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PAT VAN PE
1. Ly do chon dé tai:

Ung thu da day (UTDD) 1a mét trong sd cac bénh ung thu (UT) phd bién &
nhleu nude trén thé gidi ciing nhu ¢ Viét Nam. Theo Co quan Nghién ctru UT Qudc
té IARC (Globocan 2012), day 1a bénh UT thudng gip thr 6 trén thé gidi, tinh theo
gidi bénh dimg hang thir 4 & nam va thtr 6 ¢ nit. UTDD c6 tinh chat ving, phan bd
khong dong déu theo khu vuc dia 1y va thoi gian. Bénh gdm hai loai theo su phat sinh
ctia té bao: UT biéu mé (UTBM) va khong phai UT biéu mo. UTBM 1a loai ac tinh
phd bién nhat, chiém 90% trong s6 cac loai UTDD va dugc nghién ctru nhiéu nhat.

PT 1a phuong phap chu yéu diéu tri UTBM da day. O giai doan sém, UT con
gi6i han tai chd va vung, PT duoc lua chon 1a phuong phap PT triét can. Nhing
trudng hop bénh ¢ giai doan mudn, PT van 1a phuong phap PT co ban. Cac bién
phap hoa tr1 va xa tri dong vai tro bo tro hodc PT triéu chtrng. Chi dinh tuy thudc vao
mirc do xam 1an u, di can hach, giai doan bénh, xép d6 mé bénh hoc ...

D3 c6 nhiéu thanh tiu, tién bo trong chan doan va DT nhung tién luong bénh
chua cai thién nhiéu, két qua song thém thip. Pa s BN duoc phat hién & giai doan
muon, ton thuong da xam l4n, lan rong, nguy co tai phat, di can cao mac du dugc PT
triét can. Viéc nghién ctru tim ra phac d6 hoa chat DT bé tro ¢6 hiéu qua, kéo dai thoi
gian séng thém sau PT triét can dbi v6i nhimg BN nay duogc tién hanh tir 1au. i co
nhiing br?lng chimg 1o rét cho théy héa trj bo tro mang lai loi ich séng thém cho
UTDD. Phac d6 EOX la cong thirc phdi hop cac thuéc méi nhu Oxaliplatin,
Capecitabin dugc thir nghiém REAL-II (2008) chimg minh c6 hiéu qua cao nhat khi
diéu tri UTDD giai doan mudn va da duoc &p dung hoa tri sau PT triét can cho bénh
nhan UTDD tién trién tai chd c6 u xam lan.

Trong diéu kién Viét Nam cac BN cha yéu duoc phat hién ¢ giai doan mudn.
Phan 16n bénh nhan UTDD c¢6 u dd x4m lan thanh mac, ket qua diéu tri Van con
nhitng han ché nhat dinh. Cac nghién ciru dé chi ra cac yéu to tién luong xau do su
xam nhap cta té bao UT vao t6 chirc ké cén cling nhu gieo rac vao 6 bung. Viéc
nghién ctru diéu tri bo tro rat dugc quan tdm. Phac 6 EOX di duoc dua vao diéu tri
thuong quy nhung chua c6 nghién ctru nao danh gia hiéu qua cta phac do ddi véi
nhém bénh nhan ¢6 u xdm lan thanh mac (T4). Chinh vi vay ching toi tién hanh dé
tai “Ddnh gid két qua diéu tri ung thw da day giai doan IIB-1Il (T4, NO-3, M0) bang
héa chdt bé tro EOX sau phd~u thuat tai bénh vién K’

2. Muc tiéu cia dé tai:
1. Nhan xét mot sé dic diém l1am sang, can 1am sang ung thu da day giai doan
11B-111 (T4, NO-3, MO).
2. Panh gia két qua diéu tri ung thu da day giai doan IIB-11I (T4, NO-3, MO)
béng héa chit bd trg EOX sau phau thuat tai Bénh vién K.
3. Nhirng dong gop cia luan an:
- Khang dinh dugc hiéu qua cua phac d6 EOX diéu tri bo tro cho UTDD giai
doan IIB-I1l ¢6 u xdm l4n thanh mac hodc tang lan can, chua di cin xa (T4, NO-3,
MO), la nhom gap voi ty 1€ cao trong hoan canh Viét nam. Phac dd it tac dung phu,
dung nap tot. Thoi gian sdng thém trung binh 1a 50,3 + 2,0 thang Ty 1€ song thém
toan bo 3 nam, 4 nam va 5 ndm tuong tng la 61,8%, 50,7% va 48,1%.
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- Khi u xam 14n tang lan can co6 tién lugng séng thém 5 nam kém hon: T4a la
59,5% va T4b 14 33,5% (p=0,001). Ty 1¢ séng thém 5 nim toan bd nhom chua di cin
hach la 78,0%; di can hach 36,6% (p<0,001). Theo murc d0 di can hach: NO la
78,0%; di can hach N1 1a 44,1%; N2 1a 38,2%; N3 1a 20,8% (p<0,001). Ty 1& song
thém 5 nam giam dan theo giai doan IIB-1IIC: 84,6%, 51,3%, 42,0% va 24,4%
(p<0,001).

- Cac yéu td tién luong c6 y nghia lién quan vé6i thoi gian séng thém: vj tri, hinh
thai ton thu:orng, do biét hoa mod hoc, xam lan cua khéi u, tinh trang va mirc do di can
hach, giai doan bénh. Cac yéu t6 tién luong xau 1a: u & 1/3 trén, thé tham nhiém, do
mo hoc kém biét hoa, xam 14n T4b, d3 di can hach va mac do6 di can, giai doan IIIB
va I11IC. Cac yéu t6 c¢6 ¥ nghia tién luong doc 1ap anh hudng thoi gian sdng thém:
hinh thai dai thé ton thuong, d6 biét hoa mé hoc, tinh trang di can hach va giai doan
bénh.

4. Cau tric cia luin an:

Luan an gom 132 trang, v4i 4 chuong chinh: it van dé 2 trang, Chuong 1
(Tong quan) 33 trang, Chuong 2 (Péi twong va Phuong phap nghién ciru) 16 trang,
Chuong 3 (Két qua nghién ctru) 39 trang, Chuong 4 (Ban luin) 39 trang, Két luan va
Khuyén nghi 3 trang.

Luan 4n c6 48 bang, 15 hinh va 13 bicu do, 139 tai liéu tham khao (32 tai li¢u
tiéng Viét, 107 tai lidu tiéng Anh).

CHUONG 1: TONG QUAN

1.1. Giai phdu, mod hoc da day
1.2. Dich t&, bénh sinh ung thu da day
1.3. Giai phiu bénh va phan loai
1.4. Chan do4n
1.4.1. Tri¢u chirng 1am sang
» Conang

Triéu chimg nghéo nan, khong dic hiéu do d6 d& nham 1an véi cac thay d6i co
nang lanh tinh. Khi cac triéu ching 10 rang thi thuong bénh da ¢ giai doan mudn.

- Nhoém céc triéu chimg sém va khong dac hi¢u: chan an, an khong tiéu, gay
sut, da xanh, mét moi.

- Nhoém céc triéu chung 10 rét: dau bung, khdiu bung, thé trang suy kiét, di can
hach hay tang hodc cac bién chimg nhu thung da day, xuat huyét tiéu hoa.
>  Thuyc thé

- Giai doan sém thuong khong phat hién ra khbi u nguyén phat. Khi bénh tién
trién c6 thé phat hién khéi u tai vi tri da day, c6 thé kém khéi hach thugng vi.

- Giai doan mudn; c6 thé phat hién hach di can xa hoac cac ton thuong tai cac
vi tri di can.
1.4.2. Can lam sang

Noi soi éng mém két hop sinh thiét déng vai trd quan trong trong chan doan
UTDD. Néi soi cho biét vi trf va tinh chat cta khoi u, do chinh xéc >95% véi UT tién
trién. Khi bim sinh thiét qua ndi soi 6-8 manh cho két qua chinh xac >98%.
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Nho céc tién bd trong ndi soi nhu ndi soi phong dai, ndi soi két hgp nhuém mau
chi diém vung bam sinh thiét...cho d6 chinh x4c cao, phat hién cac tén thuong con
rat nho, giup cho chan doan sém UTDD.

1.4.3. Chan do4n giai doan: xép giai doan theo phan loai TNM cuia Hiép hoi ung thu
My (AJCC: American Joint Committee on Cancer) 2010

1.5. Piéu tri

1.5.1. Phau thuit

L& phuong phéap chil yéu diéu tri UTDD. PT triét cin voi nhitng truong hop con
khu tra, giéi han tai ch6 va vung. PT tam thoi, DT triéu ching cho nhimg truong hop
giai doan mudn. PT cit td chuc tai phat hodc khéi di cin don doc cho nhimng truong
hop tai phat tai chd. PT v&i muc dich dy phong ap dung cho nhiing thuong tén tién
UT nhu viém loét, polip da day. Nho phat trién PT cit rong ton thuong, dam bao dién
cat RO va nao vét hach chiang 2 cho két qua song thém ngay cang cai thién.

1.5.2. Hoa tri

UTDD 6 giai doan tién trién tai chd, chua di can hach c6 téi 50% sd bénh nhan
cd nguy co tir vong trong vong 5 nim. Khi ¢6 di cin hach tién lugng cang xau. Vi
vdy, cac nghién ctru hoa tri bo tro dd dugc tién hanh tir 1au. Tir dau nhitng nam 2000,
cac bang chimg cho thdy hiéu qua rd rét cua hoa tri bd tro. Nhiéu nghién citu bo tro
cho cac bénh nhan UTDD bénh tién trién, nguy co cao. Co nhiéu phac do phdi hop
khac nhau, trong do phac d6 EOX dugc dung cho nhimg truong hop giai doan tién
trién, yéu td tién luong x4u dat ty 18 dap tng cao.

1.5.3. Xa tri

1.5.4. Sinh hoc

1.6. C4c hoa chit sir dung trong nghién citu

1.7. Nghién ciru trong va ngoai nuwéc \( dleu tri ung thu da day

1.7.1. Mt s6 nghién ciru trén thé gi¢i vé diéu trj ung thw da day xAm lan

Nho cac bién phap diéu tri PT triét can duoc hoan thién, cac nghién ciru gan day
chu yéu danh gia két qua BT bo trg cho UTDD da PT triét can cling nhu cac yéu t6
lién quan song thém. Dic biét v6i u xdm lan thanh mac cling rat dugc quan tam.
Fukuda (2011) diéu tri bo trg UTDD T4 song thém 5 nam dat 47,6%. Thir nghiém
CLASSIC cua Bang (2012) ching minh vai trd ctia hoa tri bd tro cho UTDD dé phau thuat
triét can. Song thém toan bd 3 ndm ¢ nhom bd tro 14 83% va 78% & nhém PT don thuan.
Pecqueux (2015) phan tich héi ctru 12.883 bénh nhén thiy u T4 co ty 1& cao gieo cay
té bao UT vao khoang mang bung rat cao.

