallydue to exhaustion 46,5 percent, vomiting blood and tumor rupture are 30,9
percent.

- Time of metastasis longer than 7 months 81,2 percent

4. The thesis structure: The thesis consists of 110 pages with 4 chapters

- Background (2 trang)

- Chapter 1 : Overview (30 pages)

- Chapter 2 : Subjects and Methods (14 pages)

- Chapter 3: Results (30 pages)

- Chapter 4: Discussion (25 pages)

- Conclusion: (2 pages)

The thesis has 43 tables, 15 charts va 10 images, 116 references (Vietnamese, English
and French)
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CHAPTER 1: LITERATURE REVIEW
1.1 Anatomy of the esophagus
1.2. Diagnose :
1.2.1 Clinical symptoms of esophageal cancer:
1.2.2 The subclinical reconnaissance:
1.2.3. Diagnostic phase: According to the Union for International Cancer Control
(UICC) in 2004
1.3. Cancer of the esophagus:
1.3.1. Groups of patients can be treated with surgery:
Assign: Local damage does not spread to the surrounding tissue and no metastasis
distantly (T1- T2 NO- 1, T3 NO, Mo)
1.3.2. Group of patients can not be treated with surgery:
*Assign : The case may be surgery, but is contraindicated surgery and tumor
progression, metastasis: Stage 1.1V
* Method
+ Chemotherapy front auxiliary + radiotherapy or single chemotherapy .
+ Radiotherapy and chemotherapy or single radiotherapy.
1.3.2.1. Radiotherapy for esophageal cancer:
* Dosage:
+ Radical radiotherapy: Dose at tumor is 55-70 Gy
+ Symptoms radiotherapy: Dose at tumor is 40-50 Gy
+ Postoperative Radiotherapy: 50 Gy without preoperative radiation, 20 Gy with
adding preoperative.
+ Preoperative radiotherapy: 45 Gy
+ Radiotherapy and chemotherapy: dose from 50 to 60 Gy.
1.3.2.2. Chemotherapy for esophageal cancer:
- Radiotherapy and chemotherapy :
- Chemotherapy front auxiliary:
* The regimen of chemotherapy for esophageal cancer:
+ CF reigmen:
- Cisplatin: 75 mg/m2 area of the body, intravenous in the first day.
- 5FU: 1000mg/m2 area of the body, intraveous from the second day to fifth day.
+ Moreover, there are some other regimens in radiotherapy and chemotherapy:
- Pallitaxel regimen compact with Cisplatin, Irrinotecan regimen, ECX regimen, ECF
regimen, EOX regimen.
1.4. Some prognostic factors: Stages of disease; Tumor length; Invasive tumor
circumference; Age ; Sex; Tumor location.
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1.5. Some analysises in Viet Nam and abroad about radiotherapy and
chemotherapy in the treatment of esophageal cancer:
1.5.1. Some analysises of surgery and radiotherapy in esophageal cancer:

- According to Pham Duc Huan (2002) live more in all stages after 1, 2, 5 years
is 77 percent, 34.3 percent and 10.2 percent.

- According to Do Mai Lam (2008) live more in all stages after 1, 2, 3, 4, 5
years respectively is 84 percent, 71.5 percent, 38.6 percent, 20.3 percent.

- According to the study of Han Thanh Binh, 2-year survival rates after single
radiation therapy is 9.33 percent.

1.5.2. Some analysises about radiotherapy and chemotherapy in the treatment of
esophageal cancer in the world:

- Sischy and his assistant in the test about ECOG nam 1990 compared two
groups of radiotherapy and chemotherapy called 5 FU- Cisplatin + 64 Gy radiotherapy
and 60 — 66 Gy single radiotherapy at 62 inoperable patients. The result for the
average survival time between two groups is 14.9 and 9 months, is significantly higher
in the groups of radiotherapy and chemotherapy. The survival rate after 2 years is 30
percent and 12 percent, the difference is statistically significant.

