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PAT VAN PE

Ung thu dai tryc trang 1a mot trong nhiing loai ung thu mac
hang dau ¢ Viét Nam ciing nhu trén toan thé gidi. Theo thong ké cua to
chuc ghi nhan ung thu toan cau (Globocan 2012), trén thé gidi mdi nam
wdc tinh c6 1.361.000 bénh nhan m&i méc va 694.000 bénh nhan chét
do ung thu dai tryc trang, xuit 6 mic va tir vong dung hang thu 3
trong cac bénh ung thu.

Trén thé gidi, nhiéu nghién ciru va thir nghiém 1am sang chang
minh dugc loi ich cua hoa tri b trg sau phiu thuat ddi véi ung thu dai
trang giai doan II nguy co cao va giai doan Ill. Nhiéu nghién ciru da
trung tam tién hanh thir nghiém diéu tri héa chat bé tro ung thu dai
trang giai doan 11, nham xac dinh vai tro cua hoa tri liéu va tim ra cac
phac d6 thich hop cho diéu tri b trg ung thu dai trang giai doan II.
Trong d6 phac dd FUFA da khang dinh loi ich trong diéu tri UTDT giai
doan II, dac biét nhom cac bénh nhéan c6 nguy co cao.

Capecitabine 1a tién chat cia fluorouracil dung duong uéng
dugc ching minh ¢6 hiéu qua twong duong vai phac ¢6 FUFA trong
diéu tri ung thu dai trang. Thir nghiém 1am sang NO16968, so séanh hoa
tri bd trg phac d6 XELOX véi phac ¢6 FUFA trén bénh nhan ung thu
dai trang giai doan I, két qua STKB 3 nam la 70,9% (XELOX) va
66,5% (FUFA), p=0,0045.

Hién nay, Bénh vién Ung buéu Can Tho, Bénh vién K ciing
nhu mot sb co s& chuyén khoa ung thu khac dd st dung phac db
XELOX diéu tri b6 tro ung thu dai trang giai doan II nguy co cao va
giai doan III nhung chua c6 nghién ctru nao vé két qua cling nhu tac
dung khong mong mubn cia phac dd ndy. Thyuc hién cong trinh nay
nham danh gia két qua va doc tinh cia phac d6 XELOX trong diéu tri bo
tro ung thu dai trang giai doan Il nguy co cao va giai doan Il

MUC TIEU NGHIEN CUU

1. Danh gia két qua va tac dung khdng mong muén ciia phac do

XELOX trong diéu tri b trg ung thu biéu md tuyén dai trang

giai doan Il nguy co cao va giai doan Il1.

2. Tim hiéu mot sb yéu té anh huong dén két qua diéu tri phac do trén.



Nhirng dong gép moi ctia ludn an

Nghién ctru dugc thyc hién tai Bénh vién K, Bénh vién Ung budu
Céan Tho — 14 cac bénh vién chuyén khoa ung buéu ¢ Viét nam, nghién
ctru danh gia két qua hoa tri bo tro phac dd6 XELOX trong ung thu biéu
mo tuyén dai trang giai doan II, I11. Luan 4n da cho nhitng két luan méi:

- Ti Ié¢ STKB 3 nam la 82,4%, thoi gian STKB trung binh la
35,8 thang; ti 1¢ STTB 03 nam 1a 86,7%, thoi gian STTB trung binh la
37,9 thang.

- Hoa tri phac 6 XELOX c6 79,4% bénh nhan bj anh huong
baoi cac doc tinh, cac doc tinh thuong & mirc do nhe, chi c6 16,9% doc
tinh & marc d6 %. Trong do:

Poc tinh do ¥ vé huyét hoc (giam bach cau hat 7,4%, giam
bach cau cd sét 1,5%, giam tiéu cau 8,8%).

bac tinh trén hé tieu héa: ndn, budn ndn 20,6%.

Doc tinh than kinh: cac doc tinh trén than kinh ngoai vi 16,2%.

Doc tinh trén da niém chu yéu ¢ do %, hoi chung ban tay chan
17,7%, chu yéu ¢ do ¥% va phan 16n hdi phuc sau khi ngung diéu tri.

- C4c yéu t6 tinh hudng phau thuat, hach di cin va giai doan bénh
c6 anh huong dén thoi gian STKB, STTB. Trong do tinh hung phau thuat
14 yéu 6 tién lugng doc 1ap vai két qua diéu tri caa bénh nhan.

CAU TRUC CUA LUAN AN

Luan 4n gdm 109 trang: Dit van dé 2 trang, tdng quan tai liéu 35
trang, ddi tugng va phuong phap nghién ciru 10 trang, két qua nghién
ctru 30 trang, ban ludn 29 trang, két luan 2 trang, kién nghi 1 trang.
Luan an c6 46 bang, 18 biéu do, 2 hinh, ¢6 105 tai liéu tham khéo, trong
do6 9 tiéng Viét, 96 tiéng Anh.



Chuong 1
TONG QUAN TAI LIEU

1.1. CHAN POAN UNG THU PAI TRANG
1.1.1. L&m sang

Theo Roediger W., triéu ching thay doi tly theo vi tri cua u.
Biéu hién thuong gap nhat cua nhitng u & dai trang phai 1 khé chiu nhe
& vang bung, mot khéi ¢ bung, hay thiéu méu dang thiéu sit. Poi khi
sut can la triéu chang duy nhat. Nhiing sang thuong & dai trang bén trai
thuong 12 réi loan di ciu, triéu chitng nghet rudt, hay di tiéu c6 mau
trong phan. Biéu hién cip ciru nhu tic rudt (18% trudng hop) hay thing
rudt (7% truong hop) ciing thuong xay ra.

1.1.2. Cin lam sang

Noi soi dai trang éng mém co thé quan sat ton thuong trén bé
mit niém mac, danh gia dai thé hinh anh khdi u dang sui, loét hay tham
nhiém, déng thoi ¢6 thé sinh thiét chan doan mo bénh hoc.

Siéu am bung, X quang phdi, chup cit 16p vi tinh (CT Scan),
chup cong hudng tir (MRI)... 1a cac xét nghiém b trg nham danh gia
tinh trang lan tran cuia u.

- Xét nghiém CEA: it ¢ gia tri chan doan, duoc dung dé theo
ddi va chan doan ung thu tai phat, di cin sau diéu trj.

1.1.3. Pdc diém gidi phéu bénh
Phin loai u dudng tiéu héa theo WHO 2010
Ung thir biéu md
Ung thu biéu mo tuyén NOS
Ung thu biéu mé tuyén tring ca dang sang
Ung thu biéu md tay
Ung thu vi nha
Ung thu biéu md dang keo
Ung thu biéu mé tuyén ring cua
Ung thu té bao nhan
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Ung thu biéu mo tuyén vay
Ung thu biéu mé té bao hinh thoi, NOS
Ung thu biéu mé vay, NOS
Ung thu biéu md khong biét hoa
U than kinh ngi tiét
U trung mo
U lympho
1.2. XEP GIAI POAN
Xép hang 1am sang TNM theo AJCC 2010
T: U nguyén phét.
Tx: U nguyén phat khong danh gia duoc.
TO: Khdng cd bang ching cia u nguyén phat.
Tis: UT biéu md tai chd: u con khu trd tai biéu mod hoic xam
14n 16p co niém.
T1: U xam lan lép dudi niém.
T2: U xam lan dén 16p co thanh ruot
T3: U xam lan xuyén 16p co dén 16p duéi thanh mac hay dén
mo xung quanh dai trang hoac truc trang khéng cé phic mac bao phu.
T4a: U xam l4n ra tGi bé mat thanh mac
T4b: U xam lan truc tiép dén cau triic xung quanh hay co quan khac.
N: Di ciin hach bach huyét
Nx: Hach viing khdng thé danh gia duoc.
NO: Khéng c6 hach ving bi di can.
N1: C6 1-3 hach di cén.
N1la: 1 hach di can
N1b: 2-3 hach di cin
Ni1c: U hién dién & dudi thanh mac, mac treo hoac mé xung
quanh khéng phai co cua dai truc trang va khong c6 di can hach vung.
N2: C6 > 4 hach di can.
N2a: Di cin 4-6 hach
N2b: Di can > 7 hach



M: Di can xa
Mx: Su hién dién caa di cin xa khong thé danh gia duoc.
MO: Khong c6 di cén xa.
M1: Cé di cén xa.
Mla: Di can 1 co quan hoac vi tri
M1b: Di can tir 2 co quan hay vi tri tro 1én

Giai doan T N M
0 Tis NO MO
| T1,T2 NO MO

A T3 NO MO
1B T4a NO MO
lc T4b NO MO
A T1,T2 N1/Nic MO
T1 N2a
1B T3,T4a N1/Nic MO
T2-T3 N2a
T1-T2 N2b
Inc T4a N2a MO
T3-T4a N2b
T4b N1,N2
IVA Batky T Bat ky N Mia
IVB Batky T Bitky T Mib

1.3. Biéu trj ung thw dai trang
1.3.1. Phdu thugt
1.3.1.1. Phdu thudt triét can ung thw dai trang
Cho dén nay phau thuat cit dai trang van 1a phuong phép diéu trj
hiéu qua nhat dé diéu tri khoi UTDT.
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- Mirc d6 cét dai trang: Cét dai trang phai dua vao mach mau nudi
dai trang (cét theo giai phau) dé dam bao vira c6 duoc mot dién cit an
toan vé& mit ung thu 13n mot miéng ndi c6 méau nudi tét.

- Mtic d6 nao vét hach: Theo dong thuan cua Hoi cac nha giai
phau bénh Hoa Ky va dé nghi caa Hiép hoi ung thu Hoa Ky (AJCC), s6
luong hach tdi thiéu duoc nao vét it nhat 1a 12 hach thi viéc xép giai doan
1am sang UTDT mdi chinh xac. Nho d6 viéc chi dinh diéu tri héa chat bo
trg hay khong s& dugc quyét dinh. Néu khdng lay da hach 1a yéu té nguy
co cao cho tién lwong va phai xem xét hoa tri b tro sau mo.

- Ky thuat md “khong s& nén vao u” (no touch isolation) duoc
Turnbull d& xuét nhim c6 1ap khdng cho céc té bao u bi ddy di xa trudc
khi dung cham dén khéi u hién nay da bi béac bo.