1.7.2. Mt s6 nghién ciru diéu trj ung thw da day tai Viét Nam gan day

Diéu tri UTDD tai Viét Nam da ap dung PT triét can két hop vét hach chang 2
ctia Nhat Ban cho két qua kha quan. Cai thién thoi gian song thém, ty 18 tai bién, bién
chtng thap. Cac nghién ciru BT PT gan day cua Trinh ang Son (2001), L& Nguyén
Ngoc (2004), Nguyen Xuan Kién (2005) cho thdy cac tién bo cua PT dd duogc ap
dung va cai thién song thém cho bénh nhan. Trinh Hong Son (2001) so sanh thay PT
khong triét dé c6 thoi gian song thém khong cé su khac biét gifta cac nhém nao vét
hach. Trong khi & nhom diéu tri triét dé D1: 27 thang, D2: 32,45 thang va D3: 41,40
thang. Nguyén Xuédn Kién (2005) dat ty 1¢ séng thém 5 nam 29,2% trong d6 nhimng
truong hop UTDD sém dat 79,5%.
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DT hoa chét trong UTDD tai Viét Nam ciing d3 dugc ap dung rong rai. Céc
phac d6 da dang tir DT tam thoi don chéat 5-FU cho t6i cac phac @6 phdi hop va gan
day chuyen sang DT bd tro thuong quy bang cac phac dd cap nhat. Nghién ctru cua
Nguyén Ba Puc (2001) BT bao gom ca bd trg va triéu chimg phac dd ELF va FAM tai
Bénh Vién K. Vi Hong Thang (2006) diéu tri bd tro 45 bénh nhan UTDD tai Bénh
vién K bang phac dd ELF. Séng thém 3 nim toan bo dat 63,4% va séng thém khong
bénh 123 63,2%. Nguyen Lam Hoa (2008) danh gia hiéu qua diéu tri hoa chét b trg
cho bénh UTDD bang 5-FU, FUFA, ELF cho thay ty 1¢ séng thém 5 nim cao hon &
nhom diéu trj bo trg. Vii Hai (2009) nghién ctru nhém 504 bénh nhan UTDD c6 458
duoc phau thuat don thuan va 46 bénh nhan duogc héa tri bd tro phac dd ELF. Séng 3
nam toan bd nhoém hoa tri bd trg tét hon so véi nhom phau thuat don thuan (65,2% so
v6i 47,7%). Trinh Thi Hoa (2009) DT bd tro UTDD bang phac d6 ECX cho ty 1&
song thém toan bo sau 1 nam 1a 98%, 3 nam 1a 81,8%. Lé Thanh Trung (2011) BT
b6 trg UTDD c6 di can hach bang phac 6 EOX. Ty 1¢ song con toan bo 1 nim
va 2 nam twong ung 1a 98,6% va 90,6%. Séng thém trung binh 35,2 thang. TO
Nhu Hanh (2012) danh gia két qua hoa tri EOX cho 68 bénh nhan UTDD khéng con kha
ning phau thuat triét cin tai Bénh vién K cho dap tmg toan bd dat 52,9%, chi c6 14,7% BN
bénh tién trién, thoi gian séng trung binh 7,67 thang. Pang Hoang An (2015) BT UTDD
giai doan ITA-IIIB phu thuét cat da day kém vét hach D1 hodc D2 b6 trg bang hoa -
xa tri va hoa chét phac d6 EOX. Song thém trung binh 34 + 6,26 thang.

Ciing nhu phan 16n cac nghién ctru trén thé gidi thi hién tai Viét Nam ciing chua
c6 phac d6 chuian muc nao cho két qua vuot troi khi BT cho nhém bénh nhan UTDD
xam lan. Viéc lua chon phac d6 cha yéu dua vao cac khuyén céo diéu tri cia NCCN
va ESMO cung véi tinh trang thuc té ctia bénh nhan khi DT ma lya chon phac dd
phéi hop hai thudc hay ba thudc cho phi hop.

CHUONG 2: POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
Gom 152 truong hop bénh nhan dugce chan doan xac dinh 13 UTDD giai doan
11B-111 (T4, NO-3, M0), dugc diéu trj bo trg phac dd6 EOX sau phiu thudt triét cin tai
Bénh vién K tir 1/2009 dén 12/2011 véi cac tiéu chuén sau:
2.1.1. Tiéu chuin Ira chon bénh nhén:
- Bénh nhan dugc chan doan xac dinh 1a UTDD c¢6 u xam 14n t&i thanh mac hodc ciu
tric lan can, chua di can xa (T4, NO-3, MO0).
- Mo bénh hoc loai ung thu biéu mo.
- Thé trang chung con tét: chi s6 toan trang tir 0-2 theo thang diém ECOG.
- Puoc diéu tri PT cit DD triét cin, vét hach D2 theo phuong phap cua Nhat Ban.
- Piéu trj hoa chat phac d6 EOX du 6 chu ky.
- Khong c¢6 bénh kém theo chong chi dinh diéu tri hoa chat.
- C6 ho so luu triv day du.
- CO thong tin vé tinh trang bénh sau diéu tri qua cac 1an kham lai va/hodc thong tin tir
thu tra 101 dugc giri cho bénh nhan va gia dinh, hodc di¢n thoai.
2.1.2. Tiéu chuin loai trir bénh nhén:
- Thé trang yéu, khong con chi dinh diéu trj hoa chat hodc do c6 bénh phéi hop.
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Nhiing trudng hop bénh nhan bo do, khong du lidu trinh diéu tri.
Di dugce hoéa tri trude md hodc phiu thuat khéng dam bao triét can.
Nhirng truong hop bénh ¢o6 di can xa.

Hb so khong day du, that lac thong tin.

2.2. Phwong phap nghién ctru:

2.2.1. Thiét ké nghién ctru:

Phuong phéap nghién ctru 14 nghién ctru can thiép 1am sang khong ddi ching

. X . , > PQ-P)
C& mau tinh theo cong thirc: n= 2 0o 47

2.2.2. N¢i dung nghién ciru

>

+ + +

+ + + + + + +

Pic diém 1am sang
Tuoi va gioi.
Thoi gian mac: thoi gian tir khi 6 triéu chimg cho dén khi kham phat hién bénh.
Céc triéu co niang khi vao vién: dau bung - thuong vi, nudt nghen, chan an day
bung, ¢ hoi - ¢ chua, ndn, XUt huyét tiéu hoa...
Pic diém ton thuwong
Vi tri ton thuong: dugc danh gid va mo ta cua phau thuat vién. Sip xép theo
timg vi tri cu thé ctia da day va theo 1/3 phan da day: 1/3 trén, gitra va dudi.
Hinh thai ton thuong dai thé: thé loét, thé sui, thé thim nhiém lan toa, 10ét - sUi,
loét - thAm nhiém.
Thé mé bénh hoc: xép loai dua trén bang phan loai cia WHO nam 2010.
Xép do biét hoa mo hoc: biét hoa cao, biét hoa vira, biét hoa thép.
Cac xét nghiém chan doan hinh anh gitip chan doan xéac dinh va danh gia muc
d6 xam lan ctia ton thuong nguyén phat.
Xép loai TNM, giai doan theo AJCC 2010.
Pénh gi4 tinh trang, mac d6 di can hach va sy lién quan ctia cac yéu to.
Panh gia két qua diéu tri
Phéc d6 va liéu dicu trj hoa chat.
Panh gia mot s tac dung khong mong mudn cua hoa tri:
Panh gia doc tinh cta phac dd trén huyét hoc.
Panh gia doc tinh cta phac d trén chirc ning gan - than.
Mot sb tac dung phu trén lam sang: chan an, budn nén va nén, tiéu chay, hoi
ching ban tay - ban chan, anh hudng than kinh ngoai vi.
Danh gia két qua song thém toan bo va séng thém khong bénh.
Phan tich sdng thém toan bd theo cac yéu to:
Sbng thém lién quan tudi, gidi.
Sbng thém lién quan vj tri, kich thudc u.
Séng thém lién quan hinh thai ton thuong.
Sbng thém lién quan thé mo bénh hoc.
Sbng thém lién quan véi mirc do xam lan u.
Sbng thém lién quan tinh trang di can hach, mirc d6 di can hach.
Sbng thém lién quan giai doan bénh.

2.2.4. Céch thire tién hanh

Thong tin ctia BN dugc thu thap va ghi nhan theo mau bénh 4n nghién ciu.



- Sir dung tu liéu trong ho so bénh an, phong van BN thu thap céac thong tin: tudi,
gio1, ly do vao vién, thoi gian xut hién bénh, cac tri¢u ching khi vao vién.
- Truec tiép kham danh gia ghi nhén tinh trang BN, cac tén thuong trén 1am sang.
- Tién hanh thuc hién va ghi nhan céc xét nghiém can 1am sang trudc diéu tri.
- Ghi nhan c4c danh gia cua phau thuat vién: mé ta vi tri, kich thudc, mirc 46 xAm
14n va hinh thai ton thuong dai thé trong phau thuit.
- Thé m6 bénh hoc va do biét hoa sau phau thuat.
- Diéu tri hoa chit phac d6 EOX.
- Danh gia doc tinh cta phac dd hoa chat qua cac dot diéu tri: dva trén tiéu chuan
phan do doc tinh thude chéng ung thu ctia TO chire Y té thé gigi (WHO).
Panh gia doc tinh ctia phac db trén huyet hoc, chlrc nang gan - than: dua trén xét
nghlem cong thirc mau, sinh hoa sau mdi dot diéu tri.
Budn non: ghi nhan, danh gia mirc d6 budn non.
Non: nhan dinh s6 1an non trong timg ngdy truyén.
Tiéu chay: s6 1an di ngoai, cac du hiéu di kém, mat nude, co rit.
Nhiém tring: c6 sét khong, loét hong miéng khong, nhiém tring thuong kém
theo giam bach cau hat c¢6 sbt phai diéu tri khang sinh.
Hoi chiing ban tay - ban chan: danh gia doc tinh cling nhu mirc ¢ anh hudng tdi
chtrc nang sinh hoat ctia bénh nhan.
+ Anh huéng than kinh ngoai vi.
+ Anh huong cia doc tinh va céac tac dung phu téi liéu trinh diéu trj hoa chéat.
- Theo ddi bénh nhan sau diéu tri:
+ Dua vao két qua kham lam sang va xét nghiém can 1am sang qua céac lan kham
lai dinh ky, danh gié tinh trang tai phat di can.
+ Nhimg truong hop khong dén kham lai: thu thap thong tin qua lién lac dién thoai
v&i bénh nhan hoac nguodi nha bénh nhan.
2.2.5. Quy trinh diéu tri
- Cac bénh nhan duoc phiu thuat triét cin cat da day két hop nao vét hach D2
theo quy chuan cia phuong phap Nhat Ban.
- Bénh nhan hau phiu 6n dinh sau 3-4 tuan chuyén diéu tri bo tro phac 46 EOX.

Phéc do EOX: Epirubicin 50 mg/m’ da, truyén tinh mach ngay 1
Oxaliplatin 130 mg/m? da, truyén tinh mach ngay 1
Xeloda (Capecitabine) 1000mg/m? da, udng 2 lan/ngay tir ngay 1-21
Chu ky 21 ngay x 6 chu ky.
- Liéu luong thudc dugc tinh va thay doi theo dién tich da co thé.
- Tét ca cic bénh nhan duoc diéu tri du lidu theo phac dd (>85% liéu hoa chat).
Liéu trinh dicu tri:
+ Trudc khi truyén héa chat bénh nhan dugc tiém tinh mach thubc chéng non
Ondansetron 8mg va Dexamethasone 4mg.
+ Epirubicin pha trong 250 ml glucose 5% truyén tinh mach téc d6 40 giot/phut.
Tiép theo dung Oxaliplatin pha v6i 250 ml glucose 5% truyén tinh mach toc do
40 giot/phut.
+ Két thic truyén hoa chat BN dugc trang tinh mach bang 100ml NaCl 0,9% va
tiém tinh mach 1 dng Ondansetron 8mg.

+ + + + 4

+
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+ Xeloda (capecitabine) dang vién (500 mg/vién) chia lam 2 liéu ubng budi sang va
t6i hang ngay tir ngay dau tién truyén hoa chit va duogc kéo dai trong 21 ngay.
BN dugc danh gia tong thé trudc mdi dot hoa tri: 1am sang, xet nghiém huyét
hoc, chtc niang gan, than... xac dinh dung nap dé diéu chinh liéu thudc phu hop.
Sau 3 chu ky, bénh nhan duogc tién hanh kham kiém tra trén 1am sang, can lam
sang. Néu bénh 6n dinh s& diéu trj tiép 3 dot. Néu bénh tién trién, bénh nhan
duoc chuyén phac dd khac hodc diéu trj triéu ching.

Xt tri cac doc tinh do hoa chét trong qua trinh diéu tri:

Néu sb luong BC <3 x 101 va/hoic BC hat <1,5 x 10%I, hodn diéu tri hoa chat
va tiém thudc kich thich nang bach cau hodc cho cho téi khi sd lugng bach cau
>3 x 10%1 va bach cau hat >1,5 x 10%1 méi tiép tuc diéu tri.

