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PAT VAN DE

Ung thu dai trang (UTDT) 1a mot bénh hay gap ¢ cac nudc phat trién,
va dang co xu hudng ting 1én & cac nudc dang phat trién. Theo thdng ké
ctia T6 chirc nghién ctru ung thu Qudc té TARC (Globocan 2018), mdi nim
woc tinh c6 1.849.518 chiém (10.2%) bénh nhan méi mic va c6 880.792
chiém (9.2%) bénh nhan chét do can bénh ung thu dai tryc trang. UTDT la
ung thu phd bién thir 3 & nam, thir 2 & nit, va 1a nguyén nhan gy chét thir 2
sau ung thu phéi trong cac bénh ung thu. Tai Viét Nam wdc tinh nam 2018
trén ca nudc c6 khoang 5.458 ngudi méi mic dimg hang thir 5 & ca hai gidi,
trong d6 ty 16 méc ciia nam ding thir 5 va nit dimg hang thir 2.

Nguy co tir vong ciia UTDT lién quan tryc tiép téi cac yéu té nguy co
di can. Bénh di cin theo ba con dudng chinh; lan tran tai chd, theo duong
bach huyét va theo dudng mau, trong d6 bach huyét 1a con duong di cin
chu yéu v6i 37% ung thu dai trang ¢6 di can hach. Di can hach ludn 1la mét
yéu td tién luong xau anh huong két qua didu tri.

Phéu thuat 1a phuong phap diéu tri chinh trong d6 vai tro vét hach 1a
hét sirc quan trong, phiu thuat 1a phwong phap diéu tri tai chd. Hoa chét bd
trg ¢6 vai trd rat 16n nham tiéu diét nhitng 6 di can vi thé va giam cac yéu té
nguy co tai phat di dwoc chimg minh rat 1 rang, ting thoi gian song thém
khong bénh ciing nhu thoi gian sdng thém toan bd dic biét voi UTDT giai
doan III. Sy ra doi cua hoa chit méi da mang lai nhiéu co hodi cho bénh
nhan ung thu dai trang di can hach. Nhidu phac d6 hoa chit dang dugc ap
dung nhung van dé 1 phac d nao mang lai hiéu qua t6i wu nhat vin dang
dugc nghién ctru.

Hoa trj lidu bd trg dong mot vai trd ngly cang quan trong trong diéu tri
sau phau thuat ung thu dai trang, dic biét dem lai loi ich cho cac bénh nhan
ung thu dai trang giai doan III qua cac nghién cuu 1am sang. Nghién ciru
INT- 0035 thyc hién ndm 1990 trén bénh nhan UTDT giai doan III khi so
sanh giita hai nhom. Nhom diéu hoa chéat 5FU két hop véi leucovorin so voi
nhém chi phau thuat don thuan. Két qua giam ty 1¢ tai phat & nhom déu tri
hoa chét 1a 41%, thoi gian séng thém 5 ndm toan bo & hai nhom twong tng
13 60% va 46.7%. Theotong két cia SEER dugc thyc hién tir nim 1991 dén
nam 2000 v6i 119.363 bénh nhan UTDT tai My vé sy lién quan gitra giai
doan bénh va thoi gian song thém. Két qua véi nhém UTDT GB III duge
diéu trj bd tro ty 1& séng thém 5 nam toan bd cac giai doan IIIA, IIIB, ITIC
tuong tng 1a 83%, 64% va 44%.Nghién ctru MOSAIC (2009) duoc thuc
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hién ¢ nhiéu trung tim,bénh nhan chia lam 2 nhoém; 40% UTDT giai doan
IT nguy co cao va 60% UTDT giai doan III, dwoc diéu tri bd tro phac do
FOLFX4, theo ddi 82 thang thoi gian song 5 nam khong bénh véi giai doan
I nguy co cao va giai doan III twong tng 1a (73% va 67%).

Tai bénh vién K di tién hanh diéu tri hoa tri bd trg phac dd co
Oxaliplatin cho bénh UTDT giai doan III tr nam 2007, da cai thién thoi
gian song thém khong bénh ciing nhu thoi gian sdng thém toan bd. Nhung
cho tdi nay, van chwa c6 mot nghién ciru nao day da vé két qua cua hoa tri
lidu bd tro sau phiu thuat ung thu dai trang. Vi thé ching toi tién hanh
nghién ctru 4p dung diéu tri hoa tri bd tro phac d6 FOLFOX4 cho UTDT
giai doan III.

Vi hai muc tiéu nghién ciru:

1. DPdnh gid két qud va cdc yéu to tién lwong héa tri bé trg' phic do
FOLFOX4 trén bénh nhin ung thuw biéu mé tuyén dai trang giai
doan I11.

2. Pdnh gid tic dung phu khong mong muén ciia phéc do.

PONG GOP MOI CUA LUAN AN

- Hoa tri bd trg phac d6 FOLFOX4 trong ung thu biéu mé tuyén dai
trang giai doan III c6 két qua sdng thém cao. Trong do ti 1& séng thém
khong bénh 3 nam 1a 73,6% va thoi gian song thém khong bénh trung binh
1a 36,9thang; ti 16 séng thém toan bd 5 nim 1a 74,5% va thoi gian sdng thém
toan b trung binh 14 59,2 thang.

- Ty 1€ STTB 5 nam giai doan Illa, IIIb va Illc; 84.8%, 71.8% va
57.1% (p=0.049); ty 1¢ STKB 3 nam giai doan Illa, IIIb va Illc; 89.1%,
69,2% va 47.6% (p=0.001).Ty 1€ STTB va STKB c6 su khac biét giira cac
giai doan vai p<0.05; giai doan IIla c6 tién luong t6t nhat, giai doan ITIb va
giai doan Illc co6 tién lugng x4u nhat.

- Céc yéu tb tién lwong. Khi phan tich don 1é ting yéu t6 tién luong,
cac yéu tb giai doan bénh, tinh trang di can hach, mirc xam 14n u, loai giai
phiu bénh 1y ¢6 anh hudng 16 rét dén thoi gian séng thém. Phén tich da
bién cho thay; mirc x4m 14n cua khdi u va tinh trang di can hach 1a 2 yéu t6
tién luong doc 1ap, cé6 anh hudng dén thoi gian séng thém, la yéu td tién
lugng c6 gia tri du bao cao
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BO CUC CUA LUAN AN
Luan an dai 136 trang bao gdm: Dat vin dé 2 trang; téng quan 39
trang; d6i tuong phuwong phéap nghién ctru 18 trang; két qua nghién ciru 32
trang; ban luan 42 trang; két luan 1 trang; kién nghi 1 trang. Tai liéu 149
trang tai lidu gom 35 tai lidu tiéng Viét, 114 tai lidu tiéng Anh. Phan phu luc
gém hinh anh minh hoa, mau nghién ciru, danh sach bénh nhan.

Chuong 1. TONG QUAN TAI LIEU
1.2. Chan do4n
1.2.1. Lam sang

- Triéu ching co nang:

+ Triéu ching bénh nhan UTDT khong dac hiéu nhu di ngoai phan
nhay mau hodc ting tan sb rdi loan chirc ning duong tiéu héa nhu tao bon
hodcdi ngoai phan long.

+ Pau bung la triéu chirng thuong gap, khong dac hi€u,

+ Dai tién phan c6 mau: xuat hién véi ty 1€ 40%, di ngoai ra mau la
triéu ching hay gap nhét cia ung thu dai trang.

- Triéu ching toan than: Gly sit can 1a mot triéu ching khong phd
bién trir khi bénh & giai doan tién trién, nhung tri€u ching mét mai lai
thuong gap. Thiéu mau: Mét moi va thiéu mau 14 nhimg triéu ching c6 lién
quan dén céc ton thuong ¢ PT.

1.2.2. Cdn lam sang

NGgi soi. Noi soi kém sinh thiét dong mot vai trd quan trong trong sang
loc ciing nhu chén doan ung thu dai tryc trang.

Chup khung dai trang doi quang kép. La mdt trong nhing phuong
phap quan trong dé chan doan ung thu dai trang

Chup cat I6p vi tinh (CT). Tit ca cac bénh nhéan khi dugc chan doan
ung thu dai tryc trang, déu dwoc danh gia truéc md bang chup cét 16p vi
tinh bung va tiéu khung.

Chup XQ nguec: Phat hién ton thuong di cin phoi

Siéu dm 6 bung: Co6 thé danh gia sy xdm l4n cia u voi to chirc xung
quanh va tinh trang di cén hach, di can gan.

Nong dp CEA: La xét nghiém thuong duge dung trong UTDTT, tuy
nhién CEA c¢ tinh dic hiéu tuong ddi va c6 do nhay khong cao, dic biét 1a
cac truong hop giai doan sém.

PET-CT: Chi dugc thuc hién khi tit ca cac phuong phap trén khong

phat hién ra vi gia thanh rat dat
1.2.3. Dac diém gidi phdu bénh ung thuw dai truc trang
1.2.3.1. Phdn loai mo bénh hoc
- Vi thé; UTBM tuyén, UTBM tuyén nhiy, UTBM té bao nhin, UTBM
té bao nho, UTBM té bao viy, UTBM tuyén- vay, UTBM thé tity, UTBM
khong biét hoa
- Dai thé; the sui, thé loét, thé loét sui va thé tham nhiém.
1.2.3.3. D6 biét héa té bao
* Phan loai d6 biét hod theo Dukes: Do 1: u ¢ su biét hoa cao nhat
v6i cu tric tuyén duogc tao thanh rd rét nhét, co tinh da hinh thai nhit va su
phan chia nhan it nhat. Do 3: u c6 su biét hoa thap nhat, chi ¢6 rai rac cau
trac tuyén, cac té bao da hinh thai va ti 1& gian phan cao. Do 2: d6 trung
gian cua dg 1 va d6 3.
1.2.4. Xép giai doan
Xép giai doan 1am sang TNM theo AJCC 2018
T: U nguyén phat.
Tx: U nguyén phat khong danh gia dugc.
TO: Khong c6 bang ching ciia u nguyén phat.
Tis: UT biéu mé tai chd (carcinoma insitu): u con khu tra tai biéu
mb hodc xam 1an 16p co niém.
T1: U x4m lan 16p du6i niém.
T2: U xam l4n dén 16p co thanh rudt
T3: U xam lan xuyén 16p co dén 16p dudi thanh mac hay dén mé
xung quanh dai trang hodc truc trang khong c6 phuic mac bao phu.
T4a: U xam l4n ra t6i bé mit thanh mac
T4b: Uxam l4n truc tiép dén chu trac xung quanh hay co quan khac.
N: Di ciin hach bach huyét
Nx: Hach ving khéng thé danh gia dugc.
NO: Khong ¢6 hach vung bi di cén.
N1: C6 1-3 hach di can.
N1la: 1 hach di can
N1b: 2-3 hach di cdn
Nlc: U hién dién & dudi thanh mac, mac treo hodc mo xung quanh
khong phai co cua dai tryc trang va khong c6 di can hach vung.
N2: C6 > 4 hach di can.
N2a: Di can 4-6 hach



N2b: Di can > 7 hach
M: Di cin xa
Mx: Su hién dién cua di can xa khong thé danh gia duogc.
MO: Khéng c6 di can xa.
M1: Cé di can xa.
Mla: Di can 1 co quan hoac vi tri
M1b: Di can tir 2 co quan hay vi tri trd [én

Chin dodn giai doan theo TNM (theo AJCC 2018)

T (u) N (hach) M (di can xa) Giai doan
Tis NO MO 0
T1, T2 NO MO I

T3 NO MO A
T4a NO MO 1B
T4b NO MO Ic
T1-T2 N1/Nlc MO 1A
T1 N2a MO 1A
T3-T4a NI1/Nlc MO 1B
T2-T3 N2a MO 1B
T1-T2 N2b MO 1B
T4a N2a MO mic
T3-T4a N2b MO aic
T4b NI1-N2 MO mic
Batki T Batki N Mla IVA
Batki T BatkiN M1b IVB
Batki T Batki N Mlc IvC

1.3. Diéu tri
1.3.1. Phéiiu thugt

- Nhitng phuong phap phau thuat trong ung thu dai trang
Phéu thuat cét 1/2 dai trang phai, phau thuat cat 1/2 dai trang trai
1.3.2. Diéu tri hod chit

- Panh gia hiéu qua ctia phac 6 FOLFOX4 qua Thit nghiém MOSAIC

2.246 bénh nhan UTDT giai doan II (40%) va giai doan III (60%) da
duoc phau thuat triét cin, lya chon ngau nhién. Hoa chét bd trg phéc dd
FOLFOX 4 (Oxaliplatin 85mg/m* ngay 1, Leucovorin 200mg/m2 ngay 1,2,
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5FU 400mg/m’ bolus, SFU 600mg/m’ truyén lién tuc 22 gid ngay 1,2). Két
qua cho théiy viée bd sung thém Oxaliplatin vao phac dd 5FU va leucovorin
gitip cai thién thoi gian séng thém 5 nam khong bénh: DFS (73% so véi 68%;
HR = 0,8). Phac d6 FOLFOX4 chi giup cai thién DFS mét cach co y
nghiathdng ké & nhom bénh nhan UTDT giai doan III (77,2% so véi 63%,
HR=0.76), v&i nhom bénh nhan giai doan II sy khac biét nay khéng c6 y
nghia thong ké (84% so véi 80%, HR= 0,84). Két qua tuong tu dbi véi thoi
gian sdng thém toan by 5 nam (OS), su khac biét chi c6 y nghia théng ké
v6&i nhom bénh nhén giai doan III (73% so vdi 69%). Pdc tinh ha bach cau
¢6 sdt & nhom diéu tri FOLFOX 4; ia chay, doc tinh than kinh ngoai bién
ph?m 16n & muc do nhe va hdi phuc dugc.