- According to Herskovic and his assistant (1992) in the test about RTOG 85-
01. Compared the 4-cycle radiotherapy and chemotherapy regimen about 5 FU 1000
mg/m? skin x 4 days, Cisplatin 75 mg/m?® skin the first day combined with 50 Gy
radiotherapy which put together chemotherapy from the first day and the group of
single radiotherapy doses of 64 Gy dose. The result of live more 2,3 years cao hon is
significantly higher in the group of radiotherapy and chemotherapy 38 percent, 31
percent than 10 percent, O percent in the group of single radiotherapy. Moreover, the
rate of local recurrence and metastasis distantly in the group of radiotherapy and
chemotherapy was higher with statistical significance.

- According to the analysis of Kaoru Ishida and CS: included 60 patients stage
T4AN1, were analysed from March/1996 to April/1998. Vet Cis-5FU (Cis 70mg/m2,
5FU 1000mg/m2), radiation doses of 60Gy. The average survival rate was 10.16
months and after 2 years of life was 31.5 percent.

- According to the analysises of Zenone and CS: included 55 patients in stage
I1l, vet Cis-5FU and radiation doses of 64Gy. The average survival time was 18
months, the survival rate after 3 years was 37 percent.

So, the analysises of foreign authors showed that the radiotherapy and
chemotherapy regimen for patients with late-stage esophageal cancer gave the result
which was higher than single radiotherapy. So, we conducted this analysis.

1.6. The drug treatment chemicals used in the analysis : Cisplatin and 5
Fluorouracil
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CHAPTER 2: SUBJECTS AND METHODS
2.1 Subjects:
132 patients who were diagnosed to be esophageal cancer in stage Il1,IV were
vet at K hospital from 9/2009 to 12/2013.
2.1.1 Criteria for selecting patients:
- Patients with esophageal cancer in stage I, IVA (lymph node metastasis), by
category of the Union for International Cancer Control 2004 (UICC 2004). The
location of esophageal cancer was at 1/3 above, 1/3 middle, 1/3 below. There is a
histopathological diagnosis at the tumor is UTBM flake.
- Wellbeing : The whole numbers was 0-2 according to ECOG scale, Karnofsky
number was greater O percent. The function of bone marrow, liver, kidney : normal.
2.1.2 Exclusion criteria:
- Patients with esophageal cancer in stage I,11 or in stage 1l but were dissected at the
beginning or distant metastasis. Esophageal cancer at neck section.
- Patients who dropped out of treatment. Patients at risk of death due to near other
serious illness.
2.2 Methods:
2.2.1. Design:
The method is prospective clinical intervention, without control group.  Sample size
is calculated according to the formula :

1-p

2
n = Z(l—a/Z)
£ .p

2.2.2 Steps:
-Patients who have enough research standards will be selected for the analysis.
- Gathering information in the form of researched-medical.
2.2.2.1. The clinical features and subclinical features before treatment:
* The clinical features:
* The subclinical features:
2.2.2.2. Proceed treatment:
- Patients after being diagnosed with esophageal cancer have enough research
standards will be treated with radiotherapy and chemotherapy :
+ Chemotherapy: CF regimen.
. Cisplatin: 75 mg/m2 area of body, Intravenous at day 1.
. 5FU: 1000mg/m2 area of body, Intravenous from day 2 to day 5.
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28-days cycle x 4 cycles ( which has 2 treatment cycles concurrently with
radiation therapy at week 1 and week 5 of the radiation. And 2 cycles remaining in
week 9 and week 13). While patients receive radiation immediately after 2 hours
transmitted.
+ Radiotherapy:
Radiation techniques: using accelerated radiotherapy Varian, Siemmen( with
3D radiotherapy techniques).
v/ Volume irradiation: include tumor + nodes edge esophagus and
mediastinal metastasis nodes.
v/ CT simulation for treatment planning.
v/ The projection: Using 4 or 5 projections.

\

Posture patients: Patients supine, arms to the lower neck, legs
outstretched.
v/ The dose of radiation: total dose of 60 Gy at tumor + node, 2Gy dosage /
day, 5 days / week.
+ Open nourish stomach.
2.2.2.3. Assessing the effectiveness of research:
- Subjective evaluation: based on the functional symptoms: swallowing, chest
pain, weight gain ... before and after treatment.
- Objective evaluation:
+ Based on the criteria of the World Health Organization is divided into 4
level;

o Complete response: Lesions and lymph nodes completely dissolved clinical
and diagnostic imaging, functional symptoms completely, at least last 4 weeks and no
new lesions appear.

o Partially response: Reduction > 50% of the maximum size of all lesions and
no new lesions appear in at least 4 weeks. When there are 3 lesions, the largest damage
is taken as representative for evaluation.