Truong hop bénh nhan c6 sét do ha BC s& duoc diéu tri khang sinh va thudc
kich thich nang bach cau.

Néu huyét sic té <90g/I s& tri hodn diéu tri, tiém thudc kich thich tao hong cau
hodc truyén khdi hong cau téi khi huyét sac tb >100g/1. Tiéu cau <80 x 101 s&
truyén khéi tiéu cau toi khi sb luong tiéu cau >100 x 10%/1 sé tiép tuc diéu tri.
Néu chi sb chire nang gan - than >2.5 lan binh thuong, diéu tri ndi khoa cho téi
khi cac chi s6 nay <2,5 mirc binh thuong méi tiép tuc diéu tri hoa chat.

Truong hop xuat hién hoi ching ban tay - ban chan mirc do nang (46 4) hoic ¢o
tiéu chay can nging hoa chat va diéu tri cho t&i khi phuc hoi va tiy thudc muc
d6 c6 thé diéu chinh liéu Xeloda.

Truong hop xudt hién doc tinh than kinh ngoai vi mtrc d6 nang anh hudng chirc
nang, sinh hoat can nging diéu trj va diéu chinh liéu Oxaliplatin.

2.2.6. Cac tiéu chuan danh gia

Danh gid TNM, giai doan bénh theo AJCC 2010.
Panh gia thoi gian séng thém:

+ Thoi diém bat dau chon BN vao nghién ciru: tir ngay bat dau tién hanh diéu tri.
Thong tin vé tinh trang bénh nhéan sau diéu tri thu thap qua nhitng lan kham lai
hodc qua dién thoai.

+ Thoi diém két thuc nghién ctru (ngay rut khoi nghién ctru):

* Ngay chét hodc ngay xuat hién tai phat, di can do UT trudc thoi diém két
thac nghién ctru quy udc.

* Ngay mat theo ddi: ngay kham bénh cudi cung con séng, khong co biéu hién
tai phat di can, sau d6 khong c6 thong tin nao khac (sy kién mat theo ddi
nay xay ra trude thoi diém két thic nghién ciru quy wdc).

* Bi kiém duyét: do hét thoi gian nghién ctu.

+ Tai phat sau diéu tri: duoc xac dinh khi ton thuong xuét hién tai chd tai ving >6
thang sau diéu tri. Chan doan tai phat qua kham 1am sang, chan doan hinh anh,
x€t nghi¢m té bao va MBH (néu c6 thé thuc hién duoc).

+ Di cin sau diéu tri: chan doan di can dya vao kham LS, chan doan hinh anh, xét
nghiém té bao va MBH (néu c6 thé thuc hién dugc).

+ Nhiing trudng hop khong kham lai dya trén chan doan cua y té co so thoi diém
xudt hién tai phat, di can.



+

+

Thoi gian séng thém: 14 khoang thoi gian gitra thoi diém bat dau vao nghién ciru
va thoi diém két thic (rat khoi) nghién ciru.

Tinh trang ngudi bénh: séng hay chét; séng khoé¢ manh hay tai phat - di can.

Su kién nghién ctru 1a su kién chét ddi vai cac tinh toan séng thém toan bo va su
kién tién trién, tai phat - di can.

Thoi gian séng thém toan bd: tinh tir thoi diém bat dau can thiép diéu tri dén khi
bénh nhan tir vong hodc c6 thong tin cudi cing.

Thoi gian song thém khong bénh: tinh tir khi bat dau diéu tri dén khi bénh co
dau hiéu tai phat, di can trén 1am sang, chan doan hinh anh va chi diém u.

Panh gia thé trang bénh nhan theo thang ciia T6 chic Y té Thé giéi ECOG
Performance Status (PS).

Phan d6 doc tinh dya vao tiéu chuan cta to chire Y té thé gigi (WHO).

2.3. XU LY SO LIEU

Cac thong tin dugc ma hoa va xir Iy bang phan mém SPSS 16.0

Cac thuat toan thong ké: mo ta, kiém dinh so sanh

Udc luong thoi gian séng thém: str dung phuong phap udc lugng thoi gian theo
su kién cia Kaplan - Meier dé udc tinh thoi gian séng thém.

CHUONG 3: KET QUA NGHIEN CUU

3.1. bac (;liém lAm sang, can lam sang
3.2.1. Tuoi va gidi:

Tudi trung binh la 53,3 £9,7. Thép qhét la 27, cao nhét la 74. ‘
Nhom tuoi thuong gap tir 50-59 chiém ty 1€ cao nhat (48,0%). Nghién ctru gom
152 bénh nhan, 115 nam (75,6%) va 37 nir (24,4%); ty 1€ nam/nir: 115/37 =3,1/1

Bdng 3.1: Vj tri tén thwong

Vi tri khdi u S6 BN Ty 18 %
Tam vi - phinh vi 5 3,3
Than vi 5 3,3
Bo& cong nhd 33 21,7
Bo cong 16n 4 2,6
Hang vi - mon vi 103 67,8
Tham nhiém toan bo da day 2 1,3

Téng so 152 100

Theo phén chia 1/3  1/3 trén 10 6,6
1/3 gitra 37 24,3

1/3 dudi 103 67,8

Tham nhiém toan bo da day 2 1,3

Téong so 152 100
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Bdng 3.2: Hinh thai ton thiwong

Tinh chat dai thé S6 BN Ty 18 %
Loét 54 35,5
Sui 6 3,9
Tham nhiém 5 3,3
Loét - sui 67 44,1
Loét - tham nhiém 20 13,2
Téng sé 152 100
Bdang 3.3: Péc diém md bénh hec
Pic diém S6 BN Ty 18 %
UTBM tuyén 115 75,7
- Biét hoa cao 7 4.6
- Biét hoa vira 49 32,3
- Biét hoa thap 59 38,8
UTBM té bao nhin 37 243
Téng sé 152 100

Bdng 3.4: Phan bé bénh nhan theo mike dé xam ldn u va di can hach

Mirc dd ton Dj xim lin u
thwong T4a T4b Tong s6 %
BN % BN %
Di can hach
NO 34 22,4 9 5,9 43 28,3
N1 30 19,7 23 15,1 53 34,9
N2 15 9,9 17 11,2 32 21,0
N3 10 6,6 14 9,2 24 15,8
Téong so 89 58,6 63 41,4 152 100
v?=12,159 p=0,007
Bdng 3.5: Lién quan vj tri u véi di can hach
Chua di can Di can hach
Vitriu hach Téng 50 %
BN % BN %
1/3 trén 3 30,0 7 70,0 10 100
1/3 gitra 11 29,7 26 70,3 37 100
1/3 dudi 29 28,2 74 71,8 103 100
Tham nhiém 0 0 2 100 2 100
toan bo da day
Téng sé 43 283 | 109 | 717 152 100
v2=0,842 p=0,839
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Bdng 3.6: Lién quan kich thwoc U Voi di can hach

Kich thuée ton | Chua di cin Di can hach
thuwong hach Tong s6 %

BN % BN %
u <3cm 8 47,1 9 52,9 17 100
u >3-<5cm 19 45,2 23 54,8 42 100
u =5-<7cm 15 20,3 59 79,7 74 100
u=>7cm 1 5,3 18 94,7 19 100
Téng so 43 283 | 109 | 71,7 152 100

v?=16,211 p=0,001

3.2. Piéu tri

3.2.1. Piéu trj hoa chat - doc tinh phac do
Bdng 3.7: Pgc tinh chung trén huyét hoc qua 6 chu ky diéu tri

Ciic chi sb ‘ D’@ 1 ‘ D’@ 2 ‘ D(;) 3-4 ‘ T(X)I}g s0
Tanso | % |Tanso| % |Tanso| % Tanso | %
Huyétsictd 324 355 141 154 14 1,5 479 524
Bach ciu 184 202 50 5,5 13 1,4 247 271
BC hat 204 224 157 172 126 138 487 533
Tiéu cau 21 2,3 1 0,1 2 0,2 24 2,6

Bdng 3.8: Pgc tinh chung trén chirc nang gan - thdn qua 6 chu ky

Cic chi s bo 1 bj 2 Do 3 Tong sb
ac chi 5o TAan s6 % Tan s6 % Tan s6 % Tan s6 %
SGOT 84 9,2 14 1,5 3 0,3 101 11,0
SGPT 61 6,7 13 1,4 3 0,3 77 8.4
Uré 19 2,0 4 0,4 0 0 23 25
Creatinine 16 1,7 2 0,2 0 0 18 1,9
Bdng 3.9: Cac tac dung phu trén 1am sang chung qua 6 chu ky diéu tri
. Py 1 Pj 2 D) 3-4 Tong sb
Cac chiso Tan s % Tan s6 % Tan s % Tan s %0
Buon ndn 187 205 91 98 34 37 312 342
Non 112 123 65 7.1 6 06 183 201
Ti€u chay 67 7.3 39 4,3 18 1,9 124 13,6
Hicbantay- = 4.0 148 56 61 @ 14 15 205 @ 225
chan
TKngoaivi 192 210 115 @ 126 @ 16 17 323 | 354
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Bdng 3.10: Anh hweéng ciia déc tinh Ién qud trinh diéu tri

DPotl | Dot2 | Dot3 | Botd | Dot5 | Dot 6
80 lan dirng diéu tri
Do ha huyét sac to 14 11 8 3 4 2
Do ha tiéu cau 0 1 0 0 1 1
Dp ha bach cau 3 5 7 4 2 0
Sot ha bach cau 0 0 1 0 0 0
Do tang men gan 1 2 7 4 4 1
S6 ngay ding djiegu,tr.i
Do ha huyét sac to 4 4 3 2 1 1
Do ha tiu cau 0 1 0 0 1 6
Dp ha bach cau 2 2 3 1 1 0
Sot ha bach cau 0 0 3 0 0 0
Do tdng men gan 6 7 7 6 6 6
3.2.3. Két qua diéu tri
3.2.3.1. Thoi gian song thém
Bdng 3.11: Séng thém toan bé theo nim
Song thém theo Kaplan - Meier 3 nam 4 nam 5 nam
S6 tir vong tich liy 58 74 77
Ty 1& song thém tich liy (%) 61,8 50,7 48,1
N e A 3 + A
Thot gian song trung binh + do 503420

léch chuén (thang)

So6ng thém toan bd

—I1Survival Function

1.0
L-l_ — Censared

0.8 L

067

TVI1E %

0.4

0.2

0.0

T
400 60.0

Thei gian (thang)
Biéu @6 3.1: Séng thém toan bé




13

Bdng 3.12: Séng thém khdng bénh theo néim

Song thém theo Kaplan - Meier 3 ndm 4 nam 5 nam
SO tai phat tich liy 70 76 82
Ty 1€ song thém tich luy (%) 53,9 49,8 42,9
Thoi gian songxtrung,bmh + d6 I¢ch 46,2 + 2.2
chuan (thang)
Séng thém khéng bénh
101 : 1 Survival Function
‘L_L —+—Censared
05 "_‘-.I_hl—‘h
W
< 057 1‘—|_
@ '
. "
Thei gian (thang)
Biéu dd 3.2: Thoi gian séng thém khdng bénh
3.2.3.1. Cdc yéu té lién quan thoi gian séng thém
Bdng 3.13: Song thém toan bg theo vi tri u
Vitriu So BN Tiévong | 5nam (%) x2-p
1/3 trén 10 8 30,0 v2 =7,949
1/3 gitia 37 18 50,3 p =0,047
1/3 dudi 103 49 50,7
Tham nhiém toan bo 2 2 0
Séng thém lién quan vi tri u
] U /3 trén
—J 13 gidra
. 173 d_u”é‘i
__—~ Tham niém toan
Abé

Thei gian (thang)

Biéu dd 3.3: S6ng thém toan b theo vi tri u
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Bdng 3.14: Song thém toan bé theo hinh thai tén thwong dai thé