Nhiéu thir nghiém da chiing minh; irinotecan, bevacixumab, cetuximab
khong ¢6 hiéu qua trong diéu tri.

Duwoc dong hoc ciia thude trong phic d0 FOLFOX4

Fluorouracil (5FU): 5FU thudc nhom chong chuyén hoa c6 thoi gian
ban hily 10 phut, n6 tac dong vao pha S (synthese) ciia chu ky té bao, qua
d6 ngan cin sy tong hop AND, ARN.

Canxium folinat: dan xuit cua acid tetrahydrolic, dang khir cia acid
folic 1a chat nhu mot dong yéu cho phan tng chuyén van mot carbon trong
sinh tong hop purin va pyrimidin cia acid nucleic. Trong mot s6 bénh ung
thu, n6 cung vdi 5 FU ngan can kéo dai hoat dong enzym thymidylate
synthase, din dén can tré qua trinh tong hgp AND, ARN cubi cing anh
hudng dén su phéan bao

Oxaliplatin thudc nhom dén xudt platinum thé hé thir ba tac dong nhu
mdt phén tir gan chit vao DNA va lam té bao chét ty nhién. Khi két hop vai
FUFA hoic capecitabine diéu tri bd trg UTDT giai doan II nguy co cao va
giai doan III, cho két qua 1am giam tai phat va ting thoi gian STKB so voi
st dung FUFA don.

Chuong 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. P6i twong nghién ciru

Nghién ciru tién hanh trén 106 bénh nhan UTDT GP III da phau thuét
triét can, dugc didu tri tai Bénh vién K tir thang 1 nam 2008 dén thang 12
nam 2009 va theo ddi dén thang 1 nam 2014.

% Tiéu chuén lya chon:

- Tudi =<70, > 18.
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- BN chan doan UTDT giai doan III theo UJCC( 2018).

- Pi diéu tri phiu thuat triét cin dam bao RO.

- C6 chan doan x4c dinh md bénh hoc 1a ung thu biéu mo tuyén dai trang.

- Giai phau bénh sau mo ¢6 di can hach, khong co di can xa.

- Diéu tri hoa chit bd trg voi phac 46 FOLFOX4, sé chu ky diéu tri
hoa chét tir 4 dén 6 chu ky.

- Thoi gian bt dau diéu tri hoa chét tir 6 dén 8 tuan sau phau thuat.

- Céc chi s huyét hoc va sinh hoa trong gi6i han cho phép dé diéu tri
hoa chit.

- Chi sb toan trang PS 0-2.

- C6 hd so luu triv day du.

- Theo d5i sau diéu tri dén khi bénh nhan tir vong hodc hét thoi han
nghién ctru.

% Tiéu chuén loai trur:

- Khong phu hop céc tiéu chuan trén.

- Pang mic bénh phéi hop nang: bénh tim mach, r6i loan tAm than.

- Tién st diéu trj cdc bénh 4c tinh khac trong vong 5 nim tinh tir thoi
diém duge chan doan UTDT.

- Bénh nhan bo diéu tri khong phai vi 1y do chuyén mén.

2.2. Phwong phap nghién ciru
2.2.1. Thiét ké nghién civu:

- Phuong phap nghién ctru: Can thiép 1am sang, mot nhom, khong dbi
chung

- BN di dugc phau thuat triét cin, dugc danh gia xép giai doan III va
dugc hoa tri bd tro phac ¢ FOLFOX4.

Sau khi két thuc diéu tri, bénh nhan dugc hen khim lai mdi 3 théng
trong 5 nam dau dé danh gia vé 1am sang, can 1am sang.

Nhitng BN khong dén kham sé& theo dai va thu thap thong tin qua dién
thoai, thu.

- Thoi diém két thic nghién cutru: két thic nghién ctru khi ¢c6 mot trong
cac 1y do sau: Chét hodc mét theo dai. Hét thoi gian nghién ciru.

% C& miu nghién ciru: C& mau nghién ciru duge tinh theo cong thirc
cho mot ty 1€ cia nghién ctru can thi€p lam sang khong dbi chung (SK
Lwanga and S Lemeshow: Sample size determination in Health studies, a
practical manual. WHO, Geneva, 1991).

1-P
n=z2, xPU~P)
d
Trong d6: n = s6 bénh nhan can cho nghién ciru
7 ... = Muctin cdy 95% (1,96)

P=0.7 ty1& % sb BN sdng thém duoc 5 nam theo tic gia Geneva.

d: sai s tuyét dbi cho phép, udc tinh bang 0.11

Thay vao cong thure trén, ta c6 theo tinh toan dudi day.

0.7x0.3

———~67
0.11

Theo tinh toan ¢& mau tdi thiéu cho nghién ctru 1a 67, co mau thuc té thoa
mén céc tiéu chuén lua chon cho nghién ctru néu trén 1a 106 bénh nhan.

Cich chon méu

T4t ca bénh nhan UTDT GP III, ¢6 md bénh hoc 1a ung thu biéu md
tuyén, thoa man cac diéu kién chon méu trong thoi gian tir thang 1/2008 dén
thang 12/2009 va dugc theo ddi dén 1/2014.

2.2.2. Cic buéc tién hanh

- Ldp bdng thu thép sé liéu.

- Tién hanh Iwa chon bénh nhéan: bénh nhan UTDT sau phau thuat
triét can, co giai phau bénh 1a ung thu biéu mé tuyén, dugc danh gia xép
giai doan III (theo UICC 2010) du tiéu chuan trong nghién ctru.

- Ddnh gid trwdce diéu tri: Tt ca bénh nhan duoc xét nghiém thuong quy
vé& huyét hoc, chirc niang gan, chirc ning than, chup X quang phdi, siéu am
bung va xét nghiém nong d6 CEA.

- Diéu tri:

Héa tri b6 tro phic do FOLFOX 4:

T4t ca BN duoc kham 1am sang, xét nghi€ém huyét hoc, chiric nang gan,
chtic nang than trudc mdi chu ky hoa tri. Sau 3, 6 chu ky hoa tri, BN duoc
danh gia qua siéu am b bung, chup X-Quang phéi va xét nghiém nf")ng do
CEA & danh gia két qua diéu tri. Thudc chéng non, chdng sbc, duoc chi
dinh trong mdi chu ky diéu tri héa chét. Poc tinh cia diéu tri duoc danh gia
dua theo tiéu chuén cia t chic y té thé giéi (WHO) nam 2010. Hoan thanh
t6i da 6 chu ky

> X ly céc tac dung khong mong mubn ciia héa tri:

¢ Tac dung phu trén hé tao huyét:

- Sbt do ha bach cau: Tiém thudc tang bach ciu va sir dung khang sinh

n=196x
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- Giam tiéu cau: Ha tiéu cau do 3,4 méi truyén khéi tiéu cau

¢ Tac dung phu trén hé tiéu hoa:

- Tiéu chay

- Than kinh ngoai bién: tac dung phu ciia Oxaliplatin

- Viém loét miéng:

Danh gia tinh trang bénh khi kham lai:

+ Kham 1am sang: Nong d6 CEA, Siéu am & bung.chup X quang
phdiCT 6 bung dinh ky 6 dén 12 thang 1 l1an, noi soi dai trang dinh ky 1
nam

Céc ton thuong tai phat hién dugc qua kham 1am sang hodc cac phuong
tién chan doan hinh anh nhu CT hay MRI, ndi soi s& duoc sinh thiét (néu
nghi ngo c6 di can).

Ddnh gid két qua diéu tri:

> Tai phat, ti 18 song thém khong bénh 3 nam, séng thém toan bd 5 nam.

+ Tai phat: Tai phat tai chd tai ving va di can xa. Cac vi tri tai phat c6 thé
& tai dai trang, ving chau hay di cin gan, phdi, 6 bung, xwong, md mém.

+ Thoi gian sdng thém khong bénh

+ Thoi gian séng thém toan b

» Thoi gian séng thém vdi cdac yéu 10 lién quan:

Tudi, gidi, vi tri u, 46 xdm 14n u, hach di can, giai doan, mbi lién
quan giita xdm 14n u va hach, mirc d6 giai phdu bénh, giai phau bénh
mat vi thé,néng do CEA

2.2.3. Nji dung nghién ciru

Tudi, gidi, vi tri va kich thuéc u, ndng do CEA, d6 xam l4n u, di can
hach, giai doan, do biét hoa, mo bénh hoc. Cac phuong phap diéu tri. Mot
s6 tac dung khong mong mudn. Panh gia thoi gian séng thém

Chuong 3. KET QUA NGHIEN CUU
3.1. Pic diém bénh nhén
3.1.1. Tuéi va gidi:

Ty 1¢ bénh nhan nam 53.8% mic ung thu dai trang nhiéu hon s bénh
nhan nit 46.2%. Ty nam/ nir 1a: 1.164/1.

Tudi méc thap nhét: 28 tudi chiém ty 1¢ rat thap 0.9%. Tudi mic trung
binh: 56.25. P6 tudi méc cao nhit ung thu dai trang 1a nhém 50-59 chiém
34.9%. Nhom tudi cao nhat trén 70 tudi chiém 7.5%.

3.2. Pic diém u
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Vi tri; Pai trang trai 50 bénh nhan chiém 47.1%, dai trang phai 56 bénh
nhan chiém 52.9%. Kich < 5¢cm 38 bénh nhén chiém 35.8%, > 5cm 68 bénh
nhan chiém 64.2%.

3.2.1. Nong dp CEA:

Trudc phau thuat: 71bénh nhan co nong d6 CEA < 5 ng/ml 1a 67%. >=
5ng/ml 35BN chiém 33%. Sau phiu thut; 93 BN c6 nong d6 CEA < 5
ng/ml 12 87.7%, >= 5 ng/ml 13 BN chiém 12.3%.

Bing 1: Lién quan Kich thwéc u va d9 xam lan, di cin hach.

Kich thwéc u

<S5cm >5cm P
Po xam lan
T2 2 2
T3 26 20 0,0001
T4a 10 42
T4b 0 4
Tinh trang hach
Di cidn 1 hach 21 24
Di cén 2-3 hach 10 25 0,403
Di cin 4-6 hach 5 13
Di can >7 hach 2 6
Ty 1€ di can hach 100% 100%

Nhan xét:Di can hach chu yéu di can & nhom 2-3 hach 1a 35 bénh nhan.
Kich thudc u chii yéu gap nhom bénh nhan & T4 1a 56 bénh nhan.

3.2.2. Gidi phiu bénh

3.2.2.1. Gidi phdu bénh dai thé, vi thé va dj biét héa té bao:

Nhdn xét: Thé sui hay gap nhét chiém 64.2%, thé loét 27.4%, thé
chai 0.9%, thé chit hep 7.5%. Ung thu biéu mé tuyén chiém 83%, UTBM tuyén
nhay 17%. D6 biét hoa cao 27.3%, biét hoa vira 67%, biét hoa thap 5.7%.
3.2.2.2. Giai phdu bénh muc xam 14n va di can hach.

Bing 2: Twong quan giita mirc xAm l4n u va di ciin hach

Po6 xam lan ctia u

Di can hach Lép Téi thanh | Quathanh | Vao xung
co mac mac quanh
Di cian 1 hach 2 20 23 0
Di cén 2-3 hach 2 15 17 1
Di cin 4-6 hach 0 7 10 1
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Di ciin >7 hach 0 4 2 2

Tong so 4 46 52 4

Ty 18 di can hach(%) 100 100 100 100
P 0.857

Nhdn xét:102 BN (96.2%) c6 u xam lan t6i thanh mac va qua thanh mac

ciing twong tng véi nhom BN chiém chu yéu T3 va T4.

3.2.2.3. Lién quan giira dj biét hoa va di cdan hach
Bing 3: Tuong quan giira dj biét hoa té bao va di cin hach

D6 biét hoa té bao R
: v 1 Tong
. Kém Biét hoa Biét hoa A
Di cén hach p s \ SO
biét hoa vira cao

Di can 1 hach 3 30 12 45
Di can 2-3 hach 2 24 9 35
Di can 4-6 hach 1 12 5 18

Di cdn >=7 hach 0 5 3 8
Tong sb 6 71 29 106
Ty 1€ di can hach (%) 100 100 100 100

Nhan xét; Nhom BN c6 GPB 1y do biét hoa vira va caochiém ty 1€ la
94.3%.
3.2.3. Giai doan bénh: GD IIIA chiém ty 1& 43.4%, GD IIIB chiém 36.8%
va GD IIIC chiém 19.8%.

Bang 4: Két qua diéu tri

Bénh nhan Ti 1§ (%)
Két qua diéu tri (n=106) 100%
Sbng thém 3 nam khong bénh 78 73.6
Séng thém 5 ndm toan bd 79 74.5
Tt vong 27 25.5
Tai phat, di cin dau tién (n=28/106) 26.4%
Tai chd-tai ving 5 17.8
Gan 11 39.2
Phéi 4 14.2
O bung 7 25
Xuwong 1 35

Nhdn xét: Bén két thuc nghién ctru ghi nhén 27 trudng hop ti vong do tai
phat, vi tri tai phat dau tién gip cao nhat la gan chiém 40.7%.