0 Unchanged disease: Falls below 50% or increase lower 25% the total damage
and no new lesions appear more.

o Disease progression: The damage increases of 25% or more new lesions
appear.

- Criteria for evaluation of response after chemotherapy radiotherapy ( after the
end of therapy, patients is rested in 4 weeks, after that assessed the damage
based on):

+ Clinical signs:
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o Function: Symptoms as swallow choking, chest pain, appetite, weight
gain ...
0 Entity: size of metastases .
+ Subclinical signs:
Endoscopy of the esophagus: observed with the naked eye to assess the damage
before and after treatment.
Endoscopy - esophageal ultrasound: assess the tumor response before and after
treatment.
X-rays of the esophagus with dye: assess the tumor response before and after
treatment.
CT Scanner or MRI: assess the tumor response and node response before and
after treatment.
Testing blood count, blood biochemistry: evaluation of toxicity regimens.

- Side effects (toxicity) of chemical radiation:

+ Grading toxicity based on criteria for the classification toxicity of anticancer
drugs of the US Nation Cancer Institude and by the standards of the World Health
Organization (WHO).

+ Evaluation of complications from radiotherapy as assigned by the Radiation
Therapy Oncology Group ( RTOG).

2.2.2.5 Learn about some prognostic factors:
Based on the analysis of survival after treatment, recurrence, metastasis to determine
the role of prognostic factors then.
Follow-up treatment : Email exploration or directly care patients or base on
medical records, to assess the recurrent tumor, node, metastasis.
Analyse the survival time and prognostic factors such as :
+ Time to live entirely in the time of 12 months, 18 months, 24 months and 36
months
+ Live according to disease stage, tumor size, chemical dosage, response after
treatment, after radiation therapy complications, according to the histopathologic
differentiation.
- Calculate the rate of tumor recurrence, in lymph node, metastases ..
2.2.3. Data processing:
- Data processing by computer software SPSS 16.0
- Analyse the results by statistical methods: descriptive, comparative testing.
- Analyse the survival: Kaplan - Meier method.
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CHAPTER 3: RESULTS

3.1. Response review :

3.1.1. Response after treatment (after full-dose chemotherapy, patients rest in 4

weeks to be responded):

Table 3.1. Response after treatment

Response based on the clinical Number of Rate %
symptoms patients
Totally 41 31.1
Partially 71 53.8
No response 17 12.9
Evolution 3 2.2
Total 132 100
Response based on X-rays and CT
images
Totally 39 29.5
Partially 70 53
No response 13 9.8
Evolution 10 7.7
Total 132 100
Response based on endoscopic
Totally 41 31.1
Partially 68 51.5
No response 13 9.8
Evolution 10 7.6
Total 132 100
3.1.2. Evaluation of chemical dose response:
Table 3.2. Evaluation of chemical dose response
Response Totally Partially No response | Evolution Total
n=41 | % | n=71| % | n=17| % | n=3| % | N=132
Chemical
dosage
< 80% 7 17,1 19 26,8 5 294 | 3 | 100 34
>= 80% 32 82.9 52 73,2 12 70,6 0 98
Total 41 100 71 100 17 100 100 132
P=0,015




3.1.3. Response based on T and stages :
Table 3.3. Response based on T and stages

Totally Partially No response Evolution

n % n % n % N %
Response based on T
T3 29 | 219 | 30 | 22,7 11 8.3 0
T4 12 9,1 41 | 311 6 4.5 2.2
Total 41 31 71 | 538 17 12,8 2,2
P =0,005
Response based on stages
Stage 11 40 | 30.3 60 | 455 12 9.1 15
Stage IVA 1 0.8 11 8,3 5 38 0,7
Total 41 | 311 71 | 538 17 12,9 2,2
P =0,027

3.1.4. Response based on MBH differentiation point
Table 3.4. Response based on MBH differentiation point

Totally Partially No response Evolution
n % n % % n %
The differentiation point
Point 2 38 | 2838 62 47 16 121 1 0.7
Point 3 3 2.3 9 6.8 1 0.8 1.5
Total 41 | 311 71 | 53.8 17 12,9 2,2
P =0,015