Hinh thai ton thwong S6 BN Tw vong | Snam (%) x%-p
Sui 6 1 83,3
Loét 54 21 58,2 v2=12,049
Loét - Sui 67 37 414 p =0,017
Tham nhiém 5 3 40,0
Loét - ThAm nhiém 20 15 29,2
s6ng thém theo hinh thai ton thwong
b T 1 - I 1Laet l
s
0.8 ILL L'-‘ L_| L L . o ;I.l'Elaerrr; —4
o~ | —Laet-
oy Lot -
L 0] k_ﬁllﬁ—‘ T i PP — F.Ihhalng
E‘DA— T -H“‘L+ A

0.2

0.0

T T T T T
0.0 200 40.0 G0.0 0.0

Théi gian (thang)
Bi¢u d6 3.4: Song thém toan bd theo hinh thai ton thwong dai thé
Bdng 3.15: Séng thém toan bé theo d biét hda md hec

Loai mo hgc S6 BN T vong | S nam (%) x2-p
UTBM biét hoa cao 7 1 85,7 1%=11,661
UTBM biét hoa vira 49 18 59,8
UTBM kém biét hoa 59 38 35,8 p =0,0009

UTBM TB nhan 37 20 45,2

S6ng thém lién quan mo6 hoc
1.0
= { —BH cao
L 4 + o+ o+ TBHvaa

0.5+ _—L 1 1BH thép .
L 1 FTUTEM ché nhay
. -"_ Tt e
0.6 | bt o

by +

0.4 h

TVIE %

0.2

0.0

T T T T T
0.0 200 40.0 60.0 800

Thei gian (thang)

Biéu do 3.5: Song thém toan bd theo dd biét hoa md hoc
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Bdng 3.16: Séng thém toan bé theo xam lan u

Xam lan u S6 BN Twvong | Snam (%) Y2-p
T4a 89 36 59,5 %2=9,657
T4b 63 41 33,5 p=0,002

soéng thém theo xam lan u
: . L, T4
| S
0.6 | | A_lw_“"‘—*—‘—L
32 L A
> g

0.2

0.09

|
400

60.0

Théi gian (thang)

Biéu dd 3.6: S6ng thém toan b theo xam Ian u

Bdng 3.17: Séng thém toan bé theo tinh trang di cin hach

Di cin hach S6 BN Tirvong | S5nim (%) | y2-p
Chua di can hach 43 9 78,0 x?=19,985
C6 di can hach 109 68 36,6 p=0,000

so6ng thém va di can hach
" h — i cdn hac
_I ;_I_L‘* ! gglij?n:dalrl; han?H o
0.8 -L-t——H-O—O——O——H—ﬁ-
82 0.6
E‘M— .;h‘ H

T T

T
200 400

Théi gian (thang)
Biéu d6 3.7: Song thém toan b theo tinh trang di ciin hach
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Bdng 3.18: Séng thém toan bé theo mirc dé di cin hach
Mirc do di can hach So BN Tw vong | Snam (%) x2- P
NO 43 9 78,0 v%=24,907
N1 53 30 44,1 p=0,000
N2 32 19 38,2
N3 24 19 20,8
S6ng thém lién quan mirc do di can hach
1.0 D
N
0.5 N2
’ —IN3
= MNO-censored
—M1-censored
o 061 MZ2-censored
;_ —+MN3-censored
32‘0.4-
0.0 200 Thi gian (thang) 600 80.0
Biéu do 3.8: S(An}g thém toan bo theo mirc do di can hach
Bdng 3.19: Song thém toan bg theo giai dogn bénh
Giai doan So BN T vong 5 nam (%) x2-p
1B 34 5 84,6 v%=23,857
1A 30 15 51,3 p=0,000
1B 47 27 42,0
IiC 41 30 244

0.8

0.6

Ty 16 %

0.4+

0.2+

0.0

Song thém lién quan giai doan bénh

o

—IB
A
B
Mc
—+IlIB-censored
—IllA-censored
llB-censored
t=1IC-censored

0o

T
200

T
400

Théi gian (thang)

Biéu d6 3.9: Song thém toan b theo giai doan bénh
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Bdng 3.20: CAc bién cd gia tri duw bdo nguy co tir vong theo phdn tich da bién

£ LA Ty suat chénh | DJ tin cay (95%
Yéu to y (OR) Clgl P
Tén thuwong dai thé 1,289 1,104-1,504 0,001
Biét hoa md hoc 1,460 1,111-1,918 0,007
Di can hach 3,004 1,331-6,962 0,008
Giai doan bénh 1,365 1,033-1,803 0,029
CHUONG 4: BAN LUAN

4.1. Pic diém 1am sang, cin lAm sang
4.1.1. Tudi va giéi

Tudi méc trung binh 53,3 £ 9,7; thép nhét 1a 27, cao nhat 71. Ty 1€ mic bénh
theo tudi ting dan tir thap dén cao, nhom 51-60 ¢ ty 1é mac cao nhat 1 48,0%. SO
lugng bénh nhan nam: 115 (75,6%), nit: 37 (24,4%). Ty 18 nam/nir 1a 3,1/1. Két qua
nay phu hop véi hau hét cac nghién ctru tai Viét Nam véi do tudi mac trung binh vao
khoang 50 tudi trong d6 nhom tudi 50-60 chiém ty 1& cao nhat. C6 sy khac biét trong
cac nghién ctru vé ty 18 nhung diém chung 1a nam mac nhiéu hon nit.

Nghién ctru tai cac nudc phat trién cho thiy tudi méc trung binh cao hon nhu
Cunningham (2006) gap tudi mac trung binh 13 62, ty 18 nam/nit 1a 3,7/1. Nghién ctru
REAL-2 (2009) cho thdy tudi mic trung binh 1a 63, ty 1& nam/nir 13 4,1/1. Tai Hoa
Ky, theo thong ké trong thoi gian 1992-1999 thay tudi mac bénh va ty 1é gidi ciing
tuong tu khu vue Chau A, tuy nhién ty 1é mac bénh thap hon.

4.1.3. Pic diém ton thwong
4.1.3.1. Vitriu

Vi tri ton thuong hay gip nhét 12 hang - mén vi, chiém 67,8%. Tiép theo 1a bo
cong nho (21,7%). Cac vi tri khac déu it gap: tam - phinh vi 5 truong hop, than vi 5,
bo cong 16n 4. Chi gip 2 trudng hop thAm nhiém toan bo DD.

Theo cac nghién ciru thi vi tri ton thuong co sy khac biét gitra cac khu vuc trén
thé gidi. Cac nude Au - My thuong gap ¢ vung tam vi va vi tri tiép ndi thuc quan - da
day trong khi cac nuéc ving Chau A gap chu yéu tén thuong ving hang - mén vi.
Céc nghién clru tai Viét Nam ciing cho két qua tuong tu nghién ctru ciia chung t6i.

Bang (2010) nghién ctru trén nhom BN UTDD tai Chau A ciing gip chii yéu vi
tri viing hang - mén vi voi 52%. Tam vi gdp rét it khoang 3%. Sasako (2008) nghién
ctru 523 bénh nhan UTDD tai Nhat Ban gip ton thuong vi tri 1/3 dudi 42,3%, 1/3
giita 39,6% va 1/3 trén it gip nhat 18,1%. Barreto (2014) trong nhom 99 bénh nhan
UTDD tai An D cling chi gap 17% & vung tam vi.
4.1.3.2. Hinh thai va kich thuéc ton thuong

T6n thuong dai thé dang loét - sui chiém phéan 16n v&i 44,1%. Thé loét chiém
35,5%. Thé loét - tham nhiém 1a 13,2%. Thé sui va thé tham nhiém it gip hon ca. Két
qua nay ciing gan tuong dong véi cac nghién ctru trong nude khac.

Kich thudc ton thuwong u trung binh 13 5cm, 16n nhét ¢6 truong hop 10cm. U 5-
<7cm chiém phan 16n sé truong hop (48,7%). Nhom u >3-<5 cm ciing thuong gip
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v6i 27,6%. Bui Anh Tuyét (2003) danh gia kich thudc ton thuong & tat ca cac giai
doan thay u 3-<5 cm 1a cha yéu vé6i 48,9%. Nhom u 5-<7 cm dtng thir 2 véi 16,7%.
Nguyén Xuan Kién (2005) gip chu yéu u >2-5cm 46,6%, tiép d6 nhom >5-8cm la
31,9%. Su khac biét nay c6 1& do cac BN trong nghién ctru cia ching t6i chii yéu
phat hi€én muon, u xam l4n sau t&i thanh mac do d6 kich thuée ton thuong 16m hon.
4.1.3.3. M6 bénh hoc

Phan do biét hoa mo bénh hoc cho thiy loai UTBM kém biét hoa va bi¢t hoa trung
binh gip nhiéu nhat véi ty 18 1an luot 1a 38, 8% va 32,3%. Loai UTBM té bao nhan ciing gap
nhiéu voi 24,3%. UTBM biét hoa cao gip rat it. Két qua nay ciing twong dong voi cac
nghién ctru trong nudc.
4.1.3.2. Pic diém ton thwong theo TNM

Nhom bénh nhan ¢ u xdm lan téi thanh mac (T4a) chiém chu yéu vai ty 16 58,6%. 63
trudng hop ton thuong xdm 14n qua thanh mac téi cac tang 1an cin (T4b) chiém 41,4%.

Panh gia su di can hach cho thy c¢6 71,7% di cin hach: 34,9% di cin hach N1. 21,1%
di can hach N2. 15,8% di can hach N3.

Lién quan d6 xam l4n ctia u véi di can hach thdy nhom T4a ¢ 55/89 BN di can hach
(61,8%), chu yéu 1a N1. Nhom T4b ¢6 54/63 BN di cin hach (85,7%), phan bo kha déu tix
N1-N3. Nhu vay 1 nhimg BN c6 u xdm lan lan qua thanh mac thi mtc d6 di can hach
nhiéu hon. Su khac biét 14 & rang va c6 ¥ nghia théng ké véi p = 0,007,

Panh gia méi lién quan giita vi tri u va di cin hach cho thay u & vi tri 1/3 trén c6 70%
cac truong hop da di can hach, 1/3 gitra la 70,3%, 1/3 dudi la 71,8% di can hach, BN u
thAm nhiém toan bd c6 2/2 trudong hop di cin hach. Tuy nhiing trudng hop u 6 1/3 gitra va
dudi c6 ty 1€ di can nhinh hon nhung sy khac biét khong c6 y nghia thong keé (p>0,05).
Nguyén nhén c6 1& cac BN trong nghién ctru hau hét dong nhat vé mirc do xam l4n u toi
hodc qua thanh mac nén ty 1€ di can hach chung déu cao va su khac biét khong dang ké.

Lién quan kich thudc u va di can hach thiy kich thudc u <3cm ¢6 52,9% cac truong
hop di can hach, u >3-<5cm 1a 54,8%; u =5-<7cm ¢6 79,7% di can hach, véi u >7cm co
94,7% di can hach. Nhu vay 1a mirc d6 di cin hach ting dan theo kich thudc u. Su khéc biét
vé di can hach 13 13 rét va co y nghia thong ké véi p=0,001. Trong hau hét cac nghién ciru
va tai liéu cho rang kich thudc u <3cm thuong gip & UTDD sém nhung trong nghién
clru clia chung t6i thi mot sd truong hop u chua téi 3 cm d3 xam lan téi thanh mac.
Tuy nhién, c6 thé do u xam lan sau nhung chua lan réng, nguy co di cin thap nén ty
1¢ di can hach trong nhém nay 14 thap nhat.

Cac BN trong nghién ctru thuc nhém tién trién tai chd, u xam lan thanh mac nhung
chua di can xa thudc cac giai doan tir [IB-11IC. Giai doan doan I11B (T4a, N2 va T4b, NO-1)
va IlIC (T4a, N3 va T4b, N2-3) nhiéu hon vdi ty 1é 30,9% va 27,0%. Giai doan 1IB
(T4a, NO) 12 22,4% va llIA (T4a, N1) it nhat v6i 19,7%.