12

3.3. Két qua diéu tri
3.3.1. Céc phwong phdp diéu tri
Dai trang trai 1a 50 BN chiém 47,1%, dai trang phai 56 BN chiém
52,9%. 98 BN diéu tri du 6 chu ky.
3.3.1.1. Thoi gian song thém 5 ndm

Stng thém 10an bi
104 . + Censored

S6nq thém 5 ndm toan bd= 74 5%

Ty lé séng
=

T T T T T T T
L 10 20 30 40 50 0

Thang

Nhan xét: Thoi gian sdng thém toan bd 5 ndm & giai doan 111 1a 74.5%

§m khéng

Xam 14n u: thoi gian sdng thém 5 nim toan bd & nhom T2, T3, T4a va
T4b twong ung la: 100%, 86.9%, 73.2% va 50.1%, voi (p=0.112). Thoi gian
song thém 3 nim khong bénh nhém & T2, T3, T4a va T4b tuong tng 1a:
100%, 82.6%, 67.3% va 50.1% (p=0.130).
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Di can hach:Nghién ctru cia chung t6i 5 ndam STTB; nhom 1 hach la
86.7%; 2- 3 hach 1a 77.1%; 4- 6 hach 1a 55.6% va >= 7 hach 1a 37.5% (véi
p=0.005, su khac biét c6 y nghia thong ké). Song thém 3 niam khong bénh;
nhom 1 hach 1a 82.2%, nhom 2- 3 hach 1a 74.3%, nhém 4- 6 hach 1a 61.1%
va nhom >= 7 hach 1a 50%, (voi p=0.023)

3.3.2. Tac dung phu khéng mong mudn

Bang 5: Pgc tinh trén hé tiéu héa

14

CKHC | CKHC | CKHC | CKHC | CKHC | CKHC | Tat
1 2 3 4 5 6 ca
Triéu chiing n
o o N . . . (%)
P61-2|DP61-2|DPo1-2|Do1-2|Do1-2 Do 1-2
(%) | %) | ) | B) | B) | (%)
70.
Budn nén, noén 0 5.6 |12.3 16.7 17.5 18.7 8
fa chay 0 0 o 1.8 0 o |18
Viém loét miéng | 0 0 0 0 1.8 o |18
Pau thuong vi 0 |0 0 0 0.9 o |09
21.
Viém TK ngoai vi 0 1.8 2.9 4.5 53 7.2 7
Hoi chung tay 54.
chan 0 43 6.7 10.5 14.3 18.9 7
Bing 6: Pdc tinh trén hé tao huyét va gan than
CKH | CKH | CKH | CKH CKH | Tat
Cl C2 C3 C4 CKHCS Co6 ca
b|b n(
Triéu chimg R %)
I- | 3-
2 4
bol- | Bo1- | Bo1- | Bo1- | (% | (% | DO 1-
2(%) | 2(%) [ 2(%) [2(%) | ) | ) | 2(%)
Giam bach 4. | 6. 42.
cau 0 40 |59 7.4 716 13.8 4

Giam B.C ¢ 1. 1.8
s6t 0 0 |0 0 0| 8 0
Giam huyét 4. 21.
sdc tb 1.1 2.3 3.5 43 5101 6.1 7
4. | 4. 34,
Giam tiéu cau 0 1.8 4.5 6.3 8 | 7| 128 | 9
4. 17.
SGOT- SGPT 0 2.8 3.1 3.7 110 42 9
3. 15.
Creatinin 0 2.3 2.4 2.8 6 0 4.0 1
Chuong 4. BAN LUAN

4.1. Pic diém bénh nhan

Nghién ciru dugc tién hanh trén 106 BN ung thu dai trang giai doan III,
da phiu thuat triét can, dugc didu tri bd tro phac @6 FOLFOX4, tai bénh
vién K. Tir thang 1 nam 2008 dén thang 12/2009 dugc theo ddi dén thang 1
nam 2014.

4.1.1. Tuéi va gidi

Ung thu dai trang di cin hach gip & moi lira tudi trong nghién ctru cia
chung t61, nhom tudi tré nhét 1a 28 tudi, gia nhat 1a 70 tudi. Hay méc nhat la
nhom trén 45 tudi, tudi trung binh méc 14 56.25 tudi.

Theo tong két ciia SEER 2010 bénh nhén chén doan ung thu dai tring
it gdp nhom bénh nhan dudi 45 tudi, v6i ty 1é mic 2/100.000 dan/nam, ty 1&
tang dan theo tudi tir 45 dén 54 13 20/100.000 dén, 55 dén 64 1a 55/100.000
dan, 65 dén 74 1a 150.000 dan va trén 74 tudi la 250/100.000 dan.

UTPT thudng méc & hai gidi. Trong nghién ctru cia chung toi, nam
giéi chiém 53.8%, cao hon ty 1& méic & nit gidi 1a 46.2%, ty nam/nit =
1/1.164. Mot s6 nghién ctru cua cac gia trong nude ty 18 vé hai gioéi méc ung
thu dai trang dao dong khoang tir 1.0 — 1.45. Nhu tac gia Tran Thing
(2012) ty 1& mic thap hon, ciing nhu thé véi nghién ctru ciia Nguyén Thi
Thu Huong (2011) ciing thip hon so véi nghién ciru cia chiing toi.

Cac tac gid nudc ngoai: nghién ctu Andre T (2009) ty 1€ nam 1a 52.4%
ty 1& nit méc 1a 47.6% ciing gan tuong tur nhu nghién ctru ctia ching toi.

4.1.2. Vi tri va kich thudc u




15

Trong nghién ctru ctia chung toi dai trang trai chiém ty 18 1a 47.1%, dai
trang phai chiém ty 1& cao nhét 1a 52.9%. 64.2% bénh nhan c6 khdi u phat
trién lan rong kich thudc > 5 cm c6 xu hudng chiém toan bd dai trang va
35.8% bénh nhan c¢6 u kich thudc < 5 cm.

Mot s6 nghién ctru trong nudc nhu; Tac gia Nguyén Thi Thu Huong
(2011) 68.5% bénh nhan c6 khdi u phat trién lan rong chiém toan b chu vi
dai trang, 26.5% bénh nhan c6 u phat trién chiém % chu vi, 5.1% chiém '
chu vi.

Lién quan Kich thwéc u va tinh trang di can hach

106 bénh nhan trong nghién ctru cia chiing t6i c6 40 BN c6 kich thudc
u < Scm, va 66 BN c6 di can hach kich thuéc u > Scm (gip 1.79 lan so
nhoém BN kich thudce u < 5cm), sy khac biét co y nghia thong ké (p= 0.034).
Trong d6; nhém BN u<Scm s nhém di cin 2-3 hach 1a 10 BN (9.4%)
nhung véi nhém u > 5cm thi s BN tang 1én 25 BN (23.6%) (cao gép 2.5
1an so nhom c6 kich thude u <5 cm). Di cin tir 4- 6 hach khi kich thudc u <
5cm 1a 5 BN véi kich thuée u > 5cm 13 BN (cao gap 2.6 1an so v6i nhom u
< 5cm). Nhom di can >7 hach kich thudc u < Scm c6 2 BN, kich thudc u >
5cm s6 BN tang 1én gan ba 14n s6 BN 1a 6. Kich thudc u ty 1& thuan véi tinh
trang hach di can.

Nghién ciru Tran Thing (2012) méi lién quan giira kich thudc u va tinh
trang di can hach, véi nhém BN kich thuéc u > Scm ty 1€ di can hach
45.8%, nhom BN kich thudc u< Scm ty 1€ di can hach 25% cling nhu trong
nghién cru cia chung toi.

Téc gia Hogan J(2014) nghién ctru vé mirc d6 biét hoa; nhom biét hoa
cao chiém 20.5%, nhém biét hoa vira chiém 65.9% va nhom kém biét hoa
chiém 13.6%, ciing gan tuong duong véi nghién ctru cua ching toi.

4.1.3. Twong quan xdm lin u va mirc d¢ di cin hach

Mirc d6 xdm lan thanh dai trang 13 yéu t6 anh huéng truc tiép t6i mirc
d0 di can hach, kich thudc u cang 16n ty 1€ can hach cang cao. Trong nghién
clru cda chung t6i; 100% bénh nhan xam 14n co chi di can < 3 hach, nhung
khi u xam l4n qua 16p thanh mac mac d6 di can trén 4 hach 1a 24.5%, ty 1€
di can hach tang dan theo muc do xam 14n u.Mirc do x4m l14n u ty 1€ thuan
v6i mire d6 di can hach, su khac biét khong co y nghia théng ké p= 0.857.

Nghién ciru ctia Nguyén Thanh Tam (2010) tinh trang di cin hach ty 1&
thuan véi mac xam lan tir trong ra ngoai, ty 1¢ di can hach lan luot theo
mirc xam 1an; T2 chiém 16.7%, T3 chiém 27.8%, T4 chiém 63.8%, tic gia
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cling nhan dinh ty 1€ di can hach tang dan theo murc do xam 14 cua khdi u,
su khac biét c¢6 y nghia thong ké p<0.05.

Nghién ctiru Wolmark N (1986) mdi lién quan mirc d6 xam 14n u va sb
hach di can; so sanh gifta 2 nhém 1- 4 hach va nhom trén 4 hach, khi s0
hach di can trén 4 thi mirc 9 xam 1an s& gép 2.5 14n so véi nhom khi di can
tir 1-4 hach ciing dong nghia bénh nhan tir vong cao hon gép 2.5 lan.

4.1.4. Méi twong quan tinh trang di cin hach va dé biét héa

Panh gia mbi twong quan twong quan tinh trang di cin hach va do
biét hoa anh hudng truc tiép t6i thoi gian séng thém khong bénh ciing nhu
séng thém toan bd. Trong nghién clru cua chung t6i; nhém di can 1 hach &
d6 biét hoa thap va vira ty 1é di can hach chiém 13 73.3% so nhoém d6 biét
héa cao chiém 1a 26.7%, nhém di can 2-3 hach & muc do biét hoa vira va
cao chiém ty 1€ 1a 74.3% so v&i nhom biét hoa cao 1a 25.7%, nhom di can
tir 4-6hach & muc do biét hoa thip va vira chiém 1a 72.2% so nhém biét
hoa cao 1a 27.8%, ciing twong ty nhu thé & nhom c6 do biét hoa thip va
vira di cdn >7 hach 1a 62.5% so v6i d0 biét hoa cao la 37.5%.

4.1.5. Giai doan bénh

GP bénh c6 vai tro rat quan trong trong tién lugng bénh, quyét dinh
thoi gian séng thém khoéng bénh ciing toan by cua bénh nhan. 106 bénh
nhan trong nghién ctru ctia chung t6i; giai doan ITIA ¢ 46 bénh nhan chiém
43.4%, giai doan IIIB c6 39 bénh nhan chiém 36.8% va giai doan IIIC co
21 BN chiém 19.8%.

Nghién ctru cia Hyeong Joon (2011) giai doan IIIA chiém 8.7%, giai
doan I1IB chiém 72.5% va giai doan IIIB chiém 18.8%. Giai doan IIIB cao
hon cuia chiing toi nhung giai doan ITIA va ITIB lai thap hon nghién ctru cia
chung t61.

4.2. Panh gia két qua diéu tri
4.2.1. Két qua diéu tri

Thoi gian theo d&i trung binh cua nhom nghién ciou la 59.2 thang.
Nghién ctru 106 bénh nhan, chung t6i da tién hanh thu thap thong tin theo
doi dugc dén két thuc nghién ctru 104 bénh nhan (97.2%), 03 bénh nhan
(2.8%) theo ddi hon 30 thang thi khong thé lién hé duoc do bénh nhan
khong dén kham, thay ddi chd & va sb dién thoai.

Ti 18 va thoi gian theo dbi cta ching toi du dé danh gia két qua diéu
trj cho nhom nghién ctru. Két qua diéu tri qua theo ddi 59.2 thang, sb
bénh nhan con sdng khong bénh 1a 78 chiém 73.6% va 28 bénh nhan tai
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phat, di can chiém 26.4%. Trong sé bénh nhan tai phat, di can thi vi tri
xudt hién dau tién gip nhiéu nhét 1a gan chiém 39.3%, trong nhém bénh
nhan nay c6 khoang 15% bénh nhan tai phat tai mot 6 c¢6 kha ning phau
thuat 1éy nhan di can sau do tiép tuc diéu tri hoa chat. Hoa tri dugc st
dung cho nhém bénh nhan tai phat 1a hoa chat c6 Irinotecan két hop voi
5FU c6 thé sir dung phac dd Folfiri hay Xeliri hodc didu tri Capicitabine
don thuan. Néu bénh nhan c6 diéu kién kinh té dwoc sir dung hoéa tri két
hop diéu tri dich nhu Cetuximab hodc/ va Bevacizumab, danh gia dap tng
sau mdi 3 chu ky diéu tri (2 thang), vi nhom bénh nhan c6 dap tung véi
hoa chét thi tiép tuc diéu tri, voi nhom khong co dap tmg v6i hoa chit
(c6 chira Irinotecan) thé trang con tot c6 thé sir dung lai hoa chit phac
d6 c6 chira Oxaliplatin, nhom thé trang yéu thi chuyén sang diéu tri
chim soc giam nhe va theo ddi tinh trang song thém.

Theo Andre T., ti 1€ tai phat, di can cia UTDT giai doan II nguy co
cao, III sau hoa tri phac dd FOLFOX 1a 21.1%, phac dd FU/FA 1a 26.1%.
Joon J H, nghién ctru 82 bénh nhan UTDT giai doan II, IIT hoa tri phac do
FOLFOX4 va FOLFOX6, két qua 17.1% tai phat di can, trong d6 di can
gan chiém da s6 21.4% truong hop tai phat di can.

Trong céc vi tri di can thi gan 1a thudng gap nhét, ké dén 1a phdi, diéu
nay co thé giai thich hé théng din luu mach mau tir tinh mach ctra dén gan
chiém vu thé. Phan 16n cac té bao ung thu theo tinh mach ctra vé& gan, cac té
bao ung thur s& bi giit lai gan, con sb ich cac té bao ung thu dén cac noi khac.
4.2.4. Pdnh gid thoi gian song thém
4.2.4.1. Thoi gian séng thém todn bg va khéng bénh

Trong nghién ctru cia ching toi thoi gian séng thém 5 nim toan bo
74.5%, c6 12 bénh nhéan tir vong tai thoi diém 60 thang, thoi gian sdng
trung binh 13 59.2 thang, thoi gian séng thém 3 nam khong bénh dat 73.6%
s6 thang sdng trung binh 13 36.9 thang.