3.2. Some prognostic factors :

To learn about some prognostic factors of esophageal cancer, we evaluated the

results of survival time, time of recurrence and metastatics.
3.2.1. Survival time :
3.2.1.1. The result of totally survival :
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Chart 3.1. The result of totally survival
Table 3.5. The result of totally survival
Time The ability of survival
12 months 92.7%
18 months 67.6%
24 months 48.2%
36 months 30%
The average survival time = 23.974 + 1.3
3.2.1.2. Live according to size of tumor
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Chart 3.2. Live according to size of tumor
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Table 3.6. Live according to size of tumor

Size

12 months | 18 months 24 months 36 months
>5"(31Bn) 83.4% 53.9% 30.3% 9%
<5°"(101Bn) 94.6% 72% 54.1 37%
P =0.003

The average survival time of tumor is :
Size > 5" =19.49 + 1.38 (months)
Size <5°"  =29.74 +1.72 (months)

3.2.1.3. Live according to the histologic differentiation:
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Chart 3.3. Live according to the histologic differentiation
Table 3.7. Live according to the histologic differentiation

The 12 months | 18 months 24 months 36 months
differentiation
point
Point 2 (117Bn) 92.8% 69.8% 51% 33.2%
Point 3 (15Bn) 92.3% 43.2% 31.9% 10.6%
P=0.01
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3.2.1.4. Live according to stages :
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Chart 3.4. Live according to stages
Table 3.8. Live according to stages

Stage 12 months | 18 months 24 months 36 months
[11 (114 Bn) 93.4% 70.9% 50.6% 33.3%
IVA (18Bn) 88.9% 48.1% 35.1% 11.7%

P =0.05

The average survival time:
Stage 111 = 28.59 + 1.61 (months)
Stage IVA = 21.02 + 2.3 (months)
3.2.1.5. Live according to the response after the end of treatment (after full dose

of radiation therapy assessed after 4 weeks ) :
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Chart 3.5. Live according to the response after the end of treatment
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Table 3.9. Live according to the response after the end of treatment

Review after the end of | 12 months | 18 months | 24 months | 36 months
treatment
Totally (41 patients) 97.4% 94% 86.7% 70.5%
Partially (71 patients) 95.3% 70.2% 40.1% 11.6%
No response (17 patients) 64.7% 5.9%
Evolution (3 patients) 33.3%
P <0.001

3.2.1.6. Results of multivariate analysis of factors affecting survival :
Table 3.10. Multivariate analysis

. 95.0% ClI for Exp (B)
B SE Wald df | Sig | Exp(B)
Lower Upper
Age 310 354 167 1|.381 | 1.363 681 2.728
Size of tumor -.440 331 1764 | 1 | .184 .644 336 1.233
Stage of disease | -.709 476 2219 | 1 | 136 492 193 1.251
MBH
differentiation 357 440 659 1| .417 | 1.429 603 3.387
point
Radiation
.500 251 3970 | 1 | .046 | 1.649 1.008 2.697
therapy
Dose chemicals -.325 .298 1190 | 1 | .275 123 403 1.295
Response of
- 2.035 | 1.188 2932 | 1 | .087 | 7.651 745 78.574
radiation
Response the 5.857
1.167 .306 14528 | 1 | .000 | 3.213 1.763
end of treatment

3.2.2. Metastatic recurrence
3.2.2.1. Tumor recurrence, lymph node, metastasis and cause of death
Table 3.11. Tumor recurrence, lymph node, metastasis and cause of death

Patients (132) Rate %
Tumor recurrence
Yes 2 15
No 130 98.5
Lymph node
Yes 2 15
No 130 98.5
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Metastasis

Liver 4 3
Lung S) 3.8
Bone 6 4.5
Ganglion 2 15
No metastasis 115 87.2
Cause of death Patients (71)

Liver metastatic 4 5.6
Lung metastatic 5 7.1
Bone metastatic 5 7.1
Brain metastatic 2 2.8
Vomiting blood, tumor 22 30.9
broken 33 46.5