4.2. Piéu tri
4.2.2. Tac dung khéng mong mudn

Tinh chung 6 chu ky hoa tri doc tinh trén huyét sac td chiém 52,4% cac truong hop
Tuy nhién chu yéu & muc do nhe 1: 35,5% va 2 1a 15,4%. Chi gip mot ty 1¢é nho giam
huyet sic tb & mirc d0 3 (1,5%) trong nhitng chu ky dau do anh hudng sau PT da day nén
hép thu dinh dudng kém. Khdng c6 truong hop nao gip doc tinh do 4.
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Giam BC va bach cau hat 13 nhimg doc tinh thudong gip nhét véi ty 16 cao. Tinh chung
qua 6 chu ky doc tinh giam BC chiém 27,1% trong d6 chii yéu 1a ha BC & muc do nhe (d0
1, 2) véi ty 1€ 20,2%. Bdc tinh d6 3 chi rat it voi 1,4% va khong c6 truong hop nao ha BC
d6 4. Dong BC hat bi anh hudng nhiéu nhat qua 6 chu ky hoa tr véi 53,3%. Tuy nhién chi
yéu & mirc 46 nhe véi ty 16 39,6% gdm do 1 13 22,4% va do 2 13 17,2%. C6 ty 16 nhé ha BC
hat d6 3 va 4 (13,8%) nhung sau khi ding thudc kich thich tap trung dong hat thi 6n dinh,
khong can ding khang sinh va diéu tri ning d&. L& Thanh Trung (2011) ciing thiy két qua
twong ty khi gip ha BC hat 12 nhiéu nhat véi 40,5%. Cunningham (2006) gip ha BC rét
phd bién vai ty 1¢ 62,9% trong do ha d6 3-4 chiém 27,6%.

Tac dong géy ha tiéu cAu gp rat it & mérc d nhe. Tinh chung 6 chu ky chi ¢6 2,7% ha
tiéu cdu chi yéu & mirc d nhe va khong anh huéng dén liéu trinh diéu tri. DY 1 1a 2,3%, chi
c6 2 truong hop do 2 (0,2%) va 2 trudng hop do 3 (0,2%), khong 6 ha tiéu cau do 4.

Nghién ctru thiy doc tinh trén gan thap: tinh chung qua 6 chu ky ting GOT 1a 11,6%
va tang GPT 1a 8,4%, chi c6 0,3% tang do 3. Khong gap do 4. Vai chirc nang than chi c6
0,2% tang Creatinin & d6 2. Khong co trudng hop nao biéu hién ting Ure.

Trong phéc dd c¢6 st dung Epirubicin 14 thudc gy nén manh nén ty 18 gip cao. Tinh
chung qua 6 chu ky cac bénh nhan gap ty 1¢ biéu hién buon nén va nén voi 34,2% va
20,1%. Céc biéu hién chu yéu & mirc d§ nhe va vira, mot s0 it truong hop ¢ mirc d6 ndng
anh huong dén kha ning in ubng ciia nguoi bénh (3,7% budn non va 0,6% non).
Cunningham (2006) gip budn non va nén véi ty 16 rat cao 78,9%; do 3-4 gap it voi 11,4%.

Tiéu chay 1a mot trong s nhiing tac dung phu thuong gip khi diéu tri hoa chat phac
d6 co Fluorouracin. Cac bénh nhan trong nhém nghién ctru sir dung Xeloda nhung chi gip
& 13,6% cac truong hop, phan 16n ¢ mic do nhe khong anh hudng dén liéu trinh diéu tri
(7,3%do 1,d021a4,3% vado 3 1a 1,9%).

Hoi chimng ban tay — ban chan 1a mét trong nhiing tac dung phu déc trung va thuong
gap khi didu tri bang thudc Xeloda. Qua 6 chu ky biéu hién gip & 21,7% s trudng hop va
chii yéu & d0 1, 2. Xuét hién ting 1én & nhiing chu ky sau va hau hét khong anh huong diéu
tri. L& Thanh Trung (2011) gdp biéu hién nay & 41,4% sb dot diéu tri. Nghién ctru REAL-2
gap 39,3% cac truong hop véi 3,1% & do 3-4.

Pac tinh than kinh ngoai vi thuong gip lién quan téi liéu diéu tri Oxaliplatin. Pdc tinh
cap xuét hién ngay trong hodc sau qua trinh truyén thudc. Pdc tinh min thudong biéu hién
trén than kinh cam gidc lién quan ti liéu tich liy ctia thude va thudng gap O muc liéu 780-
850 mg/m?2. Tuy nhién thi trong phan 16n cac nghién ctru thuong chu yéu ghi nhan doc tinh
cap trong khi doc tinh tich lity, kéo dai sau khi két thuc diéu tri va phai mat mot thoi gian
bénh nhan méi hdi phyc. Tinh chung ca 6 chu ky hoa chit gap 34,4% cac trudng hop va
thuong ting 1én & nhitg chu ky cudi. Chil yéu & mirc d6 1 va 2, chi c6 mot s rét nho biéu
hién d6 3 (1,7%) gay té dau chi nang, anh hudng phan nao t6i sinh hoat ctia ngudi bénh.

Cunningham (2008) gip t6i 82,7%, chii yéu & do 1-2 va do 3-4 chi c6 4,4%. Bang gip
56% Va ciing co rét it biéu hién ¢ do 3-4 véi 2%. Nguyén nhan c6 1& do cac tac gia trén diéu
tri cho BN 8 chu ky hoa chét nén lidu tich lity cia Oxaliplatin cao hon, ty 18 gip cac doc tinh
nhiéu hon. Baek (2010) thdy doc tinh tich lily biéu hién ting 1én rd rét & cac chu ky sau. Sau
diéu tri 1,5 thang thi & khoang >10% ting dén 30% sau diéu tri 4 thang. D3 ¢ nhiéu nghién
ctru nhung cho t6i nay van chua c6 bién phap hodc loai thudc nio c6 thé cai thién tré ngai
ndy trong diéu tri bing cac phac dd co Oxaliplatin.
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Anh hwéng ciia djc tinh va cdc tic dung phu Ién ligu trinh diéu tri

Do anh hudng ddc tinh va cac tac dung phu khéc thi qué trinh diéu tri phai dimg lai dé
xu tri cho t6i khi 6n dinh. Thuong nhiing chu ky déu do anh huong cua bénh cling nhu PT
cat DD 1am giam kha nang hap thu nén ha huyet sic tb thudng xuyén xay ra. Nhiing truong
hop nang phai dung lai dé truyén khdi hong cau. _Tuy nhién, s6 ngay dung diéu tri khong
nhiéu, trung binh 13 4 ngay trong nhimg chu ky dau. Giam dan o nhiing chu ky sau va chu
ky 5, 6 chi dimg 1 ngay dé truyén khdi hong cau sau d6 BN co thé tiép tuc diéu tri dugc.

Anh hudng do ha BC xay ra & tat ca cac chu ky trong d6 ¢ chu ky 2 va 3 nhiéu hon.
Cu thé s6 lan dimg do ha BC ¢ chu ky 1 gap 3 truong hop, chu ky 2 13 5, chu ky 3 1 7, chu
ky 4 1a 5, chu ky 5 1a 2 va chu ky 6 khong phai dimg do chi yéu 1 nhiing trudong hop nhe.
Nhiing chu ky dau méc du mirc d§ anh huong ha BC, nhét 1a BC hat tuy nhiéu nhung cling
chi c6 nhig truong hop nang méi phai dung, nhiing truong hop nhe sau dung thude cling
6n dinh ngay nén khong phai dung diéu tri. Do d6 s6 ngay trung binh phai tam dimg diéu tri
do ha bach cau ciing khong dai. Chu ky 1 va 2 1a 2 ngay, chu ky 3 1a 3 ngay, chuky 4 va 5
la 1 ngay, chu ky 6 khong phai dimg ngay nao. Trong d6 chu ky 3 ¢6 1 trudng hop phai
dimg do s6t ha bach cau va va thoi gian diéu tri khang sinh cting thudc nang bach cau ciing
khong kéo dai do bénh nhan nhanh chéng hdi phuc (4 ngay).

S6 lan dimg diéu tri do ting men gan ciing twong tmg véi s luot ting men gan do 2
trd 1én do & mitc do d6 cac bénh nhan phai ding dé diéu tri ha men gan. Trong d6 sb lan
ding & chuky 1 va61a 1, chuky 2142, chu ky 4 va 5 1a 4 va nhiéu nhat & chu ky 3 13 7. S6
ngay dimg do phai diéu tri ha men gan lau nga‘ty nén hau hét 1a & mutic 6 hodc 7 ngay.

Chi co 1 1an dumng diéu tri do ha tiéu cau kéo dai 6 ngay do ha do 2, phai doi cho sO
luong tiéu cau trd lai binh thuong bénh nhan moi tiép tuc diéu tri duoc. Con 2 truong hop
ha d6 3 duoc truyén khoi tiéu cau va chi phai dimg 1 ngay, sau xét nghiém so luong tiéu cau
6n dinh dugc diéu tri tiép theo li¢u trinh.

Céc doc tinh va tac dung phu khac déu & mirc d6 nhe va vira, qua trinh diéu trj két hop
ding thude xtr tri cac tic dung phu d6 ciing nhu két hop diéu chinh liéu thude trong gi6i han
cho phép nén da kiém soat duoc.

Phac d6 EOX tién dung do chi diéu tri 6 chu ky, chii yéu anh hudng 1én sb luong BC
nhung van dé dang kiém soét dugc. Cac doc tinh va tac dung phu khac déu & muc do nhe
va vira, khong anh huéng t6i bénh nhén ciing nhu 1am gian doan nhiéu t6i liéu trinh diéu tri.
4.2.3. Két qua diéu tri
4.2.3.1. Thoi gian song thém

Nghién ctru thuc hién trén 152 bénh nhan UTDD giai doan IIB-I11 ¢4 u xdm lan
t3i thanh mac hodc tang 1an can (T4a va T4b) thuéc nhom c6 ty 18 gip cao trong diéu
kién Viét Nam. Cac bénh nhan sau khi duge PT cét da day triét can duoc hoa tri bo
trg phac d6 EOX liéu trinh 6 chu ky. Thoi gian theo ddi bénh nhan sau diéu trj tir 36
thang dén 75 thang, trung binh 52 thdng. S6 BN con song 1a 75, ¢6 77 BN da tir vong,
s BN tai phat 12 82 (chan doan tir vong do bénh hodc tai phat mot phan qua kham va
dleu tri lai tai bénh vién. S6 con lai qua kham va dleu tri tai y t& co s&). Thoi gian
song thém toan bd trung binh 13 50,3 + 2,0 thang, séng thém khong bénh trung binh
la 46,2 + 2,2 thang. Ty 1é séng thém toan b udc tinh theo Kaplan - Meier sau 3
nim, 4 ndm va 5 nam tuong ung 1a 61,8%; 50,7% va 48,1%. Ty 1& séng thém khong
bénh sau 3 nam, 4 nam va 5 nam tuong ung la 53,9%, 49,8% va 42,9%.
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Bdng 4.1: Séng thém sau diéu tri trigt cin ung thuw da day

Téc gid Nim | n Pidu trj ?‘;‘;gmﬂ;oe/f; 21?,3('33
P4 Puc Van 1993 | 1908 PT don thuan 29,0 18,0
Trinh Hong Son 2001 | 306 PT don thuan 37,3
Nguyén Xuan Kién 2005 144 PT don thuan 33,7
Vii Hong Thang 2006 45 PT + Hoa tri ELF 63,4
Cunningham 2006 | 253 PT don thuan 23
250 | PT + Hoa tri ECX 36
Vil Hai 2008 | 458 PT don thuin 47,7
46 PT + Héa tri ELF 65,2
Sasako (2001-2004) 2008 | 530 PT don thuan 61,1
529 | PT +Héatri TS-1 71,7
Trinh Thi Hoa 2009 106 PT + Hoa tri ECX 81,8
Bang (2006-2009) 2012 | 515 PT don thuan 78
520 | PT + Hoa tri Xelox 83
Xiang Hu (2000-2008) | 2014 | 212 | PT don thuan (T4) 31,1
Fukuda (2001-2009) 2011 71 PT + Héa tri (T4) 47,6
Nghién ctru nay 2015 | 152 | PT + Hda tri EOX 61,8 48,1

So voi cac tac gia khac (bang 4.1) thi cac BN trong nhom nghién ctru ¢ u di xam lan
toi thanh mac hodc tang 1an can dugc diéu tri bo tro bang phac d6 hoa tri EOX da c¢6 su cai
thién ty 1¢ song thém dang khich 1&. So sanh vdi trong nudc thi trude day chua cd
nghién ctru nao tap trung riéng vao nhom BN ndy. Mic du vay, két qua diéu tri cia
nghién ctru nay da cai thién ro rét, nhat 13 véi nhitng nghién ctru PT don thuan trén
nhom bénh nhan thudc nhiéu giai doan va mirc d6 xAm 14n u c¢6 phan thap hon. So
sanh véi cac nghién ctru vé héa tri bo tro thi két qua diéu tri ctia nghién ctru nay véi
cac BN c6 yéu t6 nguy co cao hon ciing cho thiy nhimg budc tién tich cuc. Séng
thém 5 nam cua nghién ctru 1a 48,1% so véi Fukuda (2011) 1a 47,1% va Xiang Hu
(2014) 31,1% cung trén nhom u xam 14n T4 ciing d4 chtng minh vai tro héa tri bo cai
thién séng thém rd rét so v6i PT don thuan.