Nghién ctu Hyeong J (2011) 82 bénh nhan UTDT giai doan II, III
duoc diéu tri phac @ FOLFOX thoi gian theo ddi 37 thang, c6 14 bénh
nhan tai phat, thoi gian sdng thém 3 nam khong bénh cho giai doan III 1a
82.6% va thoi gian song thém 5 nam toan bo 1a 74.6%.
4.2.4.2. Séng thém theo cdc yéu t6 tién lwong

Song thém theo tinh trang xam lin u

Trong nghién ciru ciia ching t6i; thoi gian sdng thém 5 nim toan b &
nhém T2, T3, T4a va T4b twong ung la: 100%, 86.9%, 73.2% va 50.1%,

18

v6i (p=0.112). Thoi gian séng thém 3 nam khong bénh nhom ¢ T2, T3, T4a
va T4b tuong tmg 1a: 100%, 82.6%, 67.3% va 50.1% (p=0.130). Xam lan u
cang sau thi tién lugng cang kém.

Nghién ctru cia Gill S (2004) sy xam lan cua khdi u anh huéng dén
thoi gian sdng thém 5 ndm toan by & nhom bénh nhan T1- T2 14 82% nhom
bénh nhan T3 1a 71% va nhém T4 14 64%. C6 mdi lién quan giita xam lan
u, diéu tri va thoi gian sdng thém, diéu tri hoa chét bo tro cai thién mot cach
dang ké thoi gian séng thém ¢ nhém bénh T3 va T4.

Séng thém theo tinh trang di cin hach.

Nghién ctru cia chung t6i 5 ndm STTB; nhom 1 hach 1a 86.7%; 2- 3
hach 1a 77.1%; 4- 6 hach 1a 55.6% va > 7 hach 1a 37.5% (véi p= 0.005, su
khac biét co y nghia théng ké). Sdng thém 3 nim khong bénh; nhém 1 hach
1a 82.2%, nhém 2- 3 hach 1a 74.3%, nhém 4- 6 hach 1a 61.1% va nhom > 7
hach 1a 50%, (v6i p= 0.023, su khac biét c6 ¥ nghia thong ké).

Nghién ctru Gill S (2004) diéu tri bd trg UTDT giai doan II, IIT d3 phiu
thuat triét can; két qua séng 5 nam toan bd nhoém bénh nhan chua c6 di can
hach 1a 81%, nhéom di can 1- 4 hach 1a 71% va nhém > 5 hach 1a 44%. 5
nam STKB ¢ nhom chua di can hach 1a 76%, tir 1- 4 hach 1a 65%, nhom >
5 hach 1a 40%. Nghién ctru cua tac gia ciing twong ty nhu nghién clru cia
chung t61.

Thoi gian séng thém theo giai doan

Két qua trong nghién ctru ciia chiing t6i sdng thém 5 nim toan bo giai
doan IIIA, giai doan I1IB, giai doan IIIC tuwong tng la 84.8%, 71.8% va 57.1%,
su khéc gitra cc giai doan c6 y nghia thong ké p< 0.049. STKB 3 nam toan bd
giai doan IIIA, I1IB, IIIC twong tng 1a 89.1%, 69.2% va 47.6%, su khac biét c6
¥ nghia théng ké p< 0.001. Nhu vy UTDT giai doan IIIA c6 tién lwong tot
nhat dén giai doan ITIB va c6 tién luong toi nhat 13 giai doan ITIC.

Theo tong két ciia SEER (2012) 119.363 bénh nhan nghién ctru ngiu
nhién da trung tdm tai My trong 10 nim vé bénh UTDT & céc giai doan
khac nhau; két qua STTB 5 niam duoc dua ra theo phén loa ciia AJCC & giai
doan I11A 1a 83%, IIIB 1a 64%, 11IC la 44%.

Séng thém theo dd biét hoa té bao

Trong nghién ctru cta ching t6i séng 5 nim STTB, d¢ biét hoa cao
82.8%, biét hoa vira 71.8%, biét hoa thap 66.7% véi (p=0.472); song thém
3 nam STKB, biét hoa cao 75.9%, biét héa vira 73.2% va kém biét hoa
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66.7% voi (p= 0.892), su khac biét khong co ¥ nghia thdng ké (p= 0.892).
Ty 1€ bénh nhan séng thém giam dén theo d6 muc do biét hoa.

Nghién ctru Hogan J (2014) chia ra 3 mirc d6 biét hoa té bao, do biét
hoa cao, d biét hoa vira va do biét hoa thap 1a mot trong cac yéu té anh
huong dén STTB bénh nhan UTDT ty 1¢ séng thém chi s6 HR tuong g 14
HR=0.74 (95% Cl, 0,48- 1.14 p=0.16) d0 biét hoa cao, HR=1.01 (95% ClI,
0.69- 1.47, p=0.97) d¢ biét hoa vira, HR=1.43 (95% ClI, 0.80- 2.55 p=0.23)
biét hoa thap. Nhu vay nhom kém biét hoa kha ning tai phat va tir vong cao
gap 2 1an so voi nhom biét hoa cao, sy khac biét khong c6 ¥ nghia thong ke.

Song thém theo ndng d9 CEA

Song theo nong dp CEA trudc phiu thugt:

CEA trudc phiu thuét trén 5 ng/ml 1a yéu td doc 1ap anh huong dén
thoi gian sdng thém bénh nhan UTDTT.

Nghién ctru cta chung téi CEA trudc phau thuat trén 5 ng/ml ty 1é
STTB 5 nam 1a chiém 71.4%, dudi 5ng/ml 13 76.1%, thoi gian sdng trung
binh 13 60 thang (p= 0.607).

Nghién ctru Li Chu Sun (2009) trén 1.367 bénh nhan UTDTT giai doan
II, 11T ¢6 CEA > 5ng/ml truée phiu thuat 634 bénh nhan; CEA 1a yéu tién
Iwgng doc l1ap lién quan ty 1€ séng thém bénh khong tién trién, nhom bénh
nhan CEA > 5ng/ml ty 18 tir vong gip 2.38 lan so nhém bénh nhan CEA <
5ng/ml (p< 0.001; HR, 3.25 95% Cl, 2.42- 4.36) ciing twong tur nhu thé khi
CEA huyét twong > 3.5 gm/dl ty 1& tir vong ting 1,45 1an so v6i nhom CEA
huyét tuong < 3.5 gm/dl (p=0.011; HR, 1.25 95% Cl, 1.09- 1.92). Dbi
véigiai doan; theo phan loai cua UICC & nhéom giai doan III va IV bénh
nhan tir vong cao gép 3.25 1an nhom giai doan I va IT (p<0.001; HR, 3.25,
95% Cl, 2.42- 4.36). Nong d6 CEA, CEA huyét thanh va giai doan 1a cac
yéu t6 anh huong dén séng thém bénh khong tién trién. Séng thém toan bo:
nhém bénh nhan c6 CEA> 5ng/ml ty 18 tir vong gap 2.28 lan so nhom bénh
nhan c6 CEA < 5ng/ml (p< 0.001; HR, 2.28 95% Cl, 1.73-3.01). Giai doan
phan loai theo UICC nhom giai doan III- IV bénh nhén tir vong cao gép
3.09 lan giai doan I- II (p<0.001; HR, 3.09, 95% Cl, 2.34- 4.07).

Song theo nong dp CEA sau phdu thudt:

Nghién ciru ciia chung toi ¢6 93 bénh nhan duéi 5 ng/ml thoi gian song
5 nam toan bd 75.3%, 13 bénh nhan trén 5 ng/ml 5 nam STTB 69.2% thoi
gian song trung binh 59.2 thang.
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Nghién ctru Kwan MY (2016) dénh gia yéu t6 tién lugng CEA trude va
sau phau thuat thay d6i anh huong dén thoi gian STTB va STKB bénh nhén
UTPDT. 9.380 bénh nhan UTDTT dugc phau thuat triét can, c6 1.242 bénh
nhan ¢c6 CEA>6ng/ml, sau phau thuit c6 924 bénh nhan tré vé binh thuong
sau 2 tuan phau thuat va 318 bénh nhan c6 CEA van ting sau phiu thuat chia
ra 2 nhom danh gia lai CEA sau 1 ndm; nhém 1 c6 37 bénh nhan CEA >
6ng/ml, nhom 2 c6 281 bénh nhan CEA < 6ng/ ml. Ty 1é tai phét sau phau
thuat triét can; d6i véi nhom 1 (24/37 bénh nhan) chiém 64.9%, nhém 2 chi
¢6 (65/281 bénh nhan) chiém 23.1%.tiép tuc thuc hién phau thuat triét cin &
nhom 2 chi ¢6 tai phat 22 bénh nhan (33.8%), khong c6 bénh nhan nao phau
thuat triét can dugc thuc hién & nhom 1 (p< 0.001). Két luan CEA 14 yéu t&
tién lwong anh huong dén thoi gian song thém 5 nam toan bo (p< 0.001).

S()ng thém lién quan dén cac yéu t6 tién lugng qua phén tich da bién.

Phan tich da bién cac yéu t6 tién lugng cho théy, thO’l glan song thém,
ty 18 séng thém toan b va khong bénh phu thuoc vao mot s6 yéu tb sau:

Céc bién co gia tri dy bao voi thoi gian sdng thém toan bo: Quan sat
Bang 3.41 cho thdy ¢6 3 yéu t6 c6 hé s6 B (-), d6 1a cac yéu tb: mirc xam lan
clia u, tinh trang di cin hach, loai giai phau bénh, nhung chi ¢6 2 yéu tb co
p<0.05: murc xam lan ciia u, tinh trang di can hach. Céc yéu t con lai déu co
hé s6 B (+).

Mtc xdm lan coa w: hé s5 B = -0.591, p=0.032, ty sudt chénh
(OR)= 0.554, cic chi s nay phan anh, mirc x4m 14n ctia u c6 anh hudéng dén thoi
gian song thém toan bo, u cang xam l4n sau, thi ty 1¢ sdng thém cang giam.

Tinh trang di cdn hach: hé s6 B =-0.690, p=0.004, ty sudt chénh
(OR)= 0.502, cac chi s6 nay phan anh, tinh trang di can hach c6 anh hudng
dén thoi gian séng thém toan b9, di can hach cang nhiéu, thi ty 1€ séng thém
cang giam.

k. Céc bién c6 gia tri dy bao véi tho’i gian song them khong bénh

Quan sat Bang 3.42 cho thiy c6 6 yéu t6 c6 hé sd B (-), d6 1a cac yéu
t6: mirc xam lan cua u, tlnh trang di can hach tudi, nhom tudi, loai glal
phiu bénh,CEA trudc md, nhung chi c6 2 yéu td co p<0.05: mirc xAm lin
cla u, tinh trang di can hach. Cac yéu t6 con lai déu co hé s6 B (+).

Mtc xam l4n ciia u: hé s6 B = -0,891, p=0.003, ty suét chénh (OR)= 0,410,
cac chi s6 nay phan anh, mirc xam l4n ciia u c¢6 anh hudng dén thoi gian song
thém toan b, u cang xam 14n sau, thi ty 1¢ séng thém cang giam.
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Tinh trang di cin hach: hé s B = -0,879, p=0.0001, ty suit chénh
(OR)= 0.415, cic chi s6 nay phan anh, tinh trang di cin hach c6 anh huéng
dén thoi gian séng thém khong bénh, di cin hach cang nhiéu, thi ty 1é song
thém cang giam.

C6 2 yéu t6 tién luong: Muc xam lan sau vao thanh dai trang va to
chtrc xung quanh, day la yéu td tién lwgng c6 tinh doc 1ap cao, dang tin cay
nhét. Bén canh mirc x4m l4n thi tinh trang di can hach cling dong mét vai
trd quan trong, dc‘“)ng thoi n6 cling 1a mot yéu t6 tién luwgng doc 1ap coé anh
huong dén thoi gian sdng thém. Nhu vy mirc xam l4n, di can hach 13 2 yéu
tb tién lwgng cé gia tri du bao cao.

Ngoai ra cac yéu t6 khac nhu gidi, vi tri u, do tudi, do biét hoa té bao,
loai té bao 1a nhiing yéu t tién luong it ¢ gia tri dy bao.

4.2.2. Mt s6 déc tinh ciia héa chit

Chung t61 ghi nhén c¢6 70.8% bénh nhan c6 cac doc tinh do 1- 2 anh
huong do hoa tri va 11.3% bénh nhan bi anh huong doc tinh & mirc do 3-4.
Trong nghién ctru ndy khong ghi nhan truong hop nao tir vong do ddc tinh
cua hoa tri.

Pic tinh 1&én hé tiéu héa, than Kinh, da

N6n va budn nén 14 hai triéu chimg hay gip trong nghién ciru, ty 1& nén
va budn nén & d 1-2 chiém 70.8%. Hoi ching ban chan tay 54.7% chi gap
& d6 1-2 trong phac dd dung 5FU liéu cao, bénh nhan cam khé chiu ting
dén 1én 6 chu 4, 5 va 6, bénh nhan duoc sit dung thudc than kinh ngoai bién
gapabentin theo dudng udng hodc truyén panagin ciing giam tac dung phu
tridu chimg nay, cac tridu nay ciing giam dan khi két thic didu tri. Viém
tinh mach ngoai bién 21.7% chu yéu la d6 1-2 tac dung phu cuaca 2 loai
hoa chét oxaliplatin va fluoracil. Tiéu chay 1.9% cha yéu dé 1 chi thoang
qua. Viém loét miéng 1.9% d¢ 1-2, dau vung thugng vi 0.9%. Tat cac triéu
chimg nay giam dan va mét khi két thuc diéu tri.