- Ky thuat khau ndi rudt: Khdng c6 su khac biét vé ty 1é do miéng
ndi cling nhu ty & tai phat va di can giita hai k¥ thuat khau ndi bang
dung cu (stapler) va khau néi bang tay.

1.3.2. Piéu trj bé tro' ung thw dai trang

- Diéu tri hda chdt bé tro: didu tri hoa chat bo tro kéo dai thoi
gian song thém sau md. Chi dinh cho UTBT giai doan 11l va giai doan
Il c6 kém céc yéu t6 nguy co cao nhu: u T4, kém biét hda, xam nhap
mach méu - bach huyét, xam nhap than kinh, tic - thung rudt, cat tiép
can u, hoic dién cit u (+), nao vét < 12 hach, CEA trudc mé cao.

1.4. HOA TRI BO TRQ UNG THU DPAI TRANG GIAI POAN II, III

» 5FU vagi Leucovorin

Nghién ctu IMPACT trén 1.526 bénh nhan UT biéu mo dai
trang giai doan 1l va III duoc thir nghiém doc lap, ngau nhién; so sanh
gitta nhém chi theo ddi sau md va nhém héa tri b tro véi 6 chu ky
5FU-LV. Két qua cho thay nhém c6 hoa tri bd trg giam 22% ti I¢ tur
vong, STTB 3 niam ting c6 y nghia thdng ké (83% so véi 78%).

> Fluoropyrimidin uéng

Céc nghién ciu cho thiy céc fluoropyrimidin udng cé hiéu qua
it nhét ciing bang véi phéi hop SFU-LV tiém tinh mach nhanh trong héa
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tri bd trg UT biéu mé dai trang giai doan III. Capecitabine c6 uu diém
vé tac dung phu va thuan tién khi sir dung so véi ki thuét truyén tinh
mach cham lién tuc nén duoc xem la mot diéu tri co thé thay thé cho
5FU-LV trong hda tri b tro UT biéu mé dai trang.

» FOLFOX 4

Thir nghiém MOSAIC, hda tri b6 tro trén 2.246 bénh nhan UT
biéu mo dai trang giai doan Il (40%) hozc 111 (60%) véi oxaliplatin két
hop véi 5FU-LV 6 chu ky nhu sau so voi nhém 5FU-LV 6 ky don
thuan. Két qua STKB 3 nim cua nhém 2 cao hon nhom 1 c6 ¥ nghia
thong ké cao & giai doan 111, riéng & giai doan II thi khong dang ké.
STTB tuong tu ¢ ca 2 nhom.

» XELOX

Tht nghiém NO19168, thuc hién hoa tri bd trg trén 1.886
bénh nhan UT biéu mé dai trang giai doan 111 st dung oxaliplatin két
hop voi capecitabine 8 chu ky so véi 5FU-LV 6 chu ky. Két qua
STKB 3 niam, 4 nim, 5 nim cta nhom 2 cao hon nhém 1 1an luot 1a
70,9% va 66,5%; 68,4% va 62,3%; 66,1% va 59,8%) su khac biét cd y
nghia thong ké (p=0,0045). STTB 5 nam & nhém 2 12 77,6% so Vi
74,2% & nhém 1, sy khac biét chua ghi nhan c6 y nghia théng ké
(p=0,1486).

Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Nghién ciu tién hanh trén 136 bénh nhan UTDT giai doan Il
nguy co cao va giai doan Ill, duoc hda tri tai Bénh vién Ung budu Can
Tho va Bénh vién K tir thang 01/2012 dén 12/2013.

2.1.1. Tiéu chudn chon bénh

Bénh nhan duoc chan doan 1a UTDT giai doan II nguy co cao
va giai doan III, duoc phau thuat triét cin, co két qua mé bénh hoc 1
ung thu biéu mo tuyén.

+ Bénh nhan UTDT giai doan 11, ¢6 1 trong cac yéu té nguy co
cao sau day: (1) B6 md hoc 3,4; (2) C6 tic rudt hodc thang rudt trong
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ltc phiu thuat; (3) U T4; (4) U xam lan mach lympho, mach mau; (5)
L4y it hon 12 hach 1am xét nghiém md bénh hoc;

+ Khong c6 diéu trj trude nhu xa tri hay hoa tri.

+ KPS >70.

+ Co déay du cac thong tin 1am sang, can 1am sang (CTM, sinh héa
mau, chan doan giai phau bénh, chan doan hinh anh, xép giai doan theo
AJCC 2010).

+ Puoc hoa tri bo trg phac dd6 XELOX 6-8 chu ky trong 12 tuan
sau phau thuat.

+ Puogc theo dbi sau diéu tri dén khi bénh nhan tir vong hoic
hét thoi han nghién ciu.

+ Bénh nhéan ty nguyén tham gia nghién ctu.

2.1.2. Tiéu chudn logi trir

- Bénh nhan ¢6 UT DT nhung khong phai typ ung thu biéu mo.

- Bénh nhan c6 ung thu tha hai, suy gan, suy than, suy tim, suy
tay hodc phu nir mang thai.

- Bénh nhéan da diéu tri bang hoa chat hoic xa tri ving chau
trudc do.

- Bénh nhan héa tri khong du 6-8 chu ky hoic khong dong y
tham gia nghién curu.

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

- Phuong phap nghién ctru: Can thiép khéng c6 nhdm ching.

- Bénh nhan dd dugc phiu thuat triét can, dugc danh gid xép
giai doan II nguy co cao hodc giai doan III va dugc hoa tri bo tro phac
d6 XELOX. Sau khi két thuc diéu tri, hen tai khdm mdi 3 thang dé danh
gia vé 1am sang, can 1am sang. Nhiing bénh nhan khong dén kham s&
theo ddi va thu thap thong tin qua dién thoai, thu (phiéu diéu tra).

- Thoi diém két thic nghién ciu: két thdc nghién cau khi co
mot trong cac ly do sau:

+ Chét hodac mat theo ddi

+ Do hét thoi gian nghién cau.
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2.2.2. C¢ méu va phwong phdp chon méu
- Cé méu:

(Zi.al2)xp(L-p)

e2

- N 12 56 bénh nhan duogc didu tri b tro phac do XELOX.

- Z,.a12=1,96 (ting véi do tin cay 95%).

- e = 0,075 (sai 6 t6i da cho phép 7,5%).

- p: ti 16 STKB 3 nam cta UTDT giai doan II, IIT dugc héa tri bo trg
(Chuing t6i sir dung két qua nghién ciru cia Andre T., ti 16 STKB 3 nam
12 78,2%).

Nhu vay sb bénh nhan téi thiéu duoc diéu tri théa man cho
nghién ctu 12 118 bénh nhan. Thyc té chung toi da thuc hién nghién
ctiru 136 bénh nhan thoa mén diéu kién nghién ctu.

2.2.3. Cic budc tién hanh
- Panh gia trudc diéu tri
- Piéu tri

Oxaliplatin 130mg/m?, truyén tinh mach véi glucose 5% truyén
ngay 1. Capecitabine lidu 1.000mg/ m? uéng 2 lan/ngay, cach 12 gio,
udng 2 tuan, nghi 1 tuan. Chu ky 3 tuan.

Tat ca bénh nhan duoc kham lam sang, xét nghiém huyét hoc,
chirc ning gan, chiic ning than truéc mdi chu ky hoa tri.

Sau 3 chu ky, 6 chu ky, 8 chu ky hoa tri, bénh nhan dugc kiém tra
thém siéu &m bung, chup X-Quang phdi va xét nghiém ndng d6 CEA dé
danh gia két qua didu tri.

Doc tinh cua diéu tri duoc danh gia dya theo tiéu chuén cua to
chirc y té thé gisi (WHO) nam 2003.

Hoan tat liéu trinh diéu tri, bénh nhan duoc hen theo ddi tai kham
dinh ky tai phong kham cua bénh vién méi 3 thang 1 lan.
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- Danh gia tinh trang bénh IUc tai kham
Néu bénh nhan co tai phat dugc xem xét tiép tuc diéu tri hoa chat,
c6 hoic khdng két hop diéu tri trang dich, xa tri, phau thuat hodc cham
soc nang dd triéu chung va tiép tuc theo doi tinh trang séng chét.
- Pdnh gid két qua diéu tri:
+ Tai phat, ti & va thoi gian STKB, STTB 3 nam.
+ Ti 18 va muc do cac doc tinh, cac tac dung khdng mong mudn
duoc xac dinh theo tiéu chuan cua té chic y té thé gioi.
- Péi chiéu thoi gian song thém véi cac yéu té
2.2.4. Phwong phdp phén tich xir ly két qua
- Nhap va xir ly sb liéu bang phan mém Stata 8.0. Uéc luong thoi
gian séng thém theo Kaplan-Meier. Kiém dinh Log-rank khao sat méi
quan hé gitra thoi gian séng thém vai céc yéu t6. Md hinh hdi qui Cox
duge dung dé khao sat mdi tuong quan giira cac yéu té voi thoi gian
sbng thém, xac dinh yéu t doc lap.

Chuwong 3
KET QUA NGHIEN CUU

Tir thang 01 nam 2012 dén thang 12 nam 2013, chung toi tién
hanh chon duoc 136 bénh nhan UTDT giai doan II, 11l thoa didu kién
nghién cuu.

3.1. PAC PIEM NHOM NGHIEN CU'U

- Tudi trung binh: 54,1£11,8; cao nhat: 76: thép nhét: 25. Nhém
tudi hay gip 50-59 chiém 31,6%; hiém gip & bénh nhan < 30 tubi.
UTDT gap 6 nam cao hon nit, ti 1€ nam/nir: 1,3/1.

- Nhém nghién ciu cha yéu bénh nhan c6 thé trang tét, KPS
>80 91,2%. Phan 16n bénh nhan cé u xam 1an T4 chiém 82,4%%, T3
16,2%, T2 1,5%. Giai doan II 58,8%; giai doan 111 41,2%.
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- U thé sui hay gap nhat chiém 33,8%. Ung thu biéu md tuyén
chiém da sb 81,6%. Do biét hda vira chiém chu yéu 69,9%. Sé hach lam
xét nghiém trung binh Ia 6,8 hach. Co6 26 truong hop dugc xét nghiém
12 hach tré 1én chiém 19,1%. C6 41,2% bénh nhan di can hach vi thé,
trong do phan 16n di can tir 1-3 hach chiém 29,8%.