Depletion, inedible

3.3. The toxicity and adverse effects due to chemical and radiation
3.3.1. Toxicity on hematological system, liver, kidneys after the end of treatment:
Bdng 3.12. Toxicity on hematological system, liver, kidneys after the end of

treatment
Indicators Patients (132) Rate %
RBC
Level 0 105 79.5
Level 1 21 15.9
Level 2 6 4.6
Hemoglobin
Level 0 108 81.8
Level 1 19 14.4
Level 2 5 3.8
Leukemia
Level 0 119 90.2
Level 1 7 5.3
Level 2 6 4.5
Granulocyte
Level 0 119 90.2
Level 1 8 6
Level 2 5 3.8
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Platelets

Level O 131 99.2

Level 1 1 0.8
AST (liver function)

Level O 132 100
Cratinin (renal function)

Level O 132 100

3.3.2. Complications due to radiotherapy:
* The early complications due to radiation :
Table 3.13. The early complications due to radiation

Esophagitis Patients (132) Rate %
Level
Level O 74 56.1
Level 1 47 35.6
Level 2 11 8.3

* The rate complications due to radiation :
Table 3.14. The rate complications due to radiation

Esophageal stenosis Patients (132) Rate %
Level
Level O 79 59.8
Level 1 43 32.6
Level 2 6.8
Level 3 0.8
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CHAPTER IV: DISCUSSION
4.1 Review response
4.1.1. Response after the end of treatment

This review is after all doses of radiation therapy, patients stayed four weeks,
assessment showed that 31.1 percent of patients had a complete response, 53.8
percent of patients with partial response, 12.9 percent of patients that do not
respond, 2.2% progression. After the end of the treatment we have received a
large proportion of patients with complete response disease. This is a very
positive thing because the object of our analysis are in all stages T3, T4 not only
radical surgery. However there is still a small percentage of patients do not
respond or disease progression. This actually poses a huge problem about what
to do next for patient and prognosis of these patients is very bad.

According to the analysis of Han Thanh Binh after single radiation therapy,
the rate of complete response is 23.3 percent, partial response is 41.3 percent, no
response is 36.4 percent. Kaosu Ishida analysed 60 squamous carcinoma of the
esophagus patients stage T4M1 (lymph node metastasis) with CF chemotherapy
regimens + 60Gy radiation contemporaneous, the results showed that response
rates were 68.3 percent, no response were 28,4 percent. According to Nicolas
Magne combination of radiation therapy and CF regimen + radiation, complete
response after treatment was 38.3 percent, partial response was 42,6 percent and
no response was 12.7 percent. According to the analysis of Kato K follow-up 76
patients with esophageal cancer in stage II, 1ll chemotherapy and radiation
therapy and CF regimen and total dose of 60Gy radiation, the result of complete
response was 62.2 percent. According to Ohtsu, he analysed 54 patients with
squamous carcinoma of the esophagus in stage T4AM1 (lymph node metastasis),
chemotherapy and radiotherapy CF regimens and total dose of 60 Gy radiation,
the result of complete response was 33 percent, partial response was 53 percent,
no response was 9,2 percent, evolution was 3,7 percent. Generally, the

analysises showed that response rates was various, but they confirmed regimen
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of radiation therapy and CF regimen combined total dose of 50-60 Gy radiation
had more effective rate than single radiation.
4.1.2. Evaluation of chemical dose response

In our analysises, almost patients completely responded to chemical
treatment dose >= 80 percent accounted for 82.9 percent, completely responded
to chemical treatment dose < 80% was 17,1 percent, the differences were
statistically significant with P= 0,015. With this result, we could know that
patients who treated close compared with standard doses had the high response
rate because the patients had good condition and ability to recover their health,
treatment time is constant. According to the analysises of Kaneko there are
response rate of 87% after radiotherapy and 10.5% complete response after one
cycle of treatment.
4.1.3. Responsive T and stages