Poc tinh trén hé tao huyét, gan va than

Giam bach cau hat: trong nghién ctru ciia chung t6i, giam bach cau hat
chiém ti 1& 42.4%, trong d6 c6 6.6% giam do 3- 4. Phan 16n nhimng bénh
nhan ¢ d6 1-2 sau nghi 1 tuan tu hoi phuc lai tiép tuc didu tri; nhiing bénh
nhan giam bach cAu hat do 3-4 thuong dung thudc kich thich tao bach cau
Filgrastim 1- 2 ngay bach ciu s& ting tr lai. Trong nghién ctru giam bach
cau c6 sot chiém 1.8% phai dung thudc kich thich ting bach ciu va phai
khang sinh pho rong theo duong truyén tinh mach tir 5-7 ngay. Giam tiéu
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cau chiém 28.2%, trong d6 co 4.7% giam tiéu cau ¢ mic do 3- 4,
Oxaliplatin 12 nguyén gy nhan ha tiéu ciu trong qua trinh diéu tri, phan 16n
bénh nhan trong nhién ciru ciia chung t6i giam tiéu cdu do 1- 2 va ty hoi
phuc, mot s6 it bénh nhan (4.7%) giam tiéu cau do 3- 4 phai can truyén khoi
tiéu cau. Giamhuyét sic to d6 1- 2 gip 21.7%, thong thudong bénh nhan ty
phuc hoi, khong can phai sir dung thudc kich thich ting hong cau.Tang men
gan GOT-GPT d¢ 1- 2 gip 17.9%, da phan ¢ mirc do nhe, bénh nhan tu hdi
phuc. Ting ure, creatinin hiém gap, thuong & mirc d6 nhe, trong nghién ctru
tang creatinin d9 1- 2 1a 15.1%.

Nghién ctru Phan Thi Hong Duc trén 156 bénh nhan UTDT giai doan
IIT diéu tri phac 46 FOLFOX4 tac dung than kinh ngoai bién 92,8% c6 d6 3
chiém 17.7%, n6n va budn ndén chiém 73.7% trong d6 d6 3- 4 12 5.1%, ia
chay 23.6% d6 3- 4 1a 5.1%, ia chay 23.6% d0 3- 4 1a 5.6%. Giam bach
cau c6 sot 1.8%, giam tiéu cau 77.4% c6 1.7% do 3- 4.

Nghién ctru Andre T (2004), 1.118 bénh nhan UTDT giai doan ILIII
diéu tri b6 trg phac d6 FOLFOX4 giam bach cau hat 1a 78.9% d¢ 3- 4 1a
4.1% s6t do giam bach cau 1.8%, giam tiéu ciu 77.4% do6 3- 4 14 1.7%, ndén
73.7%, tiéu chay 56.3%, trong d6 ti€u chay d¢ 3- 4 1a 10.8%.

Nghién ctru Tran Nguyén Bao diéu tri hoa chat phac d6 FOLFOX4
bénh nhan UTDT, ghi nhédn tac dung khéng mong nudn doc tinh than kinh
39.2%, nén va budn non 34.8%, ia chay 19.6% trong d6 do 3 la 2.2%,
khong c6 do 4, giam bach ciu 23.9% trong d6 2.2% giam d6 3 khong c6
giam d6 4 va 4.3% giam tiéu cau.

Nhu vay két qua nay ciing gin tuong ty nhu nghién ciru ciia chung t6i,
cac doc tinh trén co quan gan, than cua chung toi gan than khong dang ké.
So vé&i cac nghién trén thi doc tinh hdi chung tay chan va viém tinh mach
ngoai vi ciing rat khac nhau vé doc tinh nay. C6 nghién ciru cho thiy ty 18
nay cao, mot s6 tac gia lai cho két qua thip. Cac doc tinh nay thuong nhe va
thoang qua thuong bi anh huong biéu hién nhiéu khi tiép xuc véi thoi tiét
lanh, cac bac sy hudng dan bénh nhan chu ¥ tranh tiép xtc nudc qua lanh,
noéng, ngdm chan tay vao nudc mudi 4m va boi kem dudng 4m cho da. Vi
cac triéu chung nhe it hudng dén cudc séng va sinh hoat cua bénh nhan nén
ca bénh nhan va béc sy dé bo qua.
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KET LUAN
Qua nghién ciru 106 bénh nhan UTPDT giai doan I1I sau phau thuét
triét can, duoc hoa tri lidu bo trg phéac dd FOLFOX4, tai Bénh vién K ,tur
1/2008 dén thang 12/ 2009 va theo ddi dén 1/2014, chung ti rat ra mot sb két
luan sau:
1. Két qua diéu tri va cac yéu t6 tién lrgng phac d6 FOLFOX4

- Hoa tri bd trg phac d6 FOLFOX4 trong ung thu biéu mé tuyén dai
trang giai doan IIT ¢6 két qua séng thém cao. Trong d6 ti 1& song thém
khong bénh 3 nam 1a 73.6% va thoi gian song thém khong bénh trung binh
1a 36.9 thang; ti 1& song thém toan bd 5 niam 1a 74.5% va thoi gian song
thém toan bd trung binh 1a 59.2 thang.

- Ty 1€ STTB 5 nam giai doan Illa, IIIb va Illc; 84.8%, 71.8% va
57.1% (p=0.049); ty 1¢ STKB 3 nam giai doan Illa, IIIb va Illc; 89.1%,
69.2% va 47.6% (p=0.001).Ty 1& STTB va STKB c6 su khac biét giita cac
giai doan vai p< 0.05; giai doan I1la co tién lugng tt nhat, giai doan IIIb va
giai doan ITIc c6 tién lugng xau nhét.

- Céc yéu tb tién lwong. Khi phan tich don 1é ting yéu té tién luong,
cac yéu td giai doan bénh, tinh trang di can hach, muc xam l4n u, loai giai
phiu bénh 1y ¢6 anh huong 16 rét dén thoi gian sdng thém. Phan tich da
bién cho thay: mirc xam lan cua khéi u va tinh trang di cin hach 1a 2 yéu t6
tién lugng doc 1ap, c6 anh huong dén thoi gian séng thém, 13 yéu td tién
lugng c6 gia tri du bao cao
2. Tac dung khéng mong mudn

Hoa tri phac d6 FOLFOX4 doc tinh chdp nhan dugc. Co 42.4% bénh
nhan bi anh huong boi cac doc tinh, cac doc tinh thuong & mire d6 1- 2, chi
¢6 13.1% doc tinh & muc do 3-4. Doc tinh ning vé huyét hoc nhu giam
bach cau hat d6 3-4 6.6%, giam bach cau co st 1.8%,giam tiéu cau do 3- 4:
4.7%, anh huong dén chirc nang gan va than chu yéu 1a ¢ mirc d6 1-2 twong
ung 13 19.7% va 15.1% bénh nhan ty hoi phuc trong qua rinh diéu tri. Poc
tinh trén hé tiéu hoa, thin kinh, da niém chi yéu & do nhe: non, budn nén
70.8%, doc tinh than kinh ngoai vi 21.7%, hoi chimg ban tay chan 54.7%
cac triéu ching nay giam dan khi két thic didu tri.
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KIEN NGHI

Nghién ciru nay, ching ta thiy hoa tri phac d6 FOLFOX4 mang lai két
qua dang khich 1&, ti 1& va thoi gian sdng thém cao, it doc tinh, diéu nay lam
khing dinh thém vai tro chi dinh hoa trj bd trg cua phac d6 FOLFOX4
trong ung thu dai trang sau phau thuat trén nguoi Viét Nam, dic biét 14 giai
doan IT1d4 phau thuat triét can. Qua nghién ciru, ching toi kién nghi:

Phac 6 FOLFOX4 chi dinh diéu tri thuong quy cho tit ca bénh nhan
UTDT giai doan III phau thudt khong 1dy da 12 hach xét nghiém, cac doc
tinh ¢6 thé chip nhan dwoc, nhung luu ¥ tac dung phu thuong gip tiéu cau
ha hay gip khi sir dung Oxaliplatin lidu cao.
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RATIONALE

Colon cancer is a common disease in developed countries, and tends to
increase in developing countries. According to International Agency for
Research on Cancer IARC (Globocan 2018), there are estimated to have
been 1.849.518 new cases and 880.792 deaths due to colon cancer each
year. It indeed is the third common disease in men, the second in women,
and the second leading cause of cancer - related deaths worldwide. It is
estimated that in Vietnam in 2018 there were approximately 5.458 new
cases in both men, It indeed is the five common disease in the both men, the
second in women and the five in the men.

The risk of death of colon cancer is directly related to metastatic risk
factors. The disease spreads via three main routes which are localization of
the primary tumor, blood stream, and lymphatics. Among them, lymphatic
spread is the main metastatic patterns with 37% of colon cancer lymph node
metastases. Lymph node metastasis is always a bad prognostic affecting
treatment outcomes.

Surgery is the basic treatment in which lymphadenectomy plays a
significant role, surgery is the on-site treatment. That adjuvant chemicals
have a great role to eliminate microscopic metastases and reduce risk
factors for recurrence has been proved, they help to increase disease - free
survival time as well as the overall survival time especially that of patients
with stage III colon cancer. The introduction of new chemicals has brought
many opportunities for colon cancer patients with lymph node metastasis.
Many chemotherapy regimens are being used, yet defining which regimen
is the most effective is still being studied.

Adjuvant chemotherapy plays an increasingly important role in the
treatment of postoperative colon cancer, especially clinical studies showed
that it brings beneficial for patients with stage III colon cancer. INT-0035
study which was performed in 1990 aimed to compare two groups of
surgery alone or SFU and leucovorin in patients with stage III colon cancer.
The adjuvant treatment with S5FU and leucovorin decreased the risk of
cancer recurrence by 41%. Patients receiving SFU and leucovorin had a 5-
year survival rate of 60% as compared to 46.7% in those patients
undergoing surgery alone. SEER data on the relationship between the
disease duration and survival time identified 119,363 patients with colon
cancer in the United States of America from 1991- 2000. The results
showed that 5-year stage-specific survivals were 83% for stage IIIA, 64%
for stage IIIB, 44% for stage IIIC. The MOSAIC study (2009) was a
multicenter study, patients were divided into 2 groups: 40% of high - risk

stage II and 60% of stage III colon cancer, receiving FOLOFX4 adjuvant
therapy, followed up 82 months. The 5-year disease - free survival rates for
patients with high-risk stage II and stage III were 73% and 67%
respectively.

Vietnam National Cancer Hospital (also known as Hospital K) has been
applying adjuvant chemotherapy using Oxaliplatin regimen in patients with
stage III colon cancer since 2007, the disease - free survival time as well as
the overall survival time have been improved. But so far, there has not been
a thorough and comprehensive study of the results of adjuvant
chemotherapy after colon cancer surgery. Therefore, the author conducted a
study of applying adjuvant chemotherapy using FOLFOX4 regimen for
stage III colon cancer, with the two following objectives:

1. Evaluate results and prognostic factors of adjuvant chemotherapy
using FOLOFOX4 regimen in patients with stage I1I colon carcinoma

2. Evaluate unwanted side effects of the regimen.

NEW CONTRIBUTION OF THE THESIS

- Adjuvant chemotherapy using FOLOFOX4 regimen in patients with
stage III colon cancer improved disease-free survival (DFS). The 3 - year
DFS was 73.6%, the average DFS time was 36.9 months; 5-year overall
survival rate was 74.5% and the average overall survival time was 59.2
months.

- The 5-year OS of patients with stage I[lla, IIIb and IlIc was 84.8%,
71.8% and 57.1%, respectively (p=0.049). The DFS after 3 years of patients
with stage Illa, IITb and Illc was ; 89.1%, 69,2% and 47.6%, respectively
(p=0.001). The OS and DFS in different stage were considered statistically
significant difference (p<0.05). Patients with stage IIIA colon cancer
showed better prognosis than those with stage 1IB and stage IIC disease.

- Prognostic factors. Analysis of each individual prognostic factors
showed that disease stage, status of lymph node metastasis, depth of
invasion and type of pathological anatomy had significant effects on the
patients’ survival time. Multivariate analysis revealed the depth of tumor
invasion and status of lymph node metastasis as the two independent
prognostic factors significantly correlated with patient survival, with
pronostic value.



STRUCTURE OF THE THESIS
The Thesis includes 136 pages - Rationale: 2 pages, Chapter 1
Background - 39 pages, Chapter 2 Research Methodology - 18 pages,
Chapter 3 Results - 32 pages, Chapter 4 Discussion - 42 pages, Conclusion -
1 page, Recommendation - 1 page. The Thesis has 149 reference documents
including 35 national and 114 international reference documents. The
appendices include illustrations, research samples, and patient lists.

Chapter I. BACKGROUND

Diagnosis
1.2.1. Clinical diagnosis

- Functional symptoms:

+Non-specific symptoms such as bloody mucus in stool, increasing
functional gastrointestinal disorders such as constipation, watery stools.

+ Abdominal pain is a common but as a single symptom.

+ Blood in the stool is the most common symptom with 40% patients
presenting with rectal bleeding.

- Systemic symptoms:

+ Weight loss is an uncommon symptom unless the disease is in
progressive stage, but tiredness is more common.

+ Anaemia: Tiredness and anemia are symptoms associated with colon
lesions.

1.2.2. Sub-clinical diagnosis

Colonoscopy. Colonoscopy with biopsy play an important role in
screening as well as diagnosis of colorectal cancer.