- C6 25 bénh nhan dwgc mo cdp cau chiém 18,4%, c6 13
bénh nhan diéu tri tir 6-7 chu ky.

3.2. PANH GIA KET QUA PIEU TRI

Bénh nhan duoc theo ddi dén hét thoi gian nghién ciu hoic bénh
nhén tir vong. Trung binh thoi gian theo d6i nhém nghién cau 14 40,6 +
7,2 thang. CO6 5 bénh nhan (3,7%) sau thoi gian theo doi duoc hon 24
thang thi khéng lién lac duoc.

3.2.1. Pjc tinh hoa tri

Trong s 136 bénh nhan héa tri bo tro, c6 108 truong hop (79,4%)
bi anh huong boi cac ddc tinh, trong dé doc tinh d6 3-4 1a 16,9%.

Bing 3.2: Djc tinh trén hé tiéu héa, thin kinh, da niém

Poc tinh Po 1-2 P 3-4 Tatca

n (%) n (%) n (%)
Budn ndn, nén 28(20,6) 0 28(20,6)
Ia chay 23(16,9) 0 23(16,9)

Viém loét miéng 2(1,5) 0 2(1,5)
Pau thuong vi 15(11,0) 0 15(11,0)
Viém TK ngoai vi 22(16,2) 0 22(16,2)
Hoi chiing tay chéan 24(17,7) 0 24(17,7)

Nhdn xét: Doc tinh hé tiéu hoa, than kinh, da niém cha yéu ¢ do 1-2,
khong ¢6 doc tinh 3 3-4.
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Bing 3.3: Djc tinh trén hé tao huyét gan va thin

Pic tinh Pj 1-2 D) 3-4 Tatca
n (%) n (%) n (%)
Giam bach cau hat 65(48,2) 10(7,4) 75(55,6)
Giam bach cau c6 sét 2(1,5) 0 2(1,5)
Giam huyét sic td 10(7,4) 1(0,7) 8(8,1)
Giam tiéu cu 32(23,5) 12(8,8) 44(32,3)
Tang SGOT/SGPT 17(12,5) 0 17(12,5)
Tang Uré/Creatinin 2(1,5) 0 2(1,5)

Nhdn xét: Doc tinh trén hé tao huyét chu yéu ¢ do 1-2, d6 3-4 chi
16,9%. Poc tinh trén gan than chu yéu & d6 1-2, khong gap do 3-4.

3.2.2. Két qua diéu tri

Dén két thic nghién ctu ghi nhan 25 trudng hop tai phat, 19 truong
hop tir vong, Vi tri tai phat dau tién gap nhiéu nhat 1a gan chiém 36%.

Bing 3.1: Phéin bé ti 1¢ va thoi gian song thém

Két qua n Trungbinh  Til¢ Cl 95%
(thang) (%)
STKB 3 nim 131 35,8 824  0,75-0,88

STTB 3 nam 131 37,9 86,7 0,79-0,91
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Uéc lvong theo Kplan-Meier
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Biéu dd 3.1: Thoi gian STKB

U'éc lvong theo Kplan-Meier

Biéu do 3.2: Thoi gian STTB

3.3. TUONG QUAN GIUA THOI GIAN SONG THEM VOI MQT
SO YEU TO

- Thoi gian séng thém theo gidi, nhom tudi, KPS, vi tri u, d6 xam lan u
chung t61 ghi nhan khong co6 sy khac biét p>0,05
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- Thoi gian séng thém theo tinh trang di cin hach
Bdng 3.4: Thoi gian STKB theo tinh trang di can hach

Tinh trang (n=131) Thoi gian Til¢

di can hach STKB STKB D
(thang) 3 nam (%)

Chua di can hach 79 39,0 91,1

Di can 1-3 hach 37 30,2 73,3 0,009

Di can >4 hach 15 32,3 67,6

Nhgn xét: UTDT c6 hach di can cang nhiéu thi ti 16 STKB 3 nim cang
thap, su khac biét co y nghia théng ké p=0,009.
Bdng 3.5: Thei gian STTB theo tinh trang di can hach

Thoi gian Til¢
Tinh trang o9 e

(n=131) STTB STTB P
di can hach (thang) 3 nam(%)
Chura di can hach 79 39,9 93,6
Di cin 1-3 hach 37 34,9 74,9 0,037
Di can >4 hach 15 34,1 73,0

Nhgn xét: UTDT c6 hach di can cang nhiéu thi ti 1¢ STTB 3 nam cang
thap, su khac biét c6 ¥ nghia thong ké p=0,037.

- Thei gian séng thém theo sé hach xét nghigm

Bénh nhan c6 sé hach lay 1am xét nghiém mé bénh hoc 1-6 ¢4 ti
6 STKB 3 niam va ti 16 STTB 3 nam thap nhat, nhung su khéac biét
khong c6 ¥ nghia thong ké p>0,05
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- Thoi gian séng thém theo giai dogn

Bdng 3.6: Thoi gian STKB theo giai doan II, I11

Thoi gian Tile STKB

Giai doan (1=131)  STKB (thang) 3 nim (%) P
0
Ti 79 39,0 91,1
0,002
1] 52 30,8 69,2

Nhdn xét: Bénh nhan UTDT giai doan 1l cé ti ¢ STKB 3 nam cao hon
S0 Vi giai doan 111, sy khac biét co y nghia théng ké p=0,002.
Bdng 3.7: Thoi gian STTB theo giai dogn 11, 111

Thoi gian Tile STTB
Giai doan (n=131) p
STTB (thang) 3 nam (%)
I 79 39,9 93,6
0,011
Il 52 34,7 75,3

Nhdn xét: Bénh nhan UTDT giai doan Il c0 ti 1é STTB 3 nam cao hon
S0 Véi giai doan II1, sy khac biét c6 ¥ nghia théng ké p=0,011.

- Thoi gian séng thém theo tirng giai doan

Bénh nhan UTDT phan theo ting giai doan c0 ti 16 STKB 3 nam
khac nhau, su khac biét c6 y nghia thong ké p=0,046.

Bénh nhan UTDT phan theo tirng giai doan co ti 1¢ STTB 3 nam
khac nhau, nhung su khéc biét khong co ¥ nghia thong ké p=0,128.

- Thoi gian séng thém theo dang dgi thé u

Bénh nhan UTDT c6 dai thé u dang thAm nhiém c6 ti 16 STKB 3
va ti 16 STTB 3 nam thip nhat, nhung su khac biét khong c6 y nghia
théng ké p>0,05.
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- Thei gian STKB theo logi mé bénh hgc
Bénh nhan UTPT c6 loai md hoc UTBM tiét nhay ¢4 ti 18
STKB va STTB 3 niam thap nhat, nhung su khac biét khong c6 ¥ nghia
théng ké p>0,05.
- Thoi gian Séng thém theo dg bigt hoa té bao
Bénh nhan UTDT c6 do biét hoa thap c6 ti 16 STKB 3 nam thap
nhat, nhung sy khac biét khong c6 ¥ nghia thong ké p=0,601.
Bénh nhan UTBT c6 do biét hoa thip c6 ti 16 STTB 3 niam thip
nhét, nhung sy khéac biét khdng c6 y nghia thong ké p=0,708.
- Thoi gian séng thém theo tinh hudng phdu thugt

Bing 3.8: Thoi gian STKB theo tinh huéng phéu thugt

, N Thoi gian Tilée STKB
Tinh huong phau thuat  (n=131) P
STKB (thang) 3 nam (%)

Phau thuat chuong trinh 106 36,5 85,9

R . 0,04
Phau thuat cap cau 25 32,8 68,0

Nhgn xét: Bénh nhan UTDT duoc phau thuat trong tinh trang cap cau
c6 ti 18 STKB 3 ndm thip hon phau thuat chuong trinh, su khac biét co
¥ nghia théng ké p=0,04.

Bing 3.9: Thoi gian STTB theo tinh huéng phéu thugt

o Thoi gian 1 15 STTB
Tinh huong phau thuat  (n=131) STTB
3 0,
(thang) 3 ndm (A))

Phau thuat chuong trinh 106 38,6 91,2
Phau thuat cap ctu 25 34,8 67,1

0,003
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Nhén xét: Bénh nhan UTDT duoc phau thuat trong tinh trang cap cau
c6 ti 18 STTB 3 nam thap hon phiu thuat chuong trinh, sy khac biét co
¥ nghia thong ké p=0,003.

- Thei gian séng thém theo tinh trang hoa tri dii chu ky

Bénh nhan UTDT duogc hoa tri du 8 chu ky co ti I¢ STKB va
STTB 3 nam cao hon nhom héa tri khong du 8 chu ky, sy khac biét co y
nghia thong ké p>0,05.

- Théi gian séng thém theo théi gian tir phdu thudr dén hoa tri

Bénh nhan UTDT duogc hoa tri tir 8-12 tuan ¢ ti I¢ STKB va
STTB thap hon nhém dudc hoa tri trudc 8 tuan nhung sy khac biét
khong c6 ¥ nghia thdng ké p>0,05.

- Thoi gian séng thém |ién quan dén cdc yéu té qua phén tich da bién
Bing 3.10: Thoi gian STKB lién quan dén cdc yéu té

Yéu td HR (95%Cl) p
Tinh hudng phau thuat 2,358 0,981-5,666 0,05
Hach di cin 0,637 0,140-2,892 0,560
Giai doan 1,062 0,087-12,917 0,962
Phén giai doan 1,716 0,652-4,514 0,274

Nhén xét: Tinh hudng phau thuat 1a yéu té tién luong doc lap anh
hudng dén thoi gian STKB, HR=2,358, p=0,05.
Bing 3.11: Thoi gian STTB lién quan dén cdc yéu té

Yéu to HR (95%Cl) P
Tinh hudng phau thuat 4,389 1,642-11,729 0,003
Hach di can 1,870 0,515-7,787 0,341
Giai doan 1,535 0,219-10,716 0,665

Nhdn xét: Tinh hudng phau thuat 1 yéu t6 tién luong doc lap anh
huéng dén thoi gian STTB, HR=4,389, p=0,003.
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Chuong 4
BAN LUAN

4.1. PAC PIEM NHOM NGHIEN CUU

Céc dic diém cia nhom nghién ciru ciia chiing t6i cling gan
tuong dong véi cac nghién ciru trong va ngoai nudc.
4.2. PANH GIA KET QUA PIEU TRI

Thoi gian theo doi trung binh ciia nhom nghién ctru 1a 40,6
thang. Nghién ciru 136 bénh nhan, ching toi d4 tién hanh thu thap thong
tin theo ddi duoc dén két thuc nghién ctru 131 bénh nhéan (96,3%), 05
bénh nhan (3,7%) theo ddi hon 24 thang thi khong thé lién hé dugc do
bénh nhéan khong tai kham, thay d6i chd ¢ va s dién thoai.