4.2.3.2. Cdc yéu té lién quan dén thoi gian song thém
>  Song thém lién quan vi tri u

Theo cac nghién ctru vé diéu tri phau thuat déu cho thay dbi voi nhimg bénh nhan
UTDD tai 1/3 trén thuong kho khin trong PT triét can do phai cat DD toan bo va vét nhom
hach viing tuong tmg nén ty 1& séng thém thudng kém hon. TLS 5 nam cac bénh nhan co u
& 1/3 trén trong nghién ctru 1a 30,0%. Nhom u ¢ 1/3 gitra 1a 50,3%. Nhoém u & 1/3 dudi la
50,7%. Nhoém u tham nhiém toan bo DD 13 0,0% (p=0,047). Su khéc biét vé TLS giita cac
nhém vi tri u ¢6 ¥ nghia thong ké véi p<0,05.

Nhiéu tac gia khi so sanh sy khac biét song thém giita cac vi tri UTDD ciing ghi nhan
u vi tri viung tam vi, 1/3 trén c6 tién luong x4u hon, TLS thép hon do nguy co lan rong
nhanh ciing nhu kha nang di can hach cao. Harrison (1997) thiy TLS 5 nim nhém
UTDD tam vi 1a 42%, nhém UTDD ving hang - mén vi 12 61%. Vii Hai (2008) thay
UTDD 1/3 dué1 TLS 5 nam 1a 19,2%; 1/3 gitra 1a 28,9%; 1/3 trén 1a 0%.
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>  Song thém lién quan hinh thai dai thé ton thuwong

So sanh séng thém cua bénh nhén theo hinh thai dai thé u thdy ton thuong dang
sUi TLS 5 nam 83,3%, the loét 1a 58,2%, thé tham nhiém 40,0%, thé loét - sUi 41,4%,
thé loét - tham nhlém 29,2%. Su khéc biét vé ty 1é séng thém toan bo gitra cac nhom
theo hinh thai ton thuong dai thé 1a rd rét véi p<0,05 (p=0,013). Nguyén Xuan Kién
(2005) va Zhi Zhu (2014) cling thay thé st c6 tién lugng tot nhé, thé loét - thAm nhiém va
thé tham nhiém déu xau hon.
>  Song thém lién quan dd biét héa mod hoc

Theo phan 16n céc tai liéu va nghién ctru néu phan loai theo Lauren cho thay tip
lan toa co tién lugng xau hon va theo do biét hoa tip kém biét héa thuong xau hon.
Két qua nghién ctru ciing thay tip kém biét hoa c6 ty 1é sdng thém 5 nam thap nhat
35,8%; song thém trung binh 42,9 + 3,2 thang. Tip té bao nhin 14 45,2%; séng thém
trung binh 48,1 + 3,9 thang. Tip biét hoa vira 1a 59,8%; séng thém trung binh 56,7 +
3,5 thang. Tip biét hoa cao c6 ty 1& song thém toan bd tot nhat vaoi 85,7%; séng thém
trung binh 61,7 + 2,1 thang. Su khéc biét vé ty 1 séng thém toan bo gitra cac nhom
theo m6 hoc 1a 13 rét voi p<0,05 (p=0,0009). Zhi Zhu (2014) khi phan tich yéu t6 lién
quan séng thém theo do biét hoa md hoc cao, vira, thap va khong biét hoa cho TLS 5
nam khac biét rat rd rét, tuong tng 13 82,5%; 62,0%; 26,2% va 6,8% vdi p<0,001.
>  Song thém theo mirc d9 xAm l4n u nguyén phat

Mirc d6 xam lan cta khéi u (T) 14 yéu t6 tién lugng quan trong trong bénh UT
néi chung va UTDD noi riéng. Cac BN trong nghién ctru thudc giai doan tién trién tai
chd, u xam lan sau. Nhiing BN ¢6 u xam 14n t6i thanh mac (T4a) ty 18 séng thém toan
b6 5 nam 59,5%. U xam lan tang lan can (T4b) 1a 33,5%. Sy khac biét ve ty 1¢ song
thém toan bo giita hai nhom rat rd rét va c6 ¥ nghia thong ké véi p= =0,002.

Vii Hai (2008) ciing thiy d6 xam 14n ctia u cang sau, tién luong séng thém cang kém.
TLS 5 nam cta u xam 14n T4a 12 21,7% va T4b 1a 4,7%. Zhi Zhu (2014) ciing thay ty
1¢ sdng thém 5 nim giam rd theo dd xam 14n cua u tir T1-T4 12 82,2%; 50,8%; 36,5%
va 19,0% vo1 p<0,001.
>  Song thém lién quan di ciin hach

Di can hach 1a yéu to tién luong quan trong trong bénh UTDD. Tinh trang c6 di
can hay khong, mirc d6 ciia di cin hach déu anh huong quan trong dén séng thém cua
bénh nhan. Cac tai liéu va nghién ciru déu cho rang tién luong song thém giam dang
ké & nhirng bénh nhan ¢6 di can hach so v&1 nhitng bénh nhan chua di can hach.

Nhém bénh nhan chua di cin hach c6 ty 1& song thém toan bd 5 nam 1a 78,0%;
thoi gian sdng thém trung binh 66,5 + 2,5 thang. Nhom da di can hach séng thém 5
nam 36,6%; thoi gian séng thém trung binh 44,1 *+ 2,4 thang. Su khac biét 1a ro rét
v6i p <0,001. Tinh trang di can hach c6 lién quan chit ch& véi thoi gian song thém va
1a yéu to tién luong quan trong trong UTDD. Vil Hai (2008) thay UTDD khéng di cin
hach c6 TLS 5 nam 62,9% trong khi v&i nhom c6 di can hach TLS 5 nam chi 1a 9,8%.

Mirc d6 di can hach ciing 1a yéu t6 tién lugng quan trong lién quan song thém.
Trong nghién ctru, nhém bénh nhan chua di can hach (NO) co ty 1é séng 5 nim 13
78,0%:; di can hach N1 1a 44,1%; N2 la 38,2%; N3 la 20,8%. Mdi lién quan gitra murc
do di can hach va séng thém cua bénh nhan UTDD 1a 10 rét voi p<0,001.

Nguyén Xuan Kién (2005) thiy TLS 5 nim ctia nhom BN khong di cin hach (NO) Ia
72,23%; di can hach N1 1a 15,24%; N2 la 13,33%; N3 la 0,0%. Fujii (1999) nghién ctru
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cac yéu to tién luong ctia UTDD thay ty 18 song 5 nim ctiia nhém NO 1a 89%; N1
66%; N2 34% va N3 la 0,0%.
>  Song thém lién quan giai doan bénh

Giai doan bénh 13 yéu té tién luong quan trong trong bénh UT néi chung va
UTDD. Cac BN trong nghién ctru thudc cac giai doan IIB, IlIA, B, IIC c6 TLS
thém 5 nam lan luogt tuong tng: 84,6%; 51,3%; 42,0%; 24,4%. Su khac biét vé ty 18 song
thém gitra cac nhom BN theo giai doan bénh 1a r0 rét voi p<0,001.

Nguyén Xuan Kién (2005) thdy TLS 5 nam giai doan I 1a 78,36%; giai doan II 32,6%;
giai doan III 18,08% va giai doan IV 0%. Vii Hai (2008) danh gia song thém 5 nam sau
mo theo giai doan bénh I dén IV 1an luot 14 79,3%; 59,5%; 13,5% va 2,0%.
>  Céc yéu to tién lwong theo phan tich da bién

Theo don phan tich thi cac yéu td vi tri, hinh thai ton thuong, do biét hoa mo
hoc, xAm 14n u, tinh trang va murc d6 di can hach, giai doan bénh lien quan co y nghia
dén thoi gian séng thém sau diéu tri. Khi da phan tich theo phuong phap hoi quy Cox
thi cac yéu t6 hinh thai ton thuong dai thé, mirc d6 biét hoa md hoc, tinh trang di can
hach va giai doan bénh 1a nhitng yéu t6 tién luong doc 1ap anh hudng thoi gian song
thém (p<0,05).

Hinh thai t6n thuong dai thé co ty suat nguy co 1,289; khoang tin cay 95% la
1,104-1,504 (p=0,001). Nhu vy, ton thuong dai thé tir dang sui t6i loét, hdn hop loét
- Ui, loét - tham nhiém va thAm nhiém nguy co tir vong ting 1én 1,287 lan.

P biét hoa mod hoc cb ty suat nguy co 1,460; Khoang tin cdy 95% la 1,111-
1,918 (p=0,007). B6 md hoc giam tir nhém biét hoa rd t6i biét hoa vira, UTBM té bao
nhin va kém biét hoa thi nguy co tir vong ting 1én 1,460 lan.

Tinh trang di can hach c6 ty sut nguy co 3,004; khoang tin cay 95% 1a 1,331-
6,962 (p=0,008). Khi da c6 di cin hach thi nguy co tir vong ting 1én 3,004 lan so véi
chua di can hach.

Giai doan bénh co ty suat nguy co 1,365; khoang tin cdy 95% la 1,033-1,803
(p=0,029). Bénh nhan UTDD trong nhém nghién ctru cir ting thém mdi giai doan tir
[1B-111C thi nguy co tir vong ting 1én 1,365 lan.

Nhu véy, déi v6i nhém BN trong nghién ctru (u xam lan T4, MO) thi hinh thai
ton thuong dai thé, 6 biét hda méd hoc, tinh trang di can hach va giai doan bénh la
nhing yéu t6 tién luong doc 1ap.

Nguyén Xuan Kién (2005) danh gia két qua sau mo & 144 bénh nhan UTDD
thudc nhiéu giai doan khac nhau khi phan tich da bién cho théy do biét hoa mo hoc,
muc d6 xam 14n u, tinh trang di can hach, sb luong di can hach va giai doan bénh Ia
nhitng yéu t6 tién lugng doc lap. Vi Hai (2008) da phéan tich nhom bénh UTDD
thudc cac giai doan khac nhau diéu tri phau thuat va kém theo nhém duoc héa tri bd
tro cho théy muc do xam l4n u, di can hach, giai doan bénh, loai phau thuat 1a nhiing
yéu to tién luong doc 1ap. Ming-zhe Li (2014) da phan tich 94 bénh nhan UTDD xam
1an thanh mac (T4) diéu tri phau thuat don thuan thay d6 biét hoa u va di can hach 1a
cac yéu to tién luong doc 1ap. Zhi Zhu (2014) khi da phan tich 932 bénh nhan UTDD
trong thoi gian 1980-2005 cho théy hinh théi ton thuong dai thé, d6 biét hoa md hoc,
muc do xam l4n u, sd luong hach di can 1a nhiing yéu td tién luong doc lap.
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KET LUAN

Nghién ctu 152 truong hop bénh nhan UTDD giai doan 11B-111 (T4, NO-3, MO0)

duoc hoéa tri bo tro phac @6 EOX sau phau thuét triét can tai Bénh vién K tir 1/2009
dén 12/2011, theo dbi thong tin dén 6/2015, két qua nhu sau:

1

. Pic diém bénh hoc

Tudi méc bénh trung binh 53,3 +9,7. Ty 1& nam/nir: 3,1/1.