The extent of tumor invasion is one of the most important factors affecting
the response to radiation. In our analysises, with stage T3 tumors in the
complete response rate, partial and no response respectively 21.9%, 22.7% and
8.3%. For patients with stage T4 is the complete response rate, partial response,
no response and disease progression was 9.1%, 31.1%, 4.5% and 2, 2%. From
two results we could see that the higher T stage complete response rate was
lower the ratio had increased significantly with p=0,005. This result is similar as
the analysises of Han Thi Thanh Binh proportion of complete response, partial
response, and no response of tumor in stage generally 3,4 respectively 11%,
45% and 44%. According to the analysises of Kaneko 57 patients with
squamous carcinoma of the esophagus stage T3 and T4 treatment regimen of
radiation and CF chemicals regimen and total dose of 60Gy radiation , complete
response T4, T3, respectively 29%, 64%.According to Ohtsu the response rate
of stage T3 was 50 % complete, 9% partial; with stage T4 is 19% complete
response, 61.9% partial , 14.3% no response and 4.7% evolution. So, response
rate in our analysis was lower than that of foreign authors, because all patients

were in late stages.
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Complete response rate in our analysis in stage Il was 30.3%, partial
response, no response and the rate of disease progression in this period was
respectively 45.5%, 9.1%, 1.5%. As this ratio with stage IV respectively 0.8%,
8.3%, 3.8%, 0.7%. The results showed no difference between the stage of the
disease with the ability to meet patients, this difference was statistically
significant with p=0,027. The result of the analysis of us was similar as Han Thi
Thanh Binh’s, response rate in stage |1l and IV at reaching 47.4%. According to
Higuchi K JCOG 9516 ’s analysises chemotherapy and radiation therapy
combined chemical CF regimen total dose of 60Gy radiation for 60 patients with
esophageal cancer stage I11, IVa (lymph node metastasis) complete response rate
was respectively 33% and 15%. Kumekawa Y observed 81 patients with
esophageal cancer stage | — IV chemotherapy and radiation therapy combined
chemical CF regimen dose of 60Gy radiation, the results of complete response
in stage I, 11, 11, IV were respectively 100%, 57%, 36%, 20%.

4.1.4 Respond to the histologic differentiation

In the analysis of complete response in level2 of histopathology was 28.8%,
47% partial response, 2.3% complete response histologic grade 3, 6.8% partial
response, the difference was statistically significant with P= 0,015. According to
the analysises of Takagawa R with 71 patients in chemotherapy and radiation
showed response rates of 55.3% was higher differentiation, differentiation
response the low 66.7%, however the difference was not significant with P=
0,477. The results of our analysis had significant difference, because the sample
size was large enough to assess.

4.2. Some prognostic factors
To learn about some prognostic factors of esophageal cancer, we
evaluated the results of survival after treatment, metastatic recurrence time:
4.2.1 Time to live:
- Full time to live:
The rate of survival time in 12 months, 18 months, 24 months, 36 months

were respectively 92.7%, 67.6%, 48.2% and 30%. The average survival time



19

was 23.9 months. This result was higher than the analysis of Han Thi Thanh
Binh, whole survival rate of 12 months, 24 months was 20.9% and 9.3%, the full
average survival time was 8 months. A possible explanation for this difference is
due to the analysis of Han Thi Thanh Binh patients only were in single
radiotherapy, so the result of survival was lower than our results, patients were
treated with concurrent chemotherapy treatment. According to Kaoru Ichida,
overall survival entire radiotherapy, chemical and 2 years of 31.5%, while the
average survival entired 10 months. Nicolas Magne took the time rate for the
entire 5-year survival was 11%, the average survival time was 9.6 months.
According to Kato K, entire survival after 3 years, 5 years were respectively
44.7%, 36.8%, the average survival time was 29 months. Jean — Francois took
the time rate for 1 year, 2 years, 5 years were respectively 52,9%, 29,8% and
12,1%, the average survival time was 16 months. This comment showed that the
result of this analysis was similar to the foreign authors.

- Live according to tumor size:

The proportion of the average time of 12, 18, 24, 36 months of group tumor
size > 5 cm were respectively 83.4%, 53.9%, 30.3% and 9%. While this ratio in
group tumor size <5 cm was 94.6%, 72%, 54.1% and 37%. The average
survival time of the entire group tumor size > 5 cm was 19.5 months, the group
tumor size <5 cm was 29.7 months. The survival time is related to tumor size.
The bigger tumor is, the shorter this time is, this difference was statistically
significant with p= 0,003. In the analysis of Han Thi Thanh Binh, The average
survival time of tumor group <5 cm is 14 months, the tumor> 5 cm was 4.6
months. After 12 months, no patient in group > 5 cm survived and 6-month
survival rate was only 30%. While survival rates after 6 months, 12 months and
24 months of patient group size u <5 cm were respectively 72.7%, 37.5% and
25.6%. This difference was statistically significant with p < 0,001. Our result
was similar as Deren’s analysis when observed the perod 5-year survival of 115
patients with tumor size <5 cm to 25% higher than 6% of 504 patients with

tumor size> 5 cm. According to Wang with 157 patients who had tumor size <=
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3cm, 5-year survival time was 48%, median survival time was 54 months; with
425 patients who had tumor size > 3cm, 5-year survival time was 23.3% and the
median survival time was 17 months, with P=0,001.