4.2.1. Pdnh gid mét sé djc tinh ciia héa tri

Trong nghién cuu cua chdng téi ghi nhan c6 79,4% bénh nhan
¢6 cac doc tinh anh huong do hoa tri, trong d6 co6 16,9% bénh nhéan bi
anh huong doc tinh & mac do %. Trong nghién ciu nay khdng ghi nhan
truong hop nado tir vong do doc tinh cua hoa tri.

- Péc tinh 1én h¢ tiéu hda, than kinh, da niém:

Buon nén, ndn: Pay la triéu chimg thudng gap, trong nghién
ctu, ti 16 non, budn nén 20,6% & do Y ching t6i thuong dung loai
chéng nén nhu primperan 10 mg, ondansetron 8mg trudc khi truyén. Ia
chay d6 ¥4 16,9%, day 1a bién ching d& xi ly. Viém loét miéng 1,5% do
Y5; bénh nhan chi xuat hién viém miéng nhe, loét miéng chiém ti 1& thap.
Pau thuong vi la triéu chiing gay viém niém mac da day, bénh nhan
thuong c6 biéu hién ¢ hoi, ¢ chua, dau thuong vi, biéu hién cua dau
thuong vi chiém 11,0%. Viém than kinh ngoai vi chiém 16,2% & d6 ¥,
khong gap do %. Hoi chimg ban tay chan d¢ %2 17,7%. Céc triéu chang
nay thuong hoi phuc dan sau khi ngung hoa tri.

- Déc tinh trén hé tao huyét, gan va thin:

Giam bach cau hat: trong nghién ciru ctia ching t6i, giam bach
cau hat chiém ti 1& 55,6%, trong d6 c6 7,4% giam d6 ¥%. Phan 16n nhiing
bénh nhan nay sau nghi 1 tuan, tu hoi phuc lai tiép tuc diéu tri; nhiing
bénh nhan giam bach cau hat d6 % thudng dung thudc kich thich tao bach
cau Filgrastim 2-3 ngiy bach cau s& ting tré lai. Trong nghién ctru giam
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bach ciu c6 sbt chiém 1,5%, phai dung thudc tao bach cau va khang sinh
phd rong tir 5-7 ngay. Giam tiéu cau chiém 32,3%, trong d6 c6 8,8%
giam tiéu cdu & mirc d6 ¥. Phan 16n bénh nhan tur hoi phuc, mot sb it can
truyén tiéu cau. Giam huyét sic t6 do 4 gip 7,4%, thong thuong bénh
nhan tu phuc hoi, khong can phai str dung thudc kich thich tang héng cau;
trong nghién ctru gip 1 bénh nhan (0,7%) giam huyét sic té do 3 phai
truyén mau.Tang men gan GOT-GPT d6 ' gip 12,5%, da phan & muc do
nhe, bénh nhan ty hdi phuc. Tang ure, creatinin hiém gap, thuong & mrc
dd nhe, trong nghién ctru tang creatinin d6 1 1a 1,5%.

Theo Nguyén Thi Thanh Hang, nghién ctru 70 truong hop
UTDT giai doan I1I, héa tri b tro phac d6 XELOX. Tac dung phu giam
bach cau 41,3%, giam do % 1a 11,3%. Giam huyét sic t6 19,3%, chu
yéu do 1. Giam tiéu cau 6,7%. Tiéu chay gap 20%, 1,2 % do 3, viém than
kinh ngoai bién 52,5% trong d6 do 1 1a 40%. Hoi chiing ban tay ban chan
15%, ¢6 2,5% d6 ¥. Schmoll va cs, nghién ctru 938 bénh nhan UTDT giai
doan 111, hoa tri bd tro phac 40 XELOX, cho thiy doc tinh than kinh 1a
78%, trong d6 d6 ¥4 1a 11%; budn ndn va non 1a 43% va 66% trong d6 do
% lan luot 6% va 5%; ia chdy 60% do % 1a 19%; hoi ching ban tay ban
chan 29% trong do do ¥4 1a 5%; giam bach cau 27%, dd % 9%; dau thuong
vi 17%, 94% bénh nhan c6 lién quan dén it nhat 1 ddu hiéu doc tinh trong
d6 55% bénh nhan co6 lién bi anh hudng ddc tinh dd %a.

Nhu vdy két qua nay ciing gin twong ty nhu nghién ctru cia
chung toi, cac doc tinh trén co quan gan, than khong dang ké. So véi
cac phac d6 FOLFOX, FLOX nghién ctru ciia chiing toi it gip doc tinh
trén huyét hoc va than kinh hon.

4.2.2. Két qua diéu tri

Két thic nghién ciu c6 25 truong hop tai phat, di can chiém
19,1%, 19 truong hop tir vong chiém 14,5%. Trong s6 truong hop tai
phat, di can thi vi tri xuit hién dau tién gap nhiéu nhat Ia gan chiém
36,0% cac truong hop tai phat di can.

Theo Andre T., ti Ié tai phat, di can cia UTDT giai doan II, 1l
sau hoa tri phac ¢6 FOLFOX la 21,1%, phac do FU/FA la 26,1%. Joon
J H, nghién citu 82 bénh nhan UTDT giai doan I, 11l héa tri phac do
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FOLFOX4 va FOLFOX6, két qua 17,1% tai phat di can, trong d6 di cin
gan chiém da s6 21,4% truong hop tai phat di can.

Nhitng bénh nhén tai phat, di can phan 16n duoc tiép tuc hda tri
phac dd XELIRI, FOLFIRI, hoic capecitabine. Mot s it c6 diéu kién
dugc sir dung hda tri két hop diéu tri dich nhu cetuximab, bevacizumab
hodc chiam soc nang d& va theo ddi tinh trang song thém.

4.2.3. Thoi gian séng thém

Két qua nghién ctu, ti 16 STKB 3 nam 1a 82,4%, c6 25 bénh nhan
tai phat tai thoi diém theo ddi 40,6 thang, thoi gian STKB trung binh
dat 35,8 thang; ti ¢ STTB 3 nam 86,7%, c6 19 bénh nhéan tir vong tai
thoi diém theo ddi, thoi gian STTB trung binh dat 37,9 thang.

O trong nudc chua c6 nghién ctu ndo vé séng thém 3 nam trén

bénh nhan UTDT giai doan 11, 111 héa tri b trg phac d6 XELOX.
Bdng 4.1: Thoi gian STKB theo giai doan 1I-111
Thai gian STTB
Téc gia theo doi 3 STKE’/ 3
(thang) nam(%) im(%)
Andre T (2004,n=2.246)
FOLFOXA4 37,9 78,2 87,7
KueblerIP (2007,n=2407)
FLOX 42,5 76,5
Joon J H(2011, n=82)
FOLFOX 37 82,9 87,5
Nghién ctu nay 40,6 824 86.7

(2016,n=136) XELOX
4.3. TUONG QUAN GIUA THOI GIAN SONG THEM VOI MOT
SO YEU TO

- Thoi gian séng thém theo gigi, nhém tudi, chi sé KPS, vi tri u,
d6 xam lan u khac biét khong c6 y nghia théng ké p>0,05.

- Thoi gian séng thém theo giai doan 11,111: Két qua nghién
ctru ciia ching t6i, ti 16 STKB va STTB 3 nam ddi véi giai doan Il cao
hon giai doan 11l (p<0,05). Theo Tran Théng, ti 16 STKB va STTB ddi
V6i giai doan 11 cao hon giai doan 111 rat c6 ¥ nghia thong ké.

Bdng 4.2. Thoi gian STKB theo tirng giai doan I1IT1
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Thoigiantheo  Ti l¢ STKB 3 nam

Tacgi ddi (thang) (%)
Giai Giai

doan 1l doan Il
Andre T (2004, n=2.246,
FOLFOX4) 37,9 782%  72.2%
Joon J H (2011, n=82,
FOLFOX) 37 84,6%  82,6%
Haller DG 0
(2011, n=1.864, XELOX) 57 70,9%
NC nay (n=136, XELOX) 108 011  692%

- Thoi gian séng thém theo tirng giai dogn: Khi nghién ciu anh
hudng cua cac yéu té tién lugng dén két qua diéu tri, ching t6i nhan
thiy giai doan bénh déng vai tro quan trong d6i véi thoi gian séng thém
ciia ngudi bénh. Két qua nghién ctu, ti 18 STKB 3 nam giai doan IIA,
11B, IIC, HIA, 111B, NIC khéc biét c6 ¥ nghia théng ké véi p=0,046. Ti
16 STTB 3 nam giai doan A, I1B, 1IC, IHIA, B, 11IC khéc biét khéng
¢6 ¥ nghia théng ké (p=0,128).

Ching ta thay rang giai doan I11A ¢4 ti 16 STKB cao hon so voi
giai doan IIB, diéu nay chiing to bénh nhan UTDT giai doan IIB ¢4 tién
luong x4u hon UTPT giai doan I1IA. Ti 1é STTB & cac giai doan tuy c6
su khac nhau, nhung chwa ¢ ¥ nghia théng ke.

Theo sé liéu tong két caa SEER-My tién hanh nghién ctu 10
nam, cic bénh nhan UTDT tai cic trung tim ung thu ciia My. Két qua
STKB va STTB déu khac nhau theo tung giai doan, giai doan IIIA tién
lugng t6t hon giai doan 1B, gidng két qua nghién ciru cua ching toi va
Tran Thang. Pay 1a 1y do can phai chi dinh hoa chat bo trg cho UTDT
giai doan IIB, nham cai thién thoi gian séng thém cho ngudi bénh.
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- Thei gian séng thém theo tinh trang di cin hach: Di cin hach
viing 1a mét yéu té tién luong tin cay sau phau thuat UTDT, 1a co sé cho diéu
tri bo trg sau phau thuat. Trong nghién ctu, két qua ti Ié STKB va STTB 3
nam giam dan ciia nhom chua di can hach, di cin 1-3 hach, di cin > 4 hach
(p<0,05). Theo Chang GJ (2007), ngoai s6 hach di can, tong s hach
dugc lay bo trong phiu thuat ciing 1a yéu té anh huong dén thoi gian
STKB va toan bo UTDT giai doan II-111.