Double-contrast barium enema. Double-contrast barium enema is one
of the important screening modality to diagnose colon cancer, it is only
performed in some cases of diffuse tumor infiltration when colonoscopy
fails to detect the tumor.

Computer Tomography scanning (CT). All patients who were diagnosed
with colorectal cancer were evaluated before surgery by CT abdominal and
sub-frame scanning.

Chest X-ray. Chest X-ray to dectect whether the cancer has spread to the
lungs.

Abdominal untrasound. Abdominal untrasound to assess tumor invasion
to neighboring organs or structures, involvement of lymph nodes, liver
metastasis.

CEA (Carcinoembryonic Antigen) concentration. CEA is a test often
used in colon cancer. CEA is not an absolute test with high sensitivity for
colon cancer, especially for patients with early stage of colon cancer.

PET-CT. PET- CT dectect when CEA is creasing but not imaging in the
CT or MRI.

Histopathology

- Microscopic types of tumor: Adenocarcinoma, mucinous
adenocarcinoma, signet ring cell carcinoma, small cell carcinoma,
squamous  cell carcinoma,  adenosquamous carcinoma,  medullary
carcinoma, undifferentiated carcinoma.

- Macroscopic types of tumor: protuberant tumor, ulcer tumor,
protuberant tumor with ulcers, diffuse infiltration.

Tumor cell differentiation degree

* Dukes classification

+ Dukes 1: Tumors have the most well - differentiated, with the most
clearly formed gland structure, with many polymorphs, and the least core
division.

+ Dukes 3: Tumors have the least poorly differentiated, with some
scattered gland structure and polymorphic cells and high rate of pyrolysis.

+ Dukes 2: Intermediate stage between stage 1 and stage 3.

1.2.4. Colon cancer staging

TNM staging by AJCC 2018

T: Primary Tumor

Tx: Primary tumor cannot be assessed

TO: No evidence of primary tumor

Tis (Carcinoma in situ): intraepithelial or invasion of lamina proprial

T1: Tumor invades submucosa

T2: Tumor invades muscularis propria

T3: Tumor invades through the muscularis propria into pericolorectal
tissues

T4a: Tumor penetrates to the surface of the visceral peritoneum

T4b: Tumor directly invades or is adherent to other organs or structures

N : Regional Lymph nodes

Nx: Regional lymph nodes cannot be assessed.

NO: There is no spread to regional lymph nodes.

N1: There are tumor cells found in 1 to 3 regional lymph nodes

Nla: There are tumor cells found in 1 regional lymph node.

N1b: There are tumor cells found in 2 or 3 regional lymph nodes.

Nlc: There are nodules made up of tumor cells found in the structures



near the colon that do not appear to be lymph nodes.

N2: There are tumor cells found in 4 or more regional lymph nodes.

N2a: There are tumor cells found in 4 to 6 regional lymph nodes.

N2b: There are tumor cells found in 7 or more regional lymph nodes.

M: Distant metastasis

Mx: Distant metastasis cannot be assessed.

MO: The disease has not spread to a distant part of the body.

M1: The disease has spread to distant part(s) of the body.

MIla: The cancer has spread to 1 other part of the body beyond the colon
or rectum.

M1b: The cancer has spread to more than 1 part of the body other than
the colon or rectum.

Clinical staging by AJCC 2018

T (u) N M Stage
Tis NO MO 0
T1, T2 NO MO I
T3 NO MO IIA
T4a NO MO 11B
T4b NO MO 1IC
T1-T2 NI1/Nlc MO 1IA
T1 N2a MO 1A
T3-T4a NI1/Nlc MO 111B
T2-T3 N2a MO 111B
T1-T2 N2b MO 111B
T4a N2a MO 11C
T3-T4a N2b MO 1IC
T4b NI1-N2 MO 1IC
Any T Any N Mila IVA
Any T Any N Milb IVB
Any T Any N Milc IVC

1.3. Treatment

1.3.1. Surgery

- Surgical methods in colon cancer

Surgical resection of Y4 right colon, Surgical resection of 2 left colon,
1.3.2. Chemotherapy

-Trial evaluating the efficacy of FOLFOX4 regimen MOSAIC trial

A total of 2,246 patients with stage II (40%) and stage III (60%) colon
cancer were treated with the FOLFOX4 regimen. The results showed that
the addition of Oxaliplatin to SFU and leucovorin regimen helped improve

the 5-year DFS (73% vs. 68%; HR = 0,8). FOLFOX4 regimen has only
improved a statistically significant improvement in DFS in patients with
colon cancer stage III (77.2% vs. 63%, HR=0.76), but not for those with
stage I1 [105] (84% vs. 80%, HR= 0,84). In terms of 5-year overall survival
time (OS), the difference was only statistically significant for patients with
stage III (73% vs. 69%).

Many trials have demonstrated that irinotecan, bevacixumab and
cetuximab are not effective in colon cancer treatment.

Drug pharmacokinetics in FOLFOX4 regimen

Fluorouracil (5FU): 5FU is classified as antimetabolite with half-life of
10 -15 minutes, it is most active in the S-phase (synthese) of the cell cycle,
through which

Calcium folinate is the derivative of tetrahydrofolic acid, the active
form of folic acid. Folinic acid as a co-factor participates in many metabolic
reactions including purine synthesis, pyrimidine synthesis and nucleic acid
conversion. In treating some cancers, the major site of action of SFU when
combined with it is thymidylate synthase resulting in pronounced and
prolonged inhibition of DNA synthesis, finally affecting cell division.

Oxaliplatin belongs to a third-generation platinum derivative that acts as
a molecule adhered to DNA and induces cell death. Oxaliplatin combined
with FUFA or capecitabine in the treatment of high-risk stage II and stage
III colon cancer reduce the recurrence rate and increase DFS in comparison
with single use of FUFA.

Chapter 2
RESEARCH TARGET AND METHODOLOGY

2.1. Research target

A total of 106 patients with stage III colon cancer with radical surgery,
who were treated at Vietnam National Cancer Hospital from January 2008
to January 2014 were studied.

+¢ Inclusion criteria:

- Age =<70 years old , >18 years old.

- Diagnosed with stage III colon cancer according to UJICC (2010).

- Underwent radical surgery to ensure RO.

- Diagnosis of histopathology: colon adenocarcinoma.

- Postoperative pathology: lymph node metastasis, no distant
metastasis.

- Adjuvant chemotherapy using FOLFOX4 regimen, the number of
chemotherapy cycles is 4 to 6 cycles.



- Begin to receive chemotherapy within 6 to 8 weeks after surgery.

- Hematological and biochemical parameters within permissible limits
for chemotherapy.

- Performance status PS 0-2.

- Have a full medical record.

- Follow up after treatment until the patient dies or the study period
expires.

+ Exclusion criteria:

- Not conforming to the above criteria.

- With presence of severe comorbidities: cardiovascular disease,
mental disorder.

- History of treatment of other malignant diseases within 5 years of the
time of diagnosis of colon cancer.

- Patients who quit treatment not for professional reasons.

2.2. Research methodology
2.2.1. Research design:

- Research methodology: uncontrolled clinical trial.

- Sample size: The sample size is calaculated using the formula for a
proportion of uncontrolled clinical intervention studies (SK Lwanga and S
Lemeshow: Sample size determination in Health studies, a practical
manual. WHO, Geneva, 1991).

p(1-P)

n=7:_ X e

where: n = the number of patients
7 = at CI195% = (1.96)

P = 0.7 the rate of patients with 5 - year overall survival
according to Geneva
d: absolute deviation, estimated by 0.11
Applying the above formula, we have the following calculation.

n=196x 0'7X(Z'3 ~67
0.11

The minimum sample size of study was 67 individuals. The actual
sample size satisfying the inclusion criteria for the study was 106 patients.

Sampling methods

All patients with stage III colon cancer with histopathology of
adenocarcinoma, satisfying the inclusion criteria during from January 2008
followed by January 2014.

2.2.2. Sampling techniques

- Making a data table.

- Selecting patients: Patients were eligible when they had undergone
radical surgery, having anatomical surgery of adenocarcinoma, proven
stage III colon cancer (according to UICC 2018).

- Evaluation of pre-treatment: All patients are routinely tested for
hematology, liver function, renal function, chest radiography, abdominal
ultrasound and CEA test.

- Treatment:

Adjuvant chemotherapy using FOLFOX regimen 4:

Folinic acid 200mg/m2 in 2 hours on days 1, 2, 15 and 16.

Oxaliplatin 85mg/m2 in 2 hours on days 1 and 15 concurrently with
folinic acid given via a Y-connector.

S5FU 400mg/m2 bolus on day 1,2, 15 and 16

5FU 600mg/m2 continuous infusion in 22 hours on days 1, 2, 15, and 16

A 28-day cycle, for six cycles continuously in 6 months

During treatment, physical examinations, hematological test, liver and
kidney function tests were assessed prior to each chemotherapy cycle.

After 3 cycles, 6 cycles of chemotherapy, patients were assessed using
abdominal ultrasound, chest X-ray and CEA test to evaluate treatment results.

Toxicity grading was based on the World Health Organization (WHO)
criteria 2010.

After completion of the chemotherapy with a maximum of 6 cycles,
patients were scheduled to follow the follow-up visit at the hospital every 3
months for the first 5 years.

» Handling unwanted effects of chemotherapy:

Gastrointestinal toxicity: Nausea, vomiting, diarrhea, stomatitis,
mucositis, phlebitis, hand-foot syndrome.

Toxicity on the digestive system, liver and kidney

Follow-up assessment:

+ Clinical examination: CEA testing, abdominal ultrasound, chest X-ray,
abdominal CT scan every 6 to 12 months, colonoscopy annually.

Lesions rediscovered through clinical examination or diagnostic imaging
tools such as CT or MRI, colonoscopy will be biopsied (if possible) for
histopathology test.

Patients who developed recurrence: Consider continuing treatment,
surgery if there’s only a single site, chemotherapy or symptomatic treatment
and continue to monitor until death.

Evaluation of treatment effectiveness:



» Recurrence, 3-year DFS rate, 5-year Overall survival (OS) rate.

+ Recurrence: locoregional recurrence or distant metastatic. Colorectal
cancer can recur at the colon, pelvis or metastasise to the lungs, liver,
peritoneum, bones, soft tissues.

+ Disease-free survival (DFS) was defined as the time from operation
day to the date of relapse and metastasis assessment.

+ Overall survival was defined as the time from operation day
to death (from any cause)

+ Toxicity level: Unwanted effects that are assessed according to the
standards of the World Health Organization (WHO) 2003.

All patients in the study received treatment, following - up, assessement
of toxicity, relapse and survival time.

» Risk factors associated with the survival period after recurrence:

Age, gender, tumor location, depth of tumor invasion, lymph node
metastasis, disease stage, relationship between tumor invasion and lymph
node metastasis, degree of histopathology, microscopic classification, CEA
concentration levels.

2.2.3. Research content

Age, gender, tumor location, tumor invasion, CEA levels, lymph node
metastasis, disease stage, grading, histopathology.

Treatment methods.

Unwanted effects (Toxicity level according to the standards of the
WHO 2003).

Assessment of survival period after recurrence.

Chapter 3. RESULTS

The study included a total of 106 patients with stage III colon cancer,
conducted from January 2008 to January 2014, and met the research
requirements.

3.1. Patients
3.1.1. Age and gender:

The rate of male patients with colon cancer was 53.8%, higher than that
of female patients (46.2%). Male - female ratio was 1,164/1.

The youngest age was 28 years, accounting for a very low rate of 0.9%.
The average age was 56.25. The 50-59 years old group was the most
common colon cancer patients, accounting for 34.9%. 7.5% of the patients
with colon cancer were over 70 years old.
3.3.1.Tumor location and size

The tumor appearing on the right colon accounted for 52.9%, Left colon.
accounted for 47.1%. Tumor size larger than 5 cm accounted for 64.2%,
under than 5 cm accounted for 35.8%,

3.3.2. CEA concentration:

Pre-operative: 71 patients with normal CEA <5 levels, 35 patients with
normal CEA <5 levels. Pre-chemotherapy CEA; 93 patients with normal
CEA <S5 levels, 13 patients with normal CEA <5 levels

3.3.3. Association between tumor size and the invasion depth, lymph
node metastasis

Association between tumor size and invasion depth, lymph node

metastasis
Tumor size p

<5cm >5cm
Invasion depth
T2 3 1
T3 26 20 0.0001
T4 10 42
Incidence rate of T4 tumors 0 4
Lymph node status
1 positive node 21 24
2-3 positive nodes 10 25 0.403
4-6 positive nodes 6 12
>7 positive nodes 3 5
Lymph node metastasis rate 100% 100%

The disease progression occurred in 35 of patients with 2 - 3 positive
nodes. The majority of larger lymph nodes involved were observed in 52
patients with T4 stage.

3.3.3. Histopathologic features:
3.3.3.1. Marcoscopic and microscopic classification, degree of
differentation:

Protuberant tumor was the most common type of colorectal cancer,
accounted for 64.2%, Ulcer tumor accounted for 27.4%, Diffuse Infiltration
Diffuse account for 7.5% and Protuberant tumor with ulcer 0.9%;
Microscopic type; adenocarcinoma accounted for 83%, Mucinous
adenocarcinoma account 17%. Degree of differentiation; Moderately
differentiated accounted for 67% and well - differentiated carcinoma
accounted for 27.3% of the population and Poorly differentiated accounted
for 5.7%.