- Live according to the histologic differentiation: Overall survival of 12
months, 18 months, 24 months and 36 months of the histological group 2 were
respectively 92.8%, 69.8%, 51% and 32.2%, while this rate in groups 3 was
93.3% histology, 43.2%, 31.9% and 10.6%. he difference between the
histological and cell survival had statistical significance with p = 0,01.

- Survival according to stages:

Stage of the disease is an important prognostic factor in cancer of the
esophagus, thereby deciding treatment strategies. Survival rates of 12, 18, 24, 36
months in the group stage 111 study of patients was respectively 93.4%, 70.9%,
50.6%, 33.3%, this rate in group stage IV was 88.9%, 48.1%, 35.1% and 11.7%.
The higher stage of disease duration shorter survival, this difference was
statistically significant with p=0,05. Ishikura S observed 139 patients with
esophageal cancer in chemotherapy and radiotherapy CF chemicals regimens
and total dose 60Gy radiation, give the results for the entire 3-year survival, 5
years corresponding to stage 111 was 55%, 49% and median survival time was 44
months, stage 1\VVa was respectively 22%, 13%, with a time of living average 11
months, the difference was statistically significant. According to Nomura M
with the concurrent chemotherapy treatment for 301 patients with squamous
carcinoma of the esophagus , survival for the entire 3-year stage Ill, 1Va, IVb
was 37.1%, 34.2%, 9.1%, a significant difference.

- Time to live according to the response after the end of treatment

Shelf Life: 12, 18, 24, 36 months of complete response group was
respectively 97.4%, 94%, 86.7% and 70.5%, partial response group was 95.3% ,
70.2%, 40.1% and 11.6%. While tsurvival 12, 18 months of treatment response
group was 70.6% and 5.9%, 12-month survival of the group was 33.3%
progressive disease. The result showed us that if the patient response to

treatment as they add more and more time living, this association has
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significantly with p< 0,001. According to Hurmuzlu M time 2-year overall
survival in group meets 31%, and 6% did not respond; 3-year overall survival of
24% in the group met and not responded the group is 0%; 5-year survival in the
entire group was 17% and responded the group does not responded the 0%, with
P < 0,001. According to Ishikura survival entire 3 years, 5 years of complete
response group was 63%, 52%; group also responded respectively 6%, 2%, a
significant difference.

- Multivariate analysis of factors affecting survival

We had multivariate analysis of data from the univariate analysis as
mentioned above in the patients was studied using Cox regression analysis, we
found that the independent prognostic factor when multivariate analysis of
variables respectively: irradiation (95% CI: 1.008 to 2.697; p = 0.046); response
after concurrent chemotherapy (95% CI: 0.745 to 78.574; p = 0.087) after
treatment response (95% CI: 1.763 to 5.857; p <0.0001). However, our analysis
also had limitations on the number of patients studied, as well as distribution of
the group of patients and follow-up period was not long that the independent
factors is limited.
4.2.2 Tumor recurrence, lymph node, metastasis and cause of death

In research, recurrence rate was 1.5% in tumors, lymph node recurrence

was 1.5%, 3.0% liver metastases, lung metastases of 3.8%, 4.5% bone
metastases. Common cause of death was due to exhaustion, not be accounted for
46.5% eating and vomiting blood due to broken u 30.9%.According to Li, 59
patients with squamous carcinoma of the esophagus treated with chemotherapy
had 13.5% of lung metastases, bone metastases 11.5%, 5% liver metastases.
4.3. The toxicity and adverse effects due to chemical and radiation

* Toxicity on hematological system, liver, kidneys after the end of treatment:

After the end of radiotherapy (after full dose of radiation therapy, patients

stay 4 weeks will be evaluated again) to see all the patients had liver

function, kidney normal haematological indices: RBC leukocytes, platelets

largely normally. The percentage decrease in hemoglobin was 18.2%, all the
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lower level 1 and level 2 does not affect the treatment. The rate was lower
leukocyte 9.8%, all patients had low white blood cell levels 1 and 2 do not
affect the treatment process.
* Complications due to radiotherapy:
- Radiation esophagitis
The analysis results showed that the proportion of patients with radiation
esophagitis accounted for 43.5%, while the second esophagitis 8.3%.
Esophagitis patients expressed a burning sensation in the esophagus ray region,
the mild pain when swallowing, do not eat heavy to stay radiation therapy and
analgesics, anti-inflammatory and can temporarily fed by sugar vein. This result
was suitable with the analysis of Han Thi Thanh Binh, rate was 37.2%
esophagitis, which accounted for 19.8% infection level 1, level 2 accounted for
9.9%. According to Kumekawa Y, Early complications of esophagitis 1 (40%),
grade 2 (19%), grade 3 (13%), grade 4 (7%).
- Esophageal stricture due to radiation
In the analysis, the rate of esophageal stricture due to radiation 40.2%,
which accounted for 32.6% level 1, level 2 accounted for 6.8%, 0.8% grade 3,
no patient was in stricture completely. This result was similar as the analysis off
Han Thi Thanh Binh, esophageal stricture rate was 51.9% after radiation, which
narrow the 1, 2 accounted for 14.8%. In the analysis of Kuai, complications of

esophageal just as the result of ours 55.4% .
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CONCLUSION

Having analysed 132 patients with esophageal cancer stage I, IV
chemotherapy were treated in hospital and K from 9/2009 - 12/2013 we draw
the following conclusions:
1. The response rate of the treatment regimen.
- Response after the end of treatment:

31.1% complete response; 53.8% partial response; 12.9% no response;
2.2% evolution.
- Responsive T and stages:

+ Complete response in T3 (21,9 %), T4 (9,1 %)

+ Partial response in T3 (22,7 %), T4 (31,1 %)
With P = 0,005

+Complete response in stage 111 (30,3 %), 1V (0,8 %)

+ Partial response in stage 111 (45,5 %), IV (8,3 %)
With P = 0,027
- Response the histologic differentiation:

+ Pap tng hoan toan & d6 2: 28,8 %; dap tng mot phan 47 %

+ Pap ng hoan toan ¢ do 3: 2,3 %; dap ung mot phan 6,8 %
V6iP=0,015
2. The toxicity and adverse effects due to chemical and radiation
* Haematological toxicity Us

- Lower hemoglobin 18.2% (level 1: 14.4%; level 2: 3.8%)

- Lower leukemia level 1: 5.3%; Level 2: 3.8%
* Complications due to radiotherapy
- Esophagitis level 1: 35.6%; level 2: 8.3%
- Esophageal stenosis level 1: 32.6%; level 2; 6.8%); level 3: 0.8%

3. Some prognostic factors:
Assessed by survival, recurrence and metastasis:

* Time to live
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- Fully live more after 12 months: 92.7%, 18 months: 67.6%, 24 months: 48.2%,

36 months: 30%; Median survival time was 23.9 months.

- Time to live according to tumor size: 24 months, 36 months.
+ Group tumor size> 5 cm: 30.3%; 9%
+ Group size u <5 cm: 54.1%; 37%.

With P = 0,003

- Live according to stage of disease: 24 months, 36 months

+ Stage I1l: 50.6%; 33.3%.
+ Stage IV: 35.1%; 11.7%

With P = 0,05

- Live more after the end of treatment: 24 months, 36 months

+ Complete response group: 86.7%; 70.5%.

+ Partial response group: 40.1%; 11.6%

With P < 0,001

- Live more according to the histopathological: 24 months, 36 months
+ Level 2: 51%, 33.2%
+ Level 3: 31.9%, 10.6%

With P = 0,01

* Recurrence, metastasis

- Recurrent tumors in 1.5%; nodes at 1.5%

- 3% of liver metastases; pulmonary 3.8%; Bone 4.5%

- Common cause of death was 46.5% due to exhaustion, vomiting blood and

tumor rupture was 30.9%.