- Thoi gian séng thém theo dj biét hoa té bao:

Panh gia d6 &c tinh té bao (46 biét hoa) ching tdi nhan thiy
rang, té bao khong biét hoa, hoac kém biét hda thi bénh co xu hudng téi
phat va tir vong sém hon, va thuong cé tién lwong xau. Vi thé déi véi
nhitng bénh nhan giai doan Ia c6 thém dd biét hda thip hoic khong biét
hoa, nén chi dinh diéu tri hoa tri bé trg sau phau thuat.

- Thei gian séng thém theo logi té bao: Két qua cho thay ung
thu biéu md tuyén tiét nhay c6 tién lugng xdu hon ung thu biéu mo
tuyén, nhung su khéc biét chua co y nghia thong ke.

Theo da sb cac nghién ctu cho thiy loai té bao ciing 1a mot yéu
t6 lién quan dén két qua diéu tri, ung thu biéu moé nhay thuong lién
quan dén ton thuong gay tic rudt, lan tran 6 phdc mac, do vay tién
lwong x4u. Trong nghién ctu cua chung t6i ¢o 1 truong hop ung thu
giai doan 1B, dang té bao nhin, nhung truedng hop nay bénh nhan con
séng nén chua ghi nhan ro vé tién lugng cua loai té bao nay.

- Thoi gian song thém theo tinh trgng phdu thudt: Trong
nghién ctru ctia ching toi ti 16 STKB va STTB 03 nam cta phau thuat
theo chwong trinh, cao hon phau thuat cap ciu (p<0,05). Tinh trang
phau thuat ciing 1a mot yéu t6 lién quan dén két qua diéu tri. Khi bénh
nhan dugc phiu thuat trong tinh trang tic rudt, thang rudt, u vé thi kha
ning duoc phiu thuat triét can 14y u va nao vét hach s& bj giam di nhiéu.
Nguoc lai khi bénh nhan duoc phau thuat theo chwong trinh, s& dugc
chuén bi ky ludng, do d6 u sé dugc cit bo rong rai hon, lay hach triét dé
hon va két qua s& tot hon.
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- Sbng thém theo thoi gian tir phau thuat dén hoa tri va chu ky
hoa tri chling toi ghi nhan khong c6 su khéc biét c6 y nghia. C6 thé co
mau cuia ching tdi nho nén tinh todn khong c6 y nghia thong ké.

- Théi gian séng thém lién quan dén mét sé yéu té qua phan
tich da bién.

+ Thei gian STKB: khi phan tich don bién ta thay rang cac yéu
t6 tinh hudng phau thuat, hach di can, giai doan bénh ¢6 anh hudng dén
thoi gian STKB. Nhung khi phén tich da bién theo cac yéu té tién luong
cho thay, chi c6 tinh hudng phau thuat c6 anh huong dén thoi gian
STKB. Bénh nhan phiu thuat trong tinh trang cdp cau, thang hoic tic
rudt cé nguy co tai phat 2,3 1an so véi nhitng bénh nhan phau thuat theo
chuong trinh. Theo nghién cau ciia Tran Thing, tinh trang di cin hach
c6 anh huéng dén thoi gian STKB, di can hach cang nhiéu, thi ti 18 sbng
thém cang giam.

+ Thoi gian STTB: khi phan tich don bién ta thay rang cac yéu
t6 tinh hudng phau thuat, hach di can, giai doan bénh c6 anh hudng dén
thoi gian STTB. Nhung khi phan tich da bién theo cac yéu t6 tién lugng
cho thdy, tinh hubng phau thuat ¢6 anh huong dén thai gian STTB. Tinh
hudng phau thuat 1a yéu t tién lwong doc lap dén thoi gian STTB.
Nhiing bénh nhan phau thuat trong tinh trang cip ctu, thung hoic tic
rudt cé ti 16 STTB giam hon 4,3 1an so vai nhitng bénh nhan phau thuat
chuong trinh. Theo Campton C va cs, tinh huéng phau thuat c6 anh
hudng dén thoi gian STTB.

KET LUAN

Qua nghién cuu 136 bénh nhan ung thu dai trang giai doan Il
nguy co cao va III, sau phau thuat triét can, duoc hod tri b trg phac db
XELOX. Chuing tdi rat ra mot sé két luan sau:

1. Két qua diéu tri phac d6 XELOX

- Hoa tri b trg phac dd6 XELOX trong ung thu biéu md tuyén

dai trang giai doan 11, 1l c6 két qua séng thém cao. Trong do ti Ié
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STKB 3 nam la 82,4% va thoi gian STKB trung binh la 35,8 thang; ti 1€
STTB 03 nam 1a 86,7% va thoi gian STTB trung binh la 37,9 thang.

- Két qua song thém & giai doan II tot hon giai doan III. Ti l¢
STKB 3 nam dbi v6i giai doan II 1a 91,1%, giai doan 111 12 69,2% va
thoi gian STKB trung binh & giai doan II 1a 39,0 thang, giai doan Il la
30,8 thang (p=0,002); ti 16 STTB 03 nam giai doan Il Ia 93,6%, giai
doan 11 1a 75,3% va thoi gian STTB trung binh & giai doan 11 1a 39,9
thang, giai doan 11 1a 34,7 thang (p=0,011).

- Hoa tri phac 6 XELOX doc tinh chap nhan dugc. C6 79,4%
bénh nhan bi anh hudéng bai cac doc tinh, cac doc tinh thuong ¢ mirc do
nhe, chi ¢4 16,9% doc tinh & mirc d6 3-4. Boc tinh nang vé huyét hoc
nhu giam bach cau hat do 3-4 7,4%, giam bach cau c6 sét 1,5 %, giam
tiéu cau do 3-4 8,8%, giam huyét sic to do 3-4 0,7%. Doc tinh trén hé
tiéu hoa, than kinh, da niém cha yéu & do nhe: ndn, budn nén 20,6%,
doc tinh than kinh ngoai vi 16,2%, hoi chiing ban tay chan 17,7% phan
I6n héi phuc sau khi ngung diéu tri.

2. Mt s6 yéu tb tién lugng

Céc yéu t6 tinh hudng phau thuat, hach di cin va giai doan bénh
c6 anh huong dén thoi gian séng thém khong bénh, séng thém toan bo.
Trong d6 tinh hudng phau thuat 1a yéu t6 tién lwong doc 1ap véi két qua
diéu tri caa bénh nhan.

KIEN NGHI

Hoa tri phac dé XELOX c@ két qua cao, it doc tinh, khéng dinh
thém vai tro hoa tri b6 trg phac @6 XELOX trong ung thu dai trang sau
phau thuat trén nguoi Viét Nam, dac biét giai doan Il nguy co cao. Qua
nghién cuu, chiing t6i kién nghi:

Phiac d6 XELOX nén dugc xem xét chi dinh thudng quy cho
nhitng bénh nhan UTPT giai doan I1I va giai doan II ¢6 cac yéu tb nguy
co cao nhu: tinh huéng phau thuat cép ctru do tic rudt, thing rudt, u T4,

d6 mo hoc cao, phau thuat khong lay dii 12 hach xét nghiém.



Introduction
Colorectal cancer is one of the leading cancers in Vietnam and
worldwide. According to Globocan 2012, every year, there are, about
1.361.000 new cases of colorectal cancer of which 694,000 deaths
worldwide, ranged as the third most common cancer and third leading
causes of cancer deaths.

There are many researches and clinical trials, demonstrating the
benefits of adjuvant chemotherapy after surgery for colon cancer stage
Il with high risks and Ill. Many multicenter trials in adjuvant
chemotherapy for colon cancer stage |1, in order to determine the role of
chemotherapy and find the appropriate regimen for adjuvant
chemotherapy of stage Il colon cancer. The FUFA regimen was
confirmed benefits in the treatment of stage Il adenocarcinoma,
especially the group of high-risk patients worldwide.

Capecitabine is an oral prodrug of fluorouracil which has been
demonstrated as efficace as FUFA regimen in adjuvant chemotherapy
for colon cancer treatment. The NO16968 trial, comparing effect of
adjuvant chemotherapy with XELOX regimen from FUFA regimen for
colon cancer stage Ill, had a 3 year DFS 70.9 % (XELOX) and 66.5 %
(FUFA), p=0.0045.

Actually, Can Tho oncology hospital, K hospital, as well as
some other oncology departments in genegal hospitals have used
XELOX regimen as critical regimen for adjuvant therapy of colon
cancer with high-risk stage Il and 111, but any study on the results and
side effects of this regimen. By the reasons mentioned above, we
carried out this study in order to evaluate the results and toxicities of
XELOX regimen in the adjuvant treatment for high-risk stage 11 and 11
colon cancer.

RESEARCH OBJECTIVES

1. Evaluate the results and side effects of XELOX regimen for
adjuvant chemotherapy of high risk stage Il and stage I11 colon
adenocarcinoma .

2. Study some prognostic factors influencing the results of this
regimen.



New mainly scientific contributions of the thesis

Thesis was done at K Hospital Hanoi and Cantho Oncology
Hospital —in Vietnam for evaluating the adjuvant chemotherapy results
as well as the toxicities of XELOX regimen for of stage Il, 11l colon
adenocarcinoma patients. The thesis was reported new main scientific
contributions:

- The proportion of 3 years disease-free survival (DFS) were
82,4%; median duration of disease-free survival 35,8 months. 3 years
overall survival (OS) were 86,7%, median duration of overall survival
(0OS) 37,9 months.

- The toxicities proportion of XELOX regimen for colon
adenocarcinoma, often low, 79,4% for all grades and about 19,4% of
grade 3 and 4, which comprise:

Hematological toxicities (neutropenia: 7,4%; leukopenia with
fever: 1,5 %; thrombocytopenia: 8,8%).

Gastrointestinal toxicities: nausea-vomoting 20,6%.

Neurological toxicity : peripheral neurotoxicity 16,2%.

Muco-cutaneous toxicity, mainly grad 1 and 2, and manageable:
hand-foot syndrome 17,7% (almost grad 1& 2 and totally recoverred
after the management).