3.3.3.2. Correlation between the depth of invasion and lymph node
metastasis
Correlation between the depth of invasion and lymph node metastasis

patients who treated for 6 cycles, and 8 patients treated by cycles 4 and 5
(7.5%).
Treatment results

Table: Treatment results

Depth of invasion
No. of nodes involved Through Through Invades
muscularis To nearby
. serosa
propria serosa structures
1 positive node 4 20 15 5
2-3 positive nodes 2 15 15 2
4-6 positive nodes 1 7 7 4
>7 positive nodes 1 4 2 2
Total 8 46 39 13
(%) 100 100 100 100
P 0.857

There were 98 patients whose had tumor penetrates to the serosa (T3) and
through the serosa (T4) accounted for 92.5%.
3.3.3.3. Correlation between degree of differentiation and lymph node
metastasis
3.3.4. Colon cancer staging

Correlation between degree of differentiation and lymph node

No. of patients (%)
Treatment results (n=106) 100%
3-year DFS 78 73.6
5-year OS 1 0.9
Death 27 25.5
1% recurrence, metastatic (n=27/106) 25.5%
Locoregional recurrence 5 18.5
Liver 11 40.7
Lung 3 11.1
Abdomen 7 25.9
Bone 1 3.7

metastasis

. Degree of differentiation
No. of nodes involved Poor Moderate High Total
1 positive node 3 30 12 45
2-3 positive nodes 2 24 9 35
4-6 positive nodes 1 12 5 18
>7 positive nodes 0 5 3 8
Total 6 71 29 106
(%) 100 100 100

The group of patients with pathological anatomy of moderate and high
degree of differentiation accounted for 94.3%.
3.2.3 Stage (AJCC 2018)
Stage II1A: 43.4%, Stage I1IB: 36.8%, Stage IIIC: 19.8,
3.4. Treatment results
3.4.1. Treatment methods

Among 106 patients in our study, 50 patients underwent the
surgical resection of the left colon, and 56 patients had their right colon
resected, accounting for 47.1% and 52.9% respectively. There were 98

By the end of the study, 27 cases of recurrence were reported.
The most common site of first recurrence was liver, accounting for 40.7%.
S-year overall survival

o8

5-year 05 =74.5%

Rate (%)

o0

Months

The 5-year overall survival rate of patients with stage 111 was 74.5 %.
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3-year disease-free survival
The disease-free survival after 3 years was 73.6%.

Table: 5-year OS by status of lymph node metastasis

Gastrointestinal toxicity

CYCL | CYCL | CYCL | CYCL | CYCL | CYCL | TOT
E1l E2 E3 E 4 ES5 E6 AL
Toxicities GRAD | GRAD | GRAD | GRAD | GRAD | GRAD |n (%)
DE 1-2 |DE 1-2 |DE 1-2|DE 1-2 | DE 1-2 | DE 1-2
) | o) | ) | ) | B) | (%)
Nausea, 70.8
vomiting 0 56 123 16.7 17.5 18.7
Diarrhea 0 0 0 1.8 0 0 1.8
Stomatitis 0 0 0 0 1.8 0 1.8
Epigastric pain 0 0 0 0 0.9 0 0.9
Peripheral 21.7
neuropathy 0 1.8 2.9 4.5 53 7.2
Hand - food 54.7
syndrome 0 4.3 6.7 10.5 14.3 18.9

Gastrointestinal toxicity was most commonly seen in Grade 1 - 2.
Toxicity on hematopoietic and hepatic and renal systems

No. of nodes Nq. of Survival rate % Aver'age
involved patients 60 months survival p
(months)
1 positive node 45 86.7 61.1
2-3 positive nodes 35 77.1 59.7
4-6 positive nodes 18 55.6 58.5
>7 positive nodes 8 37.5 48.4 0.005

For the 5-year OS, the less the lymph node metastasis, the better the
prognosis was; the difference was found to be statistically significant (p =
0.005).

Table : 3-years DFS by status of lymph node metastasis

No. of Survival Average
No. of nodes involved patients rate % survival P
36 months | (months)
1 positive node 45 82.2 38.7
2-3 positive nodes 35 74.3 36.5
4-6 positive nodes 18 61.1 35.6 0.023
>7 positive nodes 8 50.0 31.5

In the association between DFS after 3 years and lymph node
metastasis, the more lymph node metastasis, the poorer the prognosis. The
difference was found to be statistically significant with p = 0.023.

Unwanted effects

CYCL|CYCL|CYCL|CYCL CYCL|TOT
E1l E2 | E3 | E4 CYCLE 5 E5 | AL
Toxicities GRA | GRA | GRA | GRA | GRA | GRA |GRA |n(%)
DDE | DDE | DDE | DDE | DDE | DDE |DDE
1-2 1-2 1-2 1-2 1-2 3- |12
o) | o) | 0) | () | () | 4%) |(%)
Granulocytope 42.4
nia 0 4.0 |59 7.4 4.7 6.6 | 13.8
Febrile 1.8
neutropenia 0 0 1|0 0 0 1.8 0
Reduced 21.7
hemoglobin 1.1 2.3 3.5 4.3 4.5 0 6.1
Thrombocytop 34.9
enia 0 1.8 4.5 6.3 4.8 4.7 | 12.8
Elevated 17.9
SGOT/SGPT 0 2.8 3.1 3.7 4.1 0 4.2
Elevated urea / 15.1
creatinine 0 2.3 2.4 2.8 3.6 0 4.0

Toxicity on hematopoietic system was mainly in grade 1 or 2; only
13.1% in grade 3 or 4. Toxicity on liver and kidney was mainly in grade 1 or 2,
not in grade 3 or 4.




Chapter 4. DISCUSSION
4.1. Patients characteristics

A total of 106 patients with stage III colon cancer who had undergone
radical surgery were treated with adjuvant chemotherapy using FOLFOX4
regimen at Vietnam National Cancer Hospital from January 2008 to
January 2014.

4.1.1. Age and gender

Colon cancer with lymph node metastasis occurs in all age groups in this
study, the youngest age group is 28 years old, the oldest is 70 years old. The
most common is the group over 45 years old, the average age is 56.25 years
old.

According to SEER 2010, colon cancer are less seen in people under 45
years old, only 2 per 100,000 populations. The incidence is increasing with
20, 55, 150, and 250 cases per 100,000 for ages 45 - 54, 55 - 64, 65 - 74,
and older than 74 years old respectively.

Youth is considered to be a poor prognosis in colon cancer, the younger
the age, the higher the chance of metastasis and relapse. This is clearly
demonstrated in the study of Fancher T (2011).

Colorectal cancer is common in both sexes. In this study, the incidence
of colon cancer in men was higher than that in women (53.8% and 46.2%
respectively). The male - female ratio was 1/1,164.

Similarly with our study, in a study Tran Thang (2012) reported a lower
incidence rate.

Foreign authors: In the study of Andre T (2009), the incidence betwen
two gender was 52.4% in men and 47.6% in women. It is consistent with
the findings of this study.

4.1.2. Tumor location and size

In this study, left sided colon cancer accounted for 47.1% while the
tumor on the right side of colon was 52.9%. 62.3% of the patients whose
tumor was >5cm in advanced stage had a tendency of total circumferential
invasion; 37.7% of the patients had tumor size <5 cm.

In some in-country studies, Nguyen Thi Thu Huong (2011) [101], for
instance, 68.5% of patients was with tumor invaded over the entire
circumferential colon, 26.5% patients was with tumor invaded %
circumferential colon, 5.1% patients was with tumor invaded %
circumferential colon.

Shah A (2016) showed that most common site tumor was the left-sided
colon (46%), followed by the right-sided colon (37%), transverse colon
(18%), sigmoid colon (14%.).

Relationship between the depth of invasions, lymph node metastasis
and degree of differentiation

Correlations between the depth of invasion and lymph node metastasis

The degree of colonic wall invasion is a factor that directly affects the
level of lymph node metastasis; the larger the tumor size, the higher the
rate of lymph node metastasis. In patients with tumor cells invaded into
the muscularis propria layer (T2), the rate of lymph node metastasis was
very low at 7.5%. The rate of tumor invaded the serosa (T3) and through
the serosa (T4) were 43.4% and 49.1% respectively; the difference was
statistically significant (p = 0.0001).

Nguyen Thanh Tam’s study (2010) showed that the lymph node
metastasis status was directly proportional to the depth of tumor inside -
out growth pattern. The rate of lymph node metastasis increased in
proportion to invasive levels; 63.8% of patients with stage T4, followed by
stage T3 and T2 at 27.8% and 16.7%, respectively.

Wolmark N (1986) showed the relationship between the depth of tumor
invasion and lymph node metastasis. When there were more than 4 nodes
involved, the depth of invasion was 2.5 times higher than that of the group
with 1 - 4 lymph nodes. This also means that the mortality rate was 2.5
times higher among patients with more than 4 nodes.

4.1.3. Correlation between degree of differentiation and lymph node
metastasis

The correlation between lymph node metastasis and degree of
differentiation directly affects the free-disease survival time. In this study,
the rate of lymph node metastasis for 1 poorly or moderately differentiated
positive node was 74.3%; that of well- differentiated was 25.7%. The 4 — 6
nodal group which was poorly or moderately differentiated accounted for
72.2%; that of well- differentiated was 27.8%. The same applied for >7
lymph nodes, 62.5% and 37.5% respectively.

In this study, the 5 - year OS rate for patients with 1 positive node was
86.7%, followed by patients with 2 to 3 positive nodes (77.1%), patients
with 4 to 6 positive nodes (55.6%) and those with 7 or more nodes (37.5%).
The difference was statistically significant, p=0.005.

The 5-year OS of patients with stage Illa, IIIb and Illc was 84.8%,
71.8% and 57.1%, respectively (p=0.049). The DFS after 3 years of
patients with stage Illa, IIIb and Illc was ; 89.1%, 69,2% and 47.6%,



respectively (p=0.001). The OS and DFS in different stage were considered
statistically significant difference (p<0.05). Patients with stage IIIA colon
cancer showed better prognosis than those with stage IIB and stage 1IC
disease.

In a study conducted by Gill S (2004) to evaluate the association
between degree of differentiation and the survival time. In patients with 1
to 4 positive nodes, tumors described as well differentiated or poorly
differentiated with 5 — year DFS: T1- T2 (81%), T3 (38%), T4 (23%)
compared to T1- T2 (76%), T3 (62%), T4 (51%). In patients with five or
more nodes: TI1- T2 (42%), T3(22%), T4 (12%) compared to T1- T2
(58%), T3 (39%), T4 (26%).

4.1.4. Colon cancer staging

The disease stage plays a crucial role in the prognosis, determining the
DFS as well as the OS of the patient's survival. 106 colon cancer patients in
this study included 46 patients with stage IIIA (43.4%), 39 patients with
stage I1IB (36.8%) and 21 patients with stage IIIC (19.8%).

Hyeong Joon's study (2011), stage IIIA accounted for 8.7%, stage
IIIB accounted for 72.5% and stage I1IB accounted for 18.8%. The rate of
patients with stage IIIB was higher than that of this study, however, the rate
of patients with stage IIIA and stage [1IB were lower.

4.2. Evaluation of treatment results

4.2.1. Treatment results

The average follow-up time of this study was 59.2 months. Among 106
patients, we conducted follow-up and collected data of 104 patients (97.2%)
until the end of the study; 03 patients lost to follow - up (2.8%) after 30
months as they stopped following up, changed living address and phone
number.

Compared to the average follow-up time of some studies such as Joon J
H. (37 months), Andre T. (37.9 months), Kuebler (42.5 months), Haller
DG. (55 months), our follow-up proportion and time were sufficient to
evaluate the treatment results for the studied patients.

Treatment results after 59.2 months follow-up showed that DFS patients
was 78 accounted for 73.6%, 27 patients relapsed, metastasis accounted for
25.5%, 19 patients died accounting for 14.5 %. Among patients who
experienced recurrence or metastatic progression, liver was the most
common site, accounting for 40.7% of patients with relapsed, metastasis.

According to Andre T., the rate of relapse and metastasis of high-risk
stage II and stage III colon cancer after chemotherapy of FOLFOX regimen
was 21.1%, that of FU/FA protocol was 26.1%. Joon J H studied 82 patients

with stage II and III colon cancer who received FOLFOX4 and FOLFOX6
regimens. The metastatic recurrence was 17.1%, in which liver metastasis
accounted for the majority (21.4%) of the total metastatic relapse cases.

Colon cancer most often spreads to the liver, then to the lungs. This can
be explained by the predominance of the vascular drainage system from the
portal vein to the liver. Most cancer cells follow the portal vein to the liver,
cancer cells will be retained by the liver, and few cancer cells will go to
other organs.

4.2.2. Patients’ survival assessment

4.2.2.1. Overall survival and disease - free survival

In this study, the 5-year OS rate was 74.5%; 12 patients died after 60
months of follow up; the average duration of OS was 59.2 months. The 3 -
year DFS was 73.6%, the average DFS time was 36.9 months.

According to SEER database, based on many study results on colon
cancer published at ASCO 2006, the 5-year OS for all stages of colon
cancer accounted for 65.2%.

In a multicenter study conducted by Andre T (2004), 2246 patients who
had undergone curative resection for stage II or III colon cancer received
adjuvant treatment of FOLFOX4 and FULV (MOSAIC). The three-year
DFS rate was 73.3% and 67.4% respectively (HR=0.80 95% CI, 0.68- 0.93
p=0.003) and the 6 - year OS rate was 72.9% and 68.7% respectively
(HR=0.80 95% CI, 0.65 - 0.93 p=0.023).

4.2.2.2. Survival time by prognostic factors

Survival time by cancer stage

The study results reported the 5-year OS of patients with stage Illa, ITIb
and Illc was 84.8%, 71.8% and 57.1%, respectively, the difference was
statistically significant (p<0.049). The DFS after 3 years of patients with
stage Illa, I1Ib and Illc was 89.1%, 69.2% and 47.6%, respectively, this
was considered statistically significant difference (p<0.001). Patients with
stage IIIA colon cancer showed best prognosis, followed by those with
stage IIB and stage IIC disease.