Vi tri tén thuong thuong gip ¢ ving hang - mén vi (67,8%).

Tén thuong dai thé cha yéu thé loét - si 44,1%; thé loét 35,5%.

D6 md hoc kém biét hoa gip nhiéu nhat véi 38,8%, do biét hoa trung binh
32,3%, UTBM ché nhay 24,3%.

41,4% u d3 xam lan t6i cac tang lan can (T4b). 71,7% c6 di can hach. Muc d6 di
can hach ting theo kich thudc va mirc d6 xam l4n cia u.

2. Két qua dicu tri

Hoa tri bd tro phac dd EOX cho hiéu qua diéu tri cao, it tac dung phu. Séng
thém toan bd trung binh 50,3 £ 2,0 thdng. TLS thém toan bd 3 nam, 4 nam va 5
nam la 61,8%, 50,7% va 48,1%.

Khi u xam l4n tang 1an cén c6 tién luong song thém 5 nim kém hon: T4a la
59,5% va T4b la 33,5% (p=0,001).

Chua di can hach séng thém 5 nam 78,0%; di can hach 36,6% (p<0,001). Theo
muc do di can hach: NO 1a 78,0%; di can hach N1 1a 44,1%; N2 1a 38,2%; N3 la
20,8% (p<0,001).

Ty 18 séng thém 5 nam giam dan theo giai doan IIB-111C: 84,6%, 51,3%, 42,0%
va 24,4% (p<0,001).

Céc yéu t6 tién luong c6 ¥ nghia lién quan véi thoi gian séng thém: vi tri, hinh
thai ton thuong, do biét hoa mo hoc, xam 14n cta khdi u, tinh trang va muc do di
can hach, giai doan bénh.

Céc yéu t6 tién luong x4u 1a: u & 1/3 trén, thé tham nhiém, d6 md hoc kém biét
hoa, u xam lan T4b, di di can hach va mutrc d6 di cin, giai doan IIIB va IlIC.

Céc yéu td co ¥ nghia tién luong doc 1ap anh hudng thoi gian séng thém: hinh
thai ton thuong, d0 biét héa mo hoc, tinh trang di can hach va giai doan bénh.

KIEN NGHI

Hoa trj bo tro phac dd EOX 1a mot lya chon cho cac bénh nhan UTDD d3 dugc

phau thuat triét cin ¢ nguy co cao.
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INTRODUCTION

1. Scientific aims

Gastric cancer (GC) is one of the most common cancers in many countries
around the world as well as in Vietnam. According to the IARC (Globocan 2012),
this is the 6™ common cancers in the world, ranked 4™ cancers in men and women 6",
GC is the areas featured cancer, unevenly distributed according to geographical area
and time. The disease has two types according to the type of cells: carcinomas and
not carcinomas. Carcinomas of gastric cancer is the most common type, accounting
for 90% of these types of GC and most studied.

Surgery is the main therapy of GC treatment. In the early stages, surgery is the
selection of radical treatment. In advanced stages, surgery is still the basic treatment.
Including partial or total gastrectomy. Depending on tumor invasion, stage and
treatment purpose can do adjacent organs resection and lymph node metastatic risk
areas dissection. The roles of chemotherapy and radiotherapy are adjuvant or
symptoms treatment.

There have been many achievements, advances in diagnosis and treatment but
have not improved much in prognosis, low rate of survival. Most of patients were
diagnosis at advanced stages, invasive lesions, spreading, the risks of recurrence and/
or metastasis were high despite radical surgery. The researches to find the adjuvant
chemotherapy regimen effective, prolong survival after radical surgery for these
patients have been carried out for quite a long time. EOX regimen is the combination
regimen between new drugs like oxaliplatin, capecitabine in REAL-II trial (2008)
demonstrated the highest efficiency in advanced stages treatment and adjuvant after
radical surgery in patients with locally advanced tumor invasion was applied.

In Vietnam, most patients were diagnosed at advanced stages, invasive lesions,
spreading. GC patients with invasive serosa tumors (T4) having a high percentage,
treatment outcome is still limited. Researches are now focusing on evaluating
treatment results of these patients. EOX regimen was put into routine treatment, but
no studies have evaluated the effectiveness of therapy on patients with serosa
invasive tumors (T4). Therefore, we conducted the thesis "Evaluation on treatment
results in stages 11B-111 (T4, NO-3, MO0) of gastric cancer with EOX regimen adjuvant
chemotherapy after surgery at K hospital”

2. Objectives

2.1. Reviews on some clinical, sub-clinical characteristics of gastric cancer at stages
[1B-111 (T4, NO-3, M0).

2.2. Evaluation on the treatment results in stages 11B-I11 (T4, NO-3, MO) of gastric
cancer with EOX regimen adjuvant chemotherapy after surgery at K hospital.

3. The contributions of the thesis

The thesis confirms the efficacy of EOX regimen adjuvant chemotherapy for
gastric cancer at stage I1B-111 with tumors invading serosa or adjacent structures, no



3

distant metastasis (T4, NO-3, MO) - the high rate group in Vietnam nowadays. The
regimen has few side effects but good tolerability. Average survival time was 50.3 £
2.0 (months). The 3-year, 4-year and 5-year overall survival rates were 61.8%, 50.7%
and 48.1%, respectively.

When tumor invaded adjacent structures, 5-year OS prognosis is worse: T4a -
59.5% and T4b - 33.5% (p = 0.001). The 5-year OS rate was 78.0% in no lymph node
metastasis group; 36.6% in lymph node metastasis group (p <0.001). According to
lymph node metastasis: NO - 78.0%; N1 - 44.1%; N2 - 38.2%; N3 - 20.8% (p
<0.001). The 5-year OS rate decreased from IIB to IlIC stage : 84.6%, 51.3%, 42.0%
and 24.4% (p <0.001).

Prognostic factors are significant with survival time: location, lesions
morphology, the histopathology differentiation, invasion of tumor, status and the
extent of lymph node metastasis, disease stage. The adverse prognostic factors are:
1/3 upper tumor, infiltrate tumor, poorly differentiated histopathology, T4b invasion,
lymph node metastasis and the extent of metastatic, stages 111B and I11C. Independent
prognostic significant factors influence survival time: lesions morphology, the
histological differentiation, lymph node metastasis status and disease stage.

4. The structure of the thesis

The thesis consists of 132 pages, with 4 main chapters: Introduction: 2 pages;
Chapter 1 (Overview): 33 pages; Chapter 2 (Subjects and Methods): 16 pages;
Chapter 3 (results): 39 pages; Chapter 4 (discussion): 39 pages, Conclusion and
recommendation: 3 pages.

The thesis has 48 tables, 15 pictures and photos, 13 diagrams, and 139
references (32 Vietnamese and 107 English).

CHAPTER 1: OVERVIEW

1.1. Anatomy, gastric histopathology

1.2. Epidemiology, pathogenesis of gastric cancer
1.3. Surgery and classification

1.4. Diagnosis

1.4.1. Clinical symptoms

» Functional symptoms

- Poor, nonspecific symptoms are so it is easy to confuse with benign functional
changes. Symptoms are normally apparent in advanced stage

- Early and nonspecific symptoms: anorexia, weight loss, pale skin, fatigue.

- Apparent symptoms: abdominal pain, abdominal tumor, physical exhaustion,
organs or lymph node metastasis or complications such as gastric perforation,
gastrointestinal bleeding...

» Entity

- At early stages, it is unable to detect primary tumor. As the disease progresses,
tumors in the stomach position can be detected; and at that stage, the disease may
include epigastric ganglion block.

- At advanced stage: distant metastasis or lesions at metastatic locations can be
detected.



1.4.2. Sub - clinical symptoms:

Endoscopic biopsy plays an important role in the diagnosis of gastric cancer.
Endoscopy shows the location and characteristics of the tumor. The accuracy rates
are over 95% with advanced cancer and 98% with 6 to 8 - piece endoscopic biopsy.

Due to advances in endoscopy as magnification endoscopy, laparoscopy
combining staining biopsy marker ... the results provide high accuracy as well as very
small lesions detection, that helps to diagnose gastric cancer at early stage.

1.4.3. Staging: according to the TNM classification of the AJCC 2010.
1.5.1. Surgery

Surgery is the main therapy of GC treatment. Radical surgery is applied to
localized cases with local and regional limits. Palliative surgery, symptoms treatment
are applied to the advanced stage. Recurrent tumor or single metastasis surgery is
applied to the local recurrence. Preventive surgery is applied to premalignant such as
ulcers, stomach polyp. Advances of wide-cut surgery of lesion ensures RO surgical
margins and D2 lymphadenectomy; thus survivals can be improved more and more.
1.5.2. Chemotherapy

50% of patients at locally advanced stage of no lymph node metastasis GC are
faced with a death risk within five years. The prognosis is worse with lymph node
metastasis patients. Therefore, adjuvant chemotherapy studies have been conducted
for a long time. Since early 2000s, the evidences have showed clearly effectiveness of
adjuvant chemotherapy. Many adjuvant studies on GC at advanced stage and high
risk of recurrence have been conducted. There are many different combined
regimens, in which EOX regimen has been applied to advanced stage cases with
worse prognosis and has got high responsive result.

1.5.3. Radiotherapy

1.5.4. Biology

1.6. Chemicals used in trail

1.7. Studies on gastric cancer treatment in the world and domestic
1.7.1. Studies on invasive gastric cancer treatment in the world
1.7.2. Recent studies on gastric cancer treatment in Vietham

In Vietnam, the application of Japan’s radical surgery combining with D2
lymphadenectomy procedure for gastric cancer treatment have had good results:
improving survival time, complication rate low. The recent studies on surgical
treatment of Trinh Hong Son (2001), Le Nguyen Ngoc (2004), Nguyen Xuan Kien
(2005) have shown the improvement of survival time. The comparison between
lymphadenectomy groups in non-radical surgery by Trinh Hong Son (2001) has no
difference in survival time; in the radical treatment groups: D1 - 27 months, D2 -
32.45 months and D3 - 41.40 months. Nguyen Xuan Kien’s study (2005) showed that
5-year survival rate - 29.2%, of which those whose early stage reached 79.5%.

Chemotherapy for gastric cancer in Vietnam has also been applying widely with
varied regimens from single agent 5-FU for advanced stage or recurrence, metastasis,
to combined regimen, and recently to routine adjuvant treatment with updated
regimens. In Nguyen Ba Duc’s study (2001), the treatment included adjuvant and
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symptoms used FAM and ELF regimen at K Hospital. In Vu Hong Thang (2006),
applied the adjuvant treatment for 45 gastric cancer patients at Hospital K with ELF
regimen. 3-year OS rate - 63.4%, 3-year DFS - 63.2%. Nguyen Lam Hoa (2008) with
evaluation on the effectiveness of adjuvant chemotherapy with 5-FU, FUFA, ELF
showed that 5-year OS rate was higher than adjuvant treatment group. VVu Hai (2009)
carried out a study on the group of 504 GC, in which 458 got only surgery and 46
received adjuvant chemotherapy with ELF regimens and found that 3-year OS rate in
adjuvant chemotherapy group is higher than those in surgery only: 65.2% and 47.7%,
respectively. Trinh Thi Hoa’s study (2009) showed that GC adjuvant chemotherapy
with ECX regimen have 1-year and 3-year OS rate were 98% and 81.8%. Le Thanh
Trung (2011) carried out study adjuvant chemotherapy EOX regimen for lymph node
metastasis GC. 1-year and 2-years OS rate were 98.6% and 90.6%. The average
survival time was 35.2 months. To Nhu Hanh (2012) made evaluation on the results
of EOX regimen for 68 advanced stage GC unresectable at K hospital. The study
showed that 52.9% were totally responsive to the treatment; only 14.7% progressed;
the average survival time was 7.67 months. Dang Hoang An’s study (2015) on the
treatment for the group of GC at stage IIA-IIIB with gastrectomy with D1 or D2
lymphadenectomy adjuvant by chemoradiation and chemotherapy EOX regimen
found that the survival time was 34 * 6.26 months.