- Surgically therapeutic situation, positive nodes, stage of
disease were prognostic factors influencing on the disease free survival
(DFS) and overall survival (OS). Only surgically therapeutic situations
were independent prognostic factors to the outcome of patients.

STRUCTURE OF THE THESIS

The thesis consist of 109 pages: introduction of 02 pages,
overview of documentation of 35 pages, Objects and methods of study
of 10 pages, Results of study 30 pages, Discussion of 29 pages,
conclusion of 2 pages, 1 pages of proposal. There was 46 tables, 18
diagrams, 2 pictures and 105 references, including 9 in Vietnamese, 96
in English.



Chapter 1 - OVERVIEW
1.1. DIAGNOSIS OF COLON CANCER
1.1.1. Signs and symtoms
According to Roediger W. , symptoms vary depending on
the location of the tumors. The most common manifestations of the
right colon cancer are mild discomfort, a mass in the abdomen , or iron
deficiency anemia. Sometimes weight loss are the only symptom. The
lesions in the left colon may be often bowel habits disorders,
obstruction, blood in the stool. Emergency symptoms may occur such
as obstruction (18 %) or perforation (7 % cases).
1.1.2. Investigations
Colonoscopy with flexible tube help to observe lesions on
mucosal surfaces, evaluate macroscopically tumors: rough shape or
infiltrating ulcer, getting biopsy to identify histopathological structures.
Abdominal ultrasound , lung X- ray, computed tomography
(CT scan ), magnetic resonance imaging (MRI ) may be done to assess
the spread of the tumor.
- CEA: monitoring local recurrence and distant metastasis
1.1.3. Histopathology
Histological classification of colon and rectum tumours according
to WHO 2010:
Carcinoma
Adenocarcinoma
Glandular carcinoma forms of acne
Papillary carcinoma
Mucinous adenocarcinoma
Medullary carcinoma
Signet-ring cell carcinoma
Small cell carcinoma
Lozenge cell carcinoma, NOS
Squamous-adenocarcinoma
guamous cell carcinoma, NOS
Undifferentiated carcinoma
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Neuro-endocrine tumour
Sarcoma
Lymphoma
1.2. STAGING OF COLON CANCER
TNM classification AJCC 2010
T — Primary Tumour
TX Primary tumour cannot be assessed
TO No evidence of primary tumour
Tis Carcinoma in situ: intra-epithelial or invasion of
lamina propria
T1 Tumour invades submucosa
T2 Tumour invades muscularis propria
T3 Tumour invades through muscularis propria into
pericolic or perirectal tissues
T4a Tumour penetrate to the surface of the visceral
peritoneum
T4b Tumour directly invades or is adherent to other
organs or structures and/or perforates visceral peritoneum
N — Regional Lymph Nodes
NX Regional lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 Metastasis into 1 to 3 regional lymph nodes
N1la Metastasis in 1 regional lymph nodes
N1b Metastasis in 2-3 regional lymph nodes
N1c Tumor deposit(s) in the subserora,
mesentery, or nonperitonealized peri-colon or perirectal
tissue without regional lymph nodes
N2 Metastasis in 4 or more regional lymph nodes
N2a Metastasis in 4-6 regional lymph nodes
N2b Metastasis in 7 or more regional lymph nodes
M — Distant Metastasis
MX Distant metastasis cannot be assessed
MO No distant metastasis
M1 Distant metastasis



M1la: metastasis confined to one organ or one site
M1b: metastasis in more than one organ/site or

peritoneum
Stage T N M
0 Tis NO MO
I T1, T2 NO MO
A T3 NO MO
1B T4a NO MO
Ic T4b NO MO
A T1, T2 N1/N1lc MO
Tl N2a
B T3,T4a N1/Nic MO
T2-T3 N2a
T1-T2 N2b
1] e T4a N2a MO
T3-T4a N2b
T4b N1,N2
IVA Any T Any N M1la
VB Any T Any T M1b

1.3. TREATMENT OF COLON CANCER
1.3.1. Surgery
- Principle of radical surgery

Nowaday, colectomy is still the most effective method for
radical treatment of colon cancer.

- Colectomy degree: right hemicolectomy based on blood vessels
supplying the colon (anatomy surgery) to ensure both a secure the
marginal resection and good anastomostic.



- Lymphadenectomy dissection: According to the consensus of
the American pathologist and recommended by AJCC, the minimum
number of lymph nodes, to be dissected, are at least 12. Thus the
appointment of adjuvant chemotherapy or not will be decided. If the
number of nodes ae not enough, this will be considered as at high risk
factors anf need to be in chemotherapy.

- The technique “no touch isolation” was Turnbull proposed to
isolate the tumor cells not to be pushed away before touching tumor has
now been rejected.

- Intestinal anastomosis technique: no differences in detection
rates as well as the rate of anastomotic recurrence and metastasis
between two anastomosis technique by stapler
1.3.2. Adjuvant treatment for colon cancer

- Adjuvant Chemotherapy: adjuvant chemotherapy can prolong
survival after surgery. Adjuvant chemotherapy is recommended for all
patients with stage Il colon cancer without contraindications after
curative resection. Stage Il colon cancer is recommended only for
patients at high risk of relapse: T4 tumours, perforated tumours, bowel
obstruction at the time of surgery, and <12 lymph nodes removed, hight
preoperative CEA.

1.4. ADJUVANT CHEMOTHERAPY OF STAGE II, 111 COLON
CANCER
» 5FU combined with Leucovorin
IMPACT studies on 1,526 colon adenocarcinoma patients with
stage Il and Ill. They were assigned independently randomized;
compared between adjuvant chemotherapy group of 6 cycles 5SFU-LV
and only surveying group. The results showed that the group with
adjuvant chemotherapy had a reduced mortality of 22% and increased 3
years overall survival (83% vs 78%).
»  Oral fluoropyrimidin
The research shows that oral fluoropyrimidin has an equivalent
efficacy to intravenous 5FU-LV chemotherapy in stage Il colon
adenocarcinoma. Capecitabine had the advantage of side effects and



more convenient than techniques intravenous infusion and capecitabine
should be considered as a alternative treatment 5FU-LV in colon
cancer.
» FOLFOX4
MOSAIC trial, applied on 2,246 colon adenocarcinoma patients
with stage 1l (40%) or 1l (60%), receiving oxaliplatin combined with
5FU-LV were compared with classical 5FU-LV regimen. 3-year DFS of
the oxaliplatin combined with 5FU-LV Group were higher than 5FU-
LV alone Group, OS were similar to both 2 groups.
» XELOX
In NO19168 trial, 1,886 patients stage 111 colon cancer recieved
adjuvant chemotherapy oxaliplatin in combination with capecitabine 8
cycles versus 5FU-LV 6 cycles. Results of 3 years DFS, 4 years, 5 years
70.9% and 66.5%; 68.4% and 62.3%; 66.1% and 59.8% respectively.
differences were statistically significant (p = 0.0045). 3 years OS 77.6%
(XELOX); 74.2% (5FU-LV), the difference were not statistically
significant (p = 0.1486).

Chapter 2 - OBJECTS AND METHODS OF STUDY
2.1. Objects of study:

136 high risk stage Il and stage Il colon adenocarcinoma patients
were treated at Cantho oncology and K hospitals from January 2012 to
December 2013
2.1.1. Selective criteria

High risk stage Il and stage I11 colon adenocarcinoma patients

+ Stage Il colon adenocarcinoma and one the of following
factors: (1) Grade 3,4; (2) bowel obstruction or perforation; (3) T4; (4)
lymphatic/vascular invation; (5) < 12 lympho nodes examined;

+ No history of precious chemotherapy or radiation therapy.

+ KPS > 70.

+ sufficient clinical and subclinical information.

+ Adjuvant chemotherapy with XELOX regmen 6-8 cyclye at
least 12 weeks after surgery.



+ Follow-up untill the death or to the end of studied time
2.1.2. Exclusion criteria

- Colon cancer patients without adenocarcinoma.

- Colon cancer patients had the second cancer, liver failure,
kidney failure, hear failure, myelosuppression or pregnant women.
2.2. Methods of study
2.2.1. Study design

Methods: intervention study without control group.
- Patients surgically treated will be classified as high-risk stage Il or
stage 11, receive XELOX regimen for adjuvant chemotherapy. After the
end of treatment, follow-up every 3 months to evaluate their outcome. If
these patient can not come to hospital, we would collect information by
phone, letter (questionnaire form).
- The end of the study : the end of the study in one of the following
reasons:

+ Dead or disappeared
+ The end of studied time.
2.2.2. The formula for calculating sample size:
(Z.a/2)xp (1-p)
N =

e2

- N the number of patients receiving adjuvant treatment
XELOX regimen.

- Z,.ol 2=1,96 (95% confidence).

-e=0,075 (maximum error 7,5%).

- p: 3 years disease-free survival rate of high risk stage Il and Il
adenocarcinoma ( 3 years disease-free survival rate 78,2%).

Thus, the minimum number of patients, receiving adjuvant
treatment XELOX regimen were, 118. Actually we collected 136
patients.

2.2.3. The steps of carrying out:

- Examination and evaluation of patients before treatment.

- Adjuvant chemotherapy: Oxaliplatin 130mg/m?, IV infussion

with glucose 5% on day 1 plus oral capecitabine 1.000mg/m?



twice/daily on days 1-14 every 3 weeks.
- Evaluating the results of follow-up.

If patients relapsed, further treatment would be considered such
as patiative chemotherapy with or without combination target therapy,
radiationtherapy, surgery or paliative care and continue to follow-up
the patient.

- Evaluate the results of treatment:

+ Recurrence, 3 years disease-free survival and 3 years overall
survival.

+ Toxicity, side effects were identified WHO criteria.

- Compare survival time with prognostic factors
2.2.4. Data analysis

Research data will be analyzed by STATA 8.0
Analyse overal survival with method Kaplan - Meier. Compare the
differences between survival time according to quantitative variants by
Log-ran test, and independent prognostic factors affecting survival time
were to identified by cox regression model.
Chapter 3 - RESULTS

From January 2012 to December 2013, we had collectted 136
high risk stage Il and stage Ill colon adenocarcinoma patients, the
results as following:

3.1. CHARACTERISTICS OF PATIENTS

- Age: mean : 54,1+11,8; range: 25-76.
- Sex: 77 (56,6%) male and 59 (43,4%) female. male/female=1,3/1.