In the study to assess survival time, Sargent D (2011) pooled the
analysis using data from 12,676 patients with stage III (74%) and stage II
(26%) who had undergone radical surgery and to receive adjuvant
treatment of FU in combination with oxaliplatin or irinotecan from 6 trials
including MOSAIC, X-ACT, PETACC-3, C-06, C-07, C89803. In the
stage 111 patients, 69% and 84% of patient recurrences occurred in the first
3 years (3-year DFS), respectively (compared to the OS with 5-6 years of
follow up 57% and 77% in stage II patients), and median survival



following recurrence in patients with stage III disease was 19 months
(compared to 29 months in stage II patients).

Survival time by the depth of invasions status

In this study, the 5 - year OS rate for patients T2, T3, T4a and T4b
followed by 100%, 86.9%, 73.2% and 50.1%, p=0.112.

The 3 - year DFS rate for patients T2, T3, T4a and T4b followed by
100%, 82.6%, 67.3% and 50.1%, p=0.130.

Survival time by lymph node metastasis status

Lymph node metastasis has been considered as independent
prognostic factor that directly affects the patients’ OS and DFS. The
number of metastatic lymph nodes is inversely proportional to the survival
time.

A National Surgical Adjuvant Breast and Bowel Project (NSABP)
trial on adjuvant treatment after surgery of lymph node metastases from
colon cancer and breast cancer patients in the US revealed that the mortality
rate in patients with more than 4 metastatic lymph nodes was 2 times higher
than that of the patients with only 1- 3 lymph nodes.

In this study, the 5 - year OS rate for patients with 1 positive node was
86.7%, followed by patients with 2 to 3 positive nodes (77.1%), patients
with 4 to 6 positive nodes (55.6%) and those with 7 or more nodes (37.5%).
The difference was statistically significant, p=0.005.

The DFS rate for patients with 1 positive node was 82.2%, followed by
patients with 2 to 3 positive nodes (74.3%), patients with 4 to 6 positive
nodes (61.1%) and those with 7 or more nodes (50%). The difference was
statistically significant, p=0.023.

In a pooled analysis of adjuvant chemotherapy trials for patients
with resected colon cancer stage II and III done by Gill S (2004), the OS
rate for patients with no positive nodes was 81%, followed by patients with
1 to 4 positive nodes (71%) and patients with five or more nodes (44%).
The DFS rate for patients with no positive nodes was 76%, followed by
patients with 1 to 4 positive nodes (65%) and patients with five or more
nodes (40%). These results were consistent to our study.

Survival time by differentiation degree

In our study, the 5 - year OS rate for patients with well-differentiated
disease, moderately - differentiated disease and poorly differentiated
disease was 82.8%, 71.8% and 66.7%, respectively with p = 0.472; the 3-
year DFS rate for patients with well-differentiated disease, moderately -
differentiated disease, and poorly differentiated disease was 75.9%, 73.2%

and 66.7%, respectively with p = 0.892. The difference was not statistically
significant (p = 0.892). The survival decreases as the tumor loses its
differentiation.

Hogan J (2014) divided into 3 levels of tumor cell differentiation i.e.
well-differentiated, moderately - differentiated and poorly differentiated
site. The degree of differentiation is one of the factors affecting OS rate for
patients with colon cancer. Well - differentiated hazard ratio was HR =
0.74 (95% CI, 0.48- 1.14 p = 0.16), moderately - differentiated HR = 1.01
(95% Cl, 0.69- 1.47, p = 0.97), poorly - differentiated HR = 1.43 (95% ClI,
0.80- 2.55 p = 0.23). Thus, patients with less differentiation had the
likelihood of relapse and death 2 times higher than that of the well-
differentiated group, the difference was not statistically significant.

Our study showed that adenocarcinoma accounted for 83% and the
mucinous adenocarcinoma accounted for 17%; the 5-year OS rate of the
adenocarcinoma was 79.5%, and that of the mucinous adenocarcinoma was
50.0% with statistical significance (p = 0.009). The DFS after 3 years of
adenocarcinoma was 78.4% and that of mucinous adenocarcinoma 50.0%,
the difference was not statistically significant (p = 0.013).

The study of Tran Thang (2012) reported that the S-year OS rate of
adenocarcinoma was 74.7%, that of mucinous adenocarcinoma was 64.7%
(p = 0.05), 5 - year DFS of adenocarcinoma was 68.2%, that of mucinous
adenocarcinoma was 59.6% (p = 0.271).

Survival time by CEA concentration

Survival time by preoperative CEA concentration

In this study, preoperative CEA concentration of more than 5 ng/ml and
below 5 ng/ml of patients was 71.4% and 76.1%, respectively. The average
follow-up period was 60 months (p= 0.607).

Li Chu Sun (2009) studied a total of 1367 patients with stage Il and
I colorectal cancer. The number of patients with serum CEA >5 ng/ml
were 634. CEA level was an independent prognostic factor of progression-
free survival. Patients with CEA >5 ng/ml were 2.38 times more likely to
die of cancer than those whose CEA <5 ng/ml (p< 0.001; HR, 3,25 95% CI,
2.42- 4.36) for progression-free survival. Patients with albumin level > 3.5
gm/dl h were 2.38 times more likely to die of cancer than those whose
albumin level <3.5 gm/dl (p=0.011; HR, 1,25 95% CI, 1.09- 1.92). In terms
of cancer stage, patients with UICC stage III/IV were 3.25 times more
likely to die of cancer than those with UICC stage I/Il (P < 0.001; HR,
3.25; 95% CI, 2.42-4.36). UICC stage, serum CEA and serum albumin
levels as predictors of progression-free survival. Regarding overall



survival, patients with serum CEA > 5 ng/ml were 2.28 times more likely
to die of cancer than those whose serum CEA <5 ng/ml (P < 0.001; HR,
2.28; 95% CI, 1.73-3.01) for overall survival. Patients with UICC stage
II/TV were 3.09 times more likely to die of cancer than those with UICC
stage I/II (P < 0.001; HR, 3.09; 95% CI, 2.34-4.07).

In conclusion, CEA concentration and cancer stage are the two factors
affecting patients’ overall survival.

Survival time by postoperative CEA concentration

In this study, preoperative CEA concentration below 5 ng/ml of 93
patients was 75.3%, 13 patients with a postoperative CEA more than 5
ng/ml was 69.2%. The average follow-up period was 59.2 months.

Kwan M Y (2016) evaluated the correlation between preoperative and
postoperative CEA levels and the OS and DFS of colorectal cancer patients.
9,380 CRC patients underwent surgery; CEA levels >6 ng/mL were observed
in 1,242 patients with CRC. High preoperative CEA levels were normalized
in 924 patients within 2 weeks from surgery. However, high CEA levels
were present in 318 patients at 2-week post-surgery, and, of these, 37 patients
had sustained elevated CEA levels at >6 ng/mL until 1 year after surgery;
281 patients with a postoperative CEA<6 ng/mL 1 year after surgery. The
recurrence rate was 64.9% (24/37) and 23.1% (65/281) in groups 1 and 2,
respectively. Twenty-two patients in group 2 (33.8%) had a curative
resection after recurrence compared with no patients in group 1 (p <
0.001). In conclusion, CEA levels were prognostic factors for the 5 — year
overall survival (p < 0.001).

Multivariate analysis of prognostic factors and survival time

There are two prognostic factors. The depth of tumor invasion to the
colonic wall and nearby structures is a highly independent and most reliable
prognostic factor. Besides, lymph node metastasis also plays an important
role, and it is also an independent prognostic factor that affects the survival
time. Thus the depth of tumor invasion and lymph node metastasis are the
two prognostic factors with high predictive value.

4.2.3. Chemotherapy toxicities

In this study, chemotherapy toxicities were observed in 70.8% of the
patients, only 13.1% was reported to be in grade 3 or 4. There was no
chemotherapy-related deaths due to its toxicity.

Gastrointestinal, neurological, and cutaneous toxicities

Vomiting and nausea are two common symptoms in the study, grade 1
or 2 vomiting and nausea accounted for 70.8%. Grade 1 or 2 hand - food
syndrome that accounted for 54.7% only occured in patients who receveid

high dose S5FU regimen; the patient felt more gradually increasing
uncomfortable in cycles 4, 5 and 6. Phlebitis was 21.7% and mainly at
grade 1 or 2 due to side effects of oxaliplatin and fluoracil. Diarrhea
accounted for 1.9%, mainly at grade 1 and that was just transient. Grade 1
or 2 stomatitis and epigastric pain accounted for 1.9% and 0.9%,
respectively. All of these symptoms diminished and disappeared at the end
of treatment.

Toxicity on the digestive system, liver and kidney

Granulocytopenia: in this study, granulocytopenia accounted for 42.4%
including 6.6% grade 3 or 4 granulocytopenia. Most of patients in grade 1
or 2 continued the treatment after 1 week of self - recovery. Patients with
grade 3 or 4 granulocytopenia often took granulocyte colony-stimulating
factor Filgrastim, white blood cells will increase again after 2-3 days. In the
study, fever with neutropenia accounted for 1.8%; Patients had to use drugs
to increase the degree of leukocytosis and broad - spectrum antibiotics
administered via intravenous for 5-7 days. Thrombocytopenia accounted
for 28.2% including 4.7% of grade 3 or 4 thrombocytopenia. Most of
patients in grade 1 or 2 recovered themselves. A small number of patients
who experienced grade 3 or 4 thrombocytopenia had to take platelet
transfusion. Grade 1 or 2 reduced hemoglobin was accounted in 21.7% of
patients, patients usually self-recovered without taking stimulating red
blood cells drugs. 17.9% of the patients experienced grade 1 or 2 elevated
liver enzymes of GOT-GPT; mainly mild, patients self-recovered. Elevated
creatinine and urea levels were rare, mainly mild, grade 1 or 2 elevated
creatinine in this study was accounted for 15.1%.

Study conducted by Andre T (2004) on 1,118 patients with stage II, 111
colon cancer who received adjuvant treatment of FOLFOX4 regimen
reported grade 3 or 4 granulocytopenia (78.9%,), febrile neutropenia
(1.8%), grade 3 or 4 thrombocytopenia (77.4%), vomiting (73.7%), diarrhea
(56.3% including grade 3 or 4 diarrhea of 10.8%).

Tran Nguyen Bao's study on chemotherapy treatment of FOLFOX4
regimen on patients with colon cancer noted some adverse events such as
neurotoxicity 39.2%, vomiting and nausea 34.8%, diarrhea 19.6% (grade 3
diarrthea accounted for 2.2%, no presence of grade 4 diarrhea),
granulocytopenia 23.9% (grade 3 accounted for 2.2%, no presence of grade
4) and thrombocytopenia 4.3%.

CONCLUSION

In this study, 106 patients with stage III colon cancer who had

undergone radical surgery and treated with adjuvant chemotherapy using



FOLFOX4 regimen at Vietnam National Cancer Hospital were recoded
from January 2008 to Decemeb 2009 follow up January 2014. Data were
collected and analyzed for the following results.

1. Treatment results and prognostic factors for FOLFOX4 regimens

- Adjuvant chemotherapy using FOLOFOX4 regimen in patients with
stage III colon cancer improved disease-free survival (DFS). The 3 - year
DFS was 73.6%, the average DFS time was 36.9 months; 5-year overall
survival rate was 74.5% and the average overall survival time was 59.2
months.

- The 5-year OS of patients with stage IIla, IIIb and Illc was 84.8%,
71.8% and 57.1%, respectively (p=0.049). The DFS after 3 years of patients
with stage Illa, IIIb and Illc was 89.1%, 69,2% and 47.6%, respectively
(p=0.001). The OS and DFS in different stage were considered statistically
significant difference (p<0.05). Patients with stage IIIA colon cancer
showed better prognosis than those with stage IIB and stage IIC disease.

- Prognostic factors. Analysis of each individual prognostic factors
showed that disease stage, status of lymph node metastasis, depth of
invasion and type of pathological anatomy had significant effects on the
patients’ survival time. Multivariate analysis revealed the depth of tumor
invasion and status of lymph node metastasis as the two independent
prognostic factors significantly correlated with patient survival, with
pronostic value.

3. Unwanted side effects

The toxicity of FOLFOX-4 chemotherapy was acceptable. Toxicities
were observed in 42.4% of the patients, most common ones was grade 1 or
2, only 13.1% was seen in grade 3 or 4. Severe hematological toxicities
included grade 3 or 4 granulocytopenia (6.6%,), febrile neutropenia (1.8%),
grade 3 or 4 neutropenia (4.7%.). The incidence rates of grade 1 or 2
toxicity of liver and kidney functions were reported to be 19.7% va 15.1%
respectively, patients recovered during the treatment. Gastrointestinal,
neurological, and cutaneous toxicities were mainly mild: vomiting and
nausea 70.8%, peripheral neurotoxicity 21.7%, hand - food syndrome
54.7% . These symptoms gradually decreases at the end of treatment.

RECOMMENDATIONS
The study shows that chemotherapy of FOLFOX4 regimen yielded

encouraging results with high rate of survival and longer survival time, less
toxicity, which further confirmed the role of adjuvant chemotherapy of

FOLFOX4 regimen after colon cancer surgery in Vietnamese patients,
especially on stage III patients who had undergone radical surgery. Through
this study, following recommendations are made :

The FOLFOX4 regimen is indicated for routine treatment for all
patients in stage III whose surgery does not get a minimum of 12 lymph
nodes for examination, toxicities can be acceptable, however, common side
effects such as thrombocytopenia when using oxaliplatin, especially during
the last cycles should be noted.