- KPS:70: 12 (8,8%); >80: 124 (91,2%).
- Tumour: T4 112 (82,4%), T3 22 (16,2%), T2 2 (1,5%).
- Stage: stage 11 80 (58,8%); stage 111 56 (41,2%).

- Histopathology: rough shape 46 (33,8%); adenocarcinoma 111
(81,6%). mild differentiation 95 (69,9%).
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- The number of lympho nodes examined: meanly 6,8; more than
12 lympho nodes were 26 (19,1%). Nodes positive 41,2% among which
1-3 nodes positive were 29,8%.

- Surgically therapeutic situation: emergency surgery 25
(18,4%), 13 (9,6%) patients recieved 6-7 cycles.
3.2. EVALUATION ON THE RESULTS OF TREATMENT

Median follow-up 40,6+ 7,2 months, 5 patients (3,7%) were lost
the trace after following-up more than 24months.
3.2.1. Toxicity
Treatment related toxicities were documented in 108 patients
(79,4%), among which toxicity of grade 3-4 were 16,9%.

Table 3.2: Gastrointestinal, neurological and muco-cutaneous
toxicities

Toxicities Grade 1-2 Grade 3-4 All

n (%) n (%) n (%)
Nausea-vomoting 28(20,6) 0 28(20,6)
Diarrhea 23(16,9) 0 23(16,9)
Mucosa ulcer 2(1,5) 0 2(1,5)
Stomatitis 15(11,0) 0 15(11,0)
Peripheral 22(16,2) 0 22(16,2)
neurotoxicites
Hand-foot syndrome 24(17,7) 0 24(17,7)

Comment: Gastrointestinal, neurological and muco-cutaneous
toxicities were almost grade 1-2.

Tab 3.3: Toxicities of hematology, liver and kidney
Toxicity Grade 1-2 Grade 3-4 All
n (%) n (%) n (%)
Neutropenia 65(48,2) 10(7,4) 75(55,6)
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Febrile leukonia 2(1,5) 0 2(1,5)
Anemia 10(7,4) 1(0,7) 8(8,1)
Thrombocytopenia 32(23,5) 12(8,8) 44(32,3)
SGOT/SGPT 1 17(12,5) 0 17(12,5)
Ure/Creatinin 1 2(1,5) 0 2(1,5)

Comment: Toxicities of hematology mainly were grade 1-2, only
16,9% patients on grade 3-4. Toxicities of liver and kidney almost
were grade 1-2.

3.2.2. The results of treatment

At the time of analysis, 25 patients (19,1%) had relapsed, among
which 19 patients (14,5%) died. The location of recurrence is liver in
10 patients (36%).

Table 3.1: Disease-free survival and overall survival

Results N Mean Percentage Cl 95%
(months) (%) (%)
3 years DFS 131 35,8 82,4 0,75-0,88
3year OS
131 37,9 86,7 0,79-0,91

Kaplan-Meier survival estimate
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Figure 3.1: Disease-free survival
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Kaplan-Meier survival estimate
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Figure 3.2: Overall survival

3.3. RELATIONSHIPS BETWEEN SURVIVAL WITH SOME
PROGNOSTIC FACTORS

- Survivals according to sexs, age groups, KPS, locations and
invasion of tumour had not any difference statistically significant with
p>0,05

- Survival rate according to nodes metastasis

Table 3.4: Disease-free survival according to nodes metastasis

Nodes metastasis  (n=131) Median 3 years
DFS(months) DFS(%)

Node negative 79 39,0 91,1

1-3 nodes 37 30,2 73,3

positive 0,009
>4 nodes 15 32,3 67,6

positive

Comment: more metastasized nodes, less 3 years DFS rate. This
difference were statistically significant, p=0,0009.
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Table 3.5: Overall survival according to nodes metastasis

Nodes metastasis Median 3 years
(n=131) 0s 0s P
(months) (%)
Node negative 79 39,9 93,6
1-3 nodes positive 37 34,9 74,9 0,037
> 4 nodes positive 15 34,1 73,0

Comment: more metastasized nodes, less 3 years OS rate. This
difference were statistically significant, p=0,037.

- Survival according to the number of examined nodes

The number of examined lymph nodes of 1-6 had the lowest 3
years DFS and OS. However, this difference were not statistically
significant, p>0,05

- Survival according to stages of lesion

Table 3.6: Disease-free survival according to stage I, 111

Median 3 years
Stage (n=131) DFS(months) DFS P
(%)
I 79 39,0 91,1
" 52 30,8 69,2 0,002

Comment: 3 years DFS rate of stage Il colon adenocarcinoma were
higher than 3 years DFS rate of stage Ill, and this difference were
statistically significant p=0,002.



14

Table 3.7: Overall survival according to stage 11, 111

Median OS 3 years OS

Stage (n=131) P
(months) (%)
I 79 39,9 93,6
0,011
Il 52 34,7 75,3

Comment: 3 years OS rate of stage Il colon adenocarcinoma were
higher than 3 years OS rate of stage Ill, and this difference reached
statistical significance p=0,011.

- Survivals according to the staging of tumor

3 year DFS of colon adenocarcinoma depends on different stages
and the differebce were statistical significant with p=0,046.

3 year OS of colon adenocarcinoma depends on different stages
and the different had been statistical significant with p=0,128.

- Survival according to macroscopical feature of tumors
Survivals, comprising 3 years DFS and 3years OS, according to
macroscopical feature of tumors and the degree of infiltration of lesions
were low. This were not statistically significant p>0,05.
- Survival according to histopathology

Survival according to histopathology of  mucinous
adenocarcinoma had lowest 3 year DFS and 3 years OS, but this
difference did not reach the statistical significance with p>0,05.

- Survival according to degree of differentiation

Survivals of poor differentiation patients had lowest 3 year DFS
and OS, but this difference were not statistically significant with p>0,05

- Survival according to surgical situations



15

Table 3.8: Disease-free survival according to surgical situations

Median 3 years

Surgical situations
(n=131)  DFS(months)  DFS P

(%)

Programed surgery 106 36,5 85,9
0,04

Urgent surgery 25 32,8 68,0

Comment: Survival of urgent surgery had lowest 3 year DFS,
and the difference were statistically significant with p=0,04

Bdng 3.9: Overall survival according to kind of surgical therapy

Kinds of surgical Median OS 3 years
therapy (n=131) (months) 0oS p
(%)
Programmed surgery 106 386 01,2
0,003
Emergency surgery 25 34,8 67,1

Comment: Survival according to urgent surgical therapy had
lowest 3 year OS, and this difference reached statistical significance
p=0,003

- Survival according to the number of chemotherapy cycles

3 year DFS and 3 years OS of patients receiving 8 cycles were
higher than patients receiving less than 8 cycles. ut the difference were
statistically significant with p < 0,05

- Survival according to the time after surgery to adjuvant therapy

3 year DFS and 3 years OS of patients had the time after surgery
to adjuvant therapy < 8 weeks were higher than of patients recieved 8-
12 weeks but this difference were not statistically significant with
p>0,05
Survival according to some prognostic factors by multivariate analysis
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Bidng 3.10: Disease-free survival according to some prognostic factors

Factors HR (95%CiI) P

Surgically therapeutic situation 2,358 0,981-5,666 0,05

Metastasis nodes 0,637 0,140-2,892 0,560
Stage 1,062 0,087-12,917 0,962
Cleavage stage 1,716 0,652-4,514 0,274

Comment: Surgical situation is independent prognostic factor
influencing to the disease-free survival with HR=2,358, p=0,05.
Tab 3.11: Disease-free survival according to some prognostic factors

Factors HR (95%Cl) P
Surgically 4,389 1,642-11,729 0,003
therapeutic situation
Metastasis nodes 1,870 0,515-7,787 0,341
Stage 1,535 0,219-10,716 0,665

Comment:  Surgical situation is independent prognostic factor
influencing the overall survival, HR=4,389, p=0,003.

Chapter 4- DISCUSSION

4.1. CHARACTERISTICS OF PATIENTS

The characteristics of patients group in the study were almost
similar to other researches.
4.2. EVALUATION ON THE RESULTS OF TREATMENT

Median follow-up 40,6 months. 136 patients, we follow-up 131
patients (96,3%), 05 patients (3,7%) after 24 follow-up we cuold not
contact them, they may change their addresses, telephone number...
4.2.1. Evaluation on some toxicities of chemotherapy

In qgor study, the toxicities of XELOX regimen for colon
adenocarcinoma, often less severe, were 79,4% of all grades, among
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which 16,9% of grade 3 and 4, no treatment-related to toxicity mortality

- The gastrointestinal, neurologlical and muco-cutaneous
toxicities:

Nausea-vomoting: garde 1-2 20,6% were most often seen. We
prevented with primperan 10 mg, ondansetron 8mg before adjuvant
chemotherapy; diarhea grade 1-2 16,9% were manageable; mucosal
ulcer grade 1-2 1,5%, manifested only with mild mucositis, few cases
with true mouth mucosa ulcer; Epigastric pain are symptoms of gastric
mucositis, patients often manifested symtoms of belch, agita, epigastric
pain were accounted 11.0%. Peripheral neurotoxicity 16,2%, hand-foot
syndrome 17,7% (almost grad 1& 2 and totally recoverred after the
management).

- Hematology, liver, kidney Toxicities.
Hematological toxicities (neutropenia: 7,4%; leukopenia with

fever: 1,5%; thrombocytopenia: 8,8%). Neutropenia: neutropenia
55.6%, among which, 7.4% patients were gade %. Majority of these
patients were recoverred after 1 week; for grade % neutropenia, we
medicated Filgrastim 2-3 days, about febrile neutropenia 1.5%, we had
to medicate Filgrastim and broad spectrum antibiotics for 5-7 days.
Thrombocytopenia 32.3%, grade ¥ thrombocytopenia 8,8%. Mostly
patients recoverred, some paitents had to need platelet transfusions.
Anemia grade 1-2 7.4%; for amenia grade 3: 0.7%, we need to do the
blood transfusions.

According to a other study, 70 Stage Il colon adenocarcinoma
patients were treated with XELOX regimen for adjuvant chemotherapy.
The toxicities comprised: neutropenia 41,3%, of which 11,3% amenia
of grade 3 -4; decrease of hemoglobine 19,3%,; 6,7%
thrombocytopenia; diarrhea 20% comprising 1,2% of grade 3;
peripheral neuropathy 52,5%, comprising 40% of grad 1 and Hand-foot
syndrome 15%, of which 2,5% were grade 3-4.

Schmoll et al studied on a multicenter, randomized trial of
938 patients treated capecitabine plus oxaliplatin (XELOX) as
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adjuvant therapy for patients with stage Ill: the neurotoxicities 78%
comprised 11% grade 3-4, nausea and vomiting were 43% and 66%
respectively, among which, grade 3-4 were 6% and 5%, diarrhea 19%,
hand-foot syndrome 29%, of which 5% were grade 3-4, leukopenia
27% with grade 3-4 were 9%, epigastric pain 17%. Totally, 94%
patients had related to, at list, one toxicity and 55% patients were in
grades 3-4.

These results are also similar to our study. Hematological
toxicity, neurotoxicity of our study were fewer than toxicities of
FOLFOX, FLOX regimen.

4.2.2. The results of treatment

At the time of analysis, median follow-up 40,6+ 7,2 months, 5
patients (3,7%) were absent after 24months of follow-up.

At the time of analysis, 25 patients(19,1%) had relapsed or died,
among which 19 patients(14,5%) died. The liver is first site recurrence
10 patients (36%).

According to Andre T., stage Il, Il colon adenocarcinoma
receiving adjuvant chemotherapy, the recurrence rate were 21,1%
(FOLFOX), 26,1% (FU/FA). Joon J H, stage Il and Il colon
adenocarcinomas treated with FOLFOX4 and FOLFOX6 adjuvant
chemotherapy, the recurrence rate were 17,1%, in which liver
matastasis 21,4%.

Recurred, metastased patients almost continued to receive
XELIRI, FOLFIRI or capecitabine regimens as chemotherapy, a few
patients  received chemotherapy combined with cetuximab,
bevacizumab or paliative care and follow-up.

4.2.3. Survivals

At the time of analysis, followed-up 40,6 months, the proportion
of 3 years disease-free survival (DFS) were 82,4%; median duration of
disease-free survival were 35,8 months. 3 years overall survival (OS)
were 86,7%, median duration of overall survival (OS) 37,9 months. 25
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patients (19,1%) had recurred or died, among which 19 patients(14,5%)
died. The liver is first site recurrence 10 patients (36%).

Within country, there were not any researchs evaluating the
survival of adjuvant therapy XELOX regimen for stage Il, 11l colon
adenocarcinoma.

Table 4.1: Survival according to stage 11-111

Median 3 years
Author follow-up | 3 yee(lor/s)DFS oS
(0]
(months) (%)
Andre T (2004,n=2.246) 37,9 87,7
78,2
FOLFOX4
KueblerIP 42,5
(2007,n=2407) 76,5
FLOX
Joon J H(2011, n=82) 37 87,5
82,9
FOLFOX
This study (2016,n=136) 40,6 82 4 86,7
XELOX '

4.3. RELATIONSHIPS BETWEEN SURVIVAL WITH SOME
PROGNOSTIC FACTORS

Survival according to sexes, age group, KPS, location of
tumour, tumour invasion were mutually different but were not
statistically significant p>0,05.

- Survival according to stage I1,111:
3 years DFS rate of stage Il colon adenocarcinoma were higher

than 3 years DFS rate of stage 111, and this difference reached statistical
significance (p<0,05). The study of Tran Thing exposed the DFS rate
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of stage Il and colon adenocarcinoma were higher than DFS rate of
stage 111, and this difference also reached the statistical significance.
Table 3.2: Disease-free survival according to stage I, 111

Median
Author follow-up 3 years DFS(%)
(months)
stage Il Stage 111
Andre T (2004, n=2.246, 0 0
FOLFOX4) 37,9 78,2% 72,2%
Joon J H (2011, n=82, 0 0
FOLFOX) 37 84,6% 82,6%
Haller DG
0,
(2011, n=1.864, XELOX) S 70,.9%
This study (n=136, 406 91.1% 69,2%

XELOX)

- Survival according to cleavage stage

The 3 year DFS survivals, according to the staging of colon
adenocarcinoma, had been different from the different stages and this
difference reached statistical significance p=0,046.

The 3 year OS survival according to staging of colon
adenocarcinomas had been different from each stage of colon cancer,
but this difference were not statistically significant with p=0,128.

In sdudying the influence of prognostic factors on the outcome,
we realize that the staging of disease played an important role on
survivals. As the results, 3 years disease-free survival of stage IIA, 11B,
IC, HIA, B, IIC difference reached statistical significance p=0,046.
3 years overall survival of stage I1A, 11B, IIC, 1A, 11I1B, I1IC difference
did not reached statistical significance (p=0,128).

We realize that the 3 years DFS of stage I11A is higher than 1B,
this demonstate that colon adenocarcinoma of stage 11B have the poorer
prognostic than stage Il1A. The 3 years overall survival of these stages
were different but not statistically significant.
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According to data of the SEER-American, surveying a research,
following up onto 10 years, the colon cancers patients in the US cancer
center. Its results manifesting DFS and OS differrent according to
stages: Stage I11A had better prognostic than stage 11B, similar to results
our study and Tran Thang. This is the reasons why we need to treat the
adjuvant chemotherapy stage 1IB, in order to improve survival time for
patients.

- Survival according to nodes metastasis: regional lymph-node
metastasis is very important prognostic factors, on which one based for
adjuvant chemotherapy after resection. The results of 3 years survival were
diminished from group without lymph node metastasis to group of 1-3 nodes
metastasis, to group with number og lymph node metastasis more nombrous
than 4 (p<0,05). Chang GJ (2007). Additionally, the number of
histopathologically examined lymph-nodes were also prognostic factor
enfluencing on the outcome of stage Il, Il colon cancers.

- Survival according to degree of differentiation
Survivals according to poor differentiation had lowest 3 year
DFS and 3 years OS, but this difference were not statistically significant
with p>0,05
- Survivals according to histopathology

Survivals according to histopathology of mucinous
adenocarcinoma had poorer prognostic in comparing with the colon
adenocarcinomg, but the difference did not reached statistical
significance p>0,05.

According to many studies showing that histopathology is also
a factor related to treatment outcome: mucous carcinoma usually
involves to lesions causing ileus, peritoneal spreading, so had a poor
prognosis.

- Survivals according to surgical situations

In this study, the patients of progmramed surgery had highest 3
year DFS and 3 years OS comparing with urgent surgery, and this
difference reached statistical significance p<0,05. Surgical situations
were also prognostic factors enfluencing the outcome. When the
patients were operated for bowel obstruction or perforation situation,
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the ability of radical resection and lymphadenectomy decreased. In
contrast, When the patients were operated on propramed surgery, the
ability of radical resection and lymphadenectomy incresed.

- Survivals according to time from surgery to chemotherapy
and the number of chemotherapy cycles we noted no significant
difference. May be our sample size n still was small, so our statistics
were not significant yet.

- Survival according to some prognostic factors by multivariate
analysis

+ Disease-free survival: when we analysed survival time
according to quantitative variants by Log-ran test, surgical situations,
positive nodes, stages of disease and the staging were prognostic factors
influencing on the disease free survival (DFS). But we analysed survival
time according to multivariants by cox regression model, only surgical
situations were independent prognostic factor toward the outcome of
patients.

The patients treated with urgent surgery bowel obstruction or
bowel perforation, recurrence risk were 2.3 times higher in comparing
with the recurrence risk of the patients of programed surgery.

+ Overall survival: when we analysed survival time according to
quantitative variants by Log-ran test, surgical situations, positive nodes,
stages of disease were prognostic factors influencing the overall
survival (OS) while analysed survival time according to multivariants by
cox regression model, only surgical situations were independent
prognostic factors to the outcome of patients.

The patients treated with urgent surgery for bowel obstruction
or perforation, mortality risk were 4,3 times higher comparing with the
mortality risk of patients treated with programmed surgery.

According to Campton C at al, surgical situations influence on
the overall survival.
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CONCLUSION

Through the study of 136 high risk stage Il and stag Il colon
adenocarcinonoma patients, after radical surgery, XELOX regimen
adjuvant chemotherapy at K hospital and Cantho oncology hospital,
permit us to conclude as following:

1. The results of treatment

Adjuvant chemotherapy XELOX regimen brings a high
survival time for stages II, 11 colon adenocarcinoma. The proportion of
3 years disease-free survival (DFS) were 82,4%; median duration of
disease-free survival: 35,8 months. 3 years overall survival (OS) were
86,7%, median duration of overall survival (OS): 37,9 months.

Adjuvant chemotherapy XELOX regimen in stage Il
adenocarcinoma results in a better outcomes camparing with stage Ill.
The proportion of 3 years disease-free survival (DFS) were 82,4%
(stage 111); median duration of disease-free survival: 35,8 months (stage
1) (p=0,002). 3 years overall survival (OS) were 86,7% (stage II),
median duration of overall survival (OS): 37,9 months (stage II)
(p=0,011).

- The toxicities of XELOX regimen for colon adenocarcinoma
patients, often less severe, were 79,4% of all grades, among which
16,9% of grade 3 and 4, which comprise hematological toxicities
(neutropenia: 7,4%; leukopenia with fever: 1,5 %; thrombocytopenia:
8,8%), gastrointestinal toxicities: nausea-vomoting 20,6%, and
neurological toxicities: peripheral neurotoxicities 16,2%, muco-
cutaneous toxicities, mainly grad 1 & 2, manageable: hand-foot
syndrome 17,7% (almost grad 1&2 and totally recovered after the
management).

2. Prognostic factors

Surgical situations, positive nodes, stages of disease were
prognostic factors influencing the disease free survival (DFS) and
overall survival (OS). Only surgical situations were independent
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prognostic factor to the outcome of patients.
PROPOSAL

Through this study, we realize that adjuvant chemotherapy
XELOX regimen in stage Il, Ill colon adenocarcinoma having
encouraging results with the high survival time, less severe toxicity.
This confirms the role of adjuvant chemotherapy XELOX regimens in
colon cancer after surgery of Vietnamese, especially in high-risk stage
I1. Through study, we recommend:

XELOX regimen should be considered routine protocol in stage
Il and high risk stage Il colon adenocarcinoma such as emergency
surgergy situation, bowel obstruction or perforation; T4 tumour; grade
3-4, lymphatic/vascular invation; < 12 lympho nodes examined.