Like most of the researches in the world, Vietnam has no standard regimen with
outstanding results for invasive gastric cancer. Regimen selection is based mainly on
NCCN and ESMOQO’s treatment guidelines and on actual status of the patients so that
combined regimens between two or three drugs can be chosen appropriately.

Chapter 2: SUBJECTS AND METHODS OF STUDY

2.1. Subjects of study

152 gastric cancer patients with tumors invading serosa or adjacent structures,
no distant metastasis, being treated with EOX regimen adjuvant chemotherapy after
surgery at K hospital from 1/2009 to 12/2011:
2.1.1. Criteria for choosing patients
- The patients diagnosis gastric cancer with tumors invading serosa or adjacent
structures, no distant metastasis (T4, NO-3, MO0).
- Histopathology of gastric carcinoma.
- The patients must have a performance status 0-2, according to ECOG scale.
- Radical gastrectomy, Japan’s D2 lymphadenectomy.
- Sufficient 6 cycles of chemotherapy EOX regimen.
- No contraindications to chemotherapy.
- Adequate records of treatment.
- Reliable follow-up information after treatment through the re-examination and/ or
through responses from patients and their family, or by phone.
2.1.2. Exclusion criteria
- Bad health, contraindications to chemotherapy or other combined disease.
- Giving up or inadequate therapy.
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- Preoperative chemotherapy or surgery did not guarantee radical.
- Metastasis.

- Incomplete profile, misplaced information.

2.2. Methods of Study

2.2.1. Design of study

The sample size was calculated by the formula: n= Zf_a,z

Randomized un-controlled clinical trial.
PA-P)
d 2

2.2.2. Research contents

+ + 4+ + 4+ +

Clinical characteristics
Age and sex.
Disease time: since symptoms until detection of the disease.
Functional symptoms on admission: abdominal-epigastric pain, hard
swallowing, loss of appetite, heartburn, vomiting, gastrointestinal bleeding ...
Lesion characteristics
Lesion location: to be assessed and described by the surgeon; anatomic location
in gastric and according to a third of gastric: 1/3 upper, middle and under.
Macroscopic morphology: Ulcerated, Fungating, Infiltrating, Ulcerated -
fungating, Ulceroinfiltrating.
Histopathology: according to WHO’s classification in 2010.
Histopathology differentiation: well, moderate and poor differentiation.
Image tests evaluation on invading level of primary lesions.
TNM classification and staging according to the AJCC 2010.
Status evaluation, extent of lymph node metastasis and relevance of factors.
Evaluation on treatment results
Chemotherapy regimen and dose.
Evaluation on side effects of chemotherapy:
Evaluation on toxicity of regimen in hematology.
Evaluation on toxicity of regimen in liver — kidney function.
Some clinical side effects: loss of appetite, nausea and vomiting, diarrhea,
hand-foot syndrome, peripheral sensory neuropathy.
Evaluation on overall survival and disease-free survival rate.
Analysis of overall survival factors:
Age and sex.
Location and tumor size.
Macroscopic morphology. Histopathology.
Tumor invasion.
Status and level of lymph node metastasis.
Staging.

2.2.4. Methods

Patients’ information was collected and recorded in medical research form.
Study, use of medical records, patient interview to collect information: age,
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gender, reason for admission, the time since the first symptoms until admission,
symptoms on admission.

- Examination, assessment and recording of patient status, clinical symptoms.

- Sub - clinical test before treatment.

- Recognition of the surgeon’s evaluation: location, size, degree of invasion and
macroscopic morphology during surgery.

- Histopathology and differentiation after the surgery.

- Chemotherapy EOX regimen

- Evaluation on regimen toxicity through cycles: according to toxicity grading of
anti-cancer drugs of World Health Organization (WHO).

- Evaluation on the toxicity of therapy in hematology, liver — kidney function
based on blood tests, biochemical after each treatment.

- Nausea: recording and evaluating nausea levels.

- Vomiting: the number of vomiting in each day during chemical treatment.

- Diarrhea: the number of diarrhea, additional symptoms.

- Hand-foot syndrome: Ulcerated level assessment, the hurt feeling in hand and
foot skin; and the influence on patient’s living performance.

- Peripheral sensory neuropathy.

- Influence of toxicity and side effects on chemotherapy process.

- Follow-up after treatment:

+ Basing on clinical examination and sub-clinical tests through periodical re-
examination to evaluate recurrence of metastasis.
+ Those who did not reexamine: collecting information by telephoning patients
and their family members.

2.2.5. Treatment plan

- Japan’s radical gastric surgery combining with D2 lymphadenectomy procedure

- Adjuvant treatment with 6-cycle EOX regimen.

- 3-4 weeks after done surgery, start chemotherapy.

EOX regimen:
Epirubicin 50 mg/m?, IV day 1
Oxaliplatin 130 mg/m?, 1V day 1
Xeloda (Capecitabine) 1000mg/m?, oral days 1-21
21-day cycle

- Dose is calculated and changed according to body surface area.
- All patients were treated with full dose of the regimen (>85% dose).
Treatment process:
+ Before chemotherapy, patients are IV injection with anti-vomiting medicine:
Ondansetron 8mg & Dexamethasone 4mg.
+ Epirubicin is diluted with 250 ml glucose 5% IV infusion 40 drops/m. Next
Oxaliplatin is diluted with 250 ml glucose 5% IV infusion 40 drops/m.
+ 100 ml 0.9% Natriclorid IV infusion and Ondansetron 8 mg IV injection after
chemotherapy to prevent side effect.
+ Oral Xeloda (capecitabine) tablets (500 mg/tablet) twice a day: every morning and
evening. From the first day of chemotherapy and lasts 21 days.
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+ All cases are clinically assessed before each cycle, including clinical examination,

sub-clinical tests to make assessment on hematology, liver & kidney function...
in order to know responsive ability so that dose can be adjusted appropriately.
After 3 cycles, patients will be clinically and sub-clinically examined. If the
disease is stable, continue 3 cycles. If the disease is worse, change the regimen
or treat the symptoms.

If neutrophils count <2.0 x 109/1 or platelets count <100 x 109/1 or the other
grade 2-3 toxicities (except anemia), chemotherapy should be delayed to treat
the toxicity or until recovering.

2.2.6. Evaluation criteria

Evaluate TNM, disease stages according to AJCC 2010.

Evaluate survival time:

Starting time to select patients to do research: since the starting date of
treatment.

Finishing research (the date research stops):

The date of death, recurrence, metastasis resulted from cancer before estimated
finishing time of research.

* Loss of follow-up date: the alive final examination, no metastasis symptom,
after that there is no more information (this event happens before estimated
finishing time of research).

* Being controlled: due date of research.

Recurrence after treatment: when lesion appears locally and regionally >6

months after treatment. Recurrence Diagnosis through clinical examination,

Image diagnosis, cytology and histopathology (if possible).

Metastasis after treatment: metastasis diagnosis through clinical examination,

Image diagnosis, cytology and histopathology ( if possible).

No re-examination based on diagnosis of local medical organization when

recurrence or metastasis appears.

OS time: period of time from starting treatment to finishing research.
Patient’s status: alive or died, healthy or recurrence, metastasis.

Research event is the death prior to overall survival and progress of disease,

recurrence — metastasis.

Overall survival time: since treatment till death or last information

Disease-free survival time: since treatment till symptoms of recurrence, clinical

metastasis, image diagnosis and tumor point.

Patient’s status evaluation according to ECOG Performance Status (PS).
Toxicity classification according to WHO’s toxicity classification standard of
anticancer drugs.

2.3. Data Processing

The information is encoded and processed by SPSS 16.0 software.

The statistical algorithms: description, comparative tests

Analysis of survival time: using Kaplan-Meier estimator to estimate survival
time.
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CHAPTER 3: RESULTS OF STUDY

3.1. Clinical and sub-clinical characteristics
3.1.1 Age and gender

Average age was 53,3 + 9,7. Youngest patient was 27, oldest was 74.

Popular age group 50-59 accounted for the highest rate (48,0%). The research
was carried out on 152 patients, in which 115 were males (75,6%) and 37 were
females (24,4%); the proportion between male and female was: 115/37 =3,1/1

Table 3.1: Tumor location

Tumor location No of patients %
Epigastric - cardia 5 3,3
Body 5 3,3
Lesser curve 33 21,7
Greater curve 4 2,6
Antrum - pylorus 103 67,8
Whole gastric infiltrating 2 1,3

Total 152 100

According the third sections 1/3 upper 10 6,6

1/3 middle 37 24,3

1/3 lower 103 67,8

Whole gastric infiltrating 2 1,3

Total 152 100

Table 3.2: Lesion morphology
Macroscopic characteristics No of patients | Percentage (%)

Ulcerated 54 35,5
Fungating 3,9
Infiltrating 5 3,3
Ulcerated — Fungating 67 44,1
Ulcerated — Infiltrating 20 13,2
Total 152 100
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Table 3.3: Histopathological characteristics

Characteristics No of patients | Percentage (%0)
Adenocarcinoma 115 75,7
- Well differentiation 7 4,6
- Moderate differentiation 49 32,3
- Poor differentiation 59 38,8
Signet ring cell carcinoma 37 24,3
Total 152 100
Table 3.4: Patient classification according to tumors invasion and lymph node
metastasis
Tumors invasion
Lesion Level T4a T4b Total %
No of % No of %
patients patients
lymph node
metastasis
NO 34 22,4 9 5,9 43 28,3
N1 30 19,7 23 15,1 53 34,9
N2 15 9,9 17 11,2 32 21,1
N3 10 6,6 14 9,2 24 15,8
Total 89 58,6 63 41,4 152 100
v?=12,159 p=0,007

Table 3.5: Relation between tumor position and lymph node metastasis

No lymph node Lymph node
Tumor position | metastasis metastasis Total %
No of % No of %
patients patients
1/3 upper 3 30,0 7 70,0 10 100
1/3 middle 11 29,7 26 70,3 37 100
1/3 under 29 28,2 74 71,8 103 100
Infiltrating 0 0 2 100 2 100
whole gastric
Total 43 28,3 109 71,7 152 100
x?=0,842 p=0,839
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Table 3.6: Relation between tumor size and lymph node metastasis

Lesion size No lymph node Lymph node
metastasis metastasis Total %
Patients % Patients %
u <3cm 8 47,1 9 52,9 17 100
u >3-<5cm 19 45,2 23 54,8 42 100
u=>5-<7cm 15 20,3 59 79,7 74 100
u=7cm 1 53 18 04,7 19 100
Total 43 28,3 109 71,7 152 100
v?=16,211 p=0,001
3.2. Treatment
3.2.1. Chemotherapy — regimen toxicity
Table 3.7: General toxicity on hematology through 6 cycles
Ind Grade 1 Grade 2 Grade 3-4 Total
naex No | % | No | % | No | % | No | %
Hemoglobin 324 35,5 141 15,4 14 1,5 479 52,4
Leukocytes 184 20,2 50 55 13 1,4 247 27,1
Neutrophils 204 22,4 157 17,2 126 13,8 487 53,3
Platelets 21 2,3 1 0,1 2 0,2 24 2,6
Table 3.8: General toxicity on liver-kidney function through 6 cycles
Ind Grade 1 Grade 2 Grade 3 Total
ndex No | % | No | % | No | % | No | %
SGOT 84 9,2 14 1,5 3 0,3 101 11,0
SGPT 61 6,7 13 1,4 3 0,3 77 8,4
Ure 19 2,0 4 0,4 0 0 23 2,5
Creatinine 16 1,7 2 0,2 0 0 18 1,9
Table 3.9: General clinical side effects through 6 cycles
q Grade 1 Grade 2 Grade 3-4 Total
Index No | % | No | % | No | % | No | %
Nausea 187 20,5 91 9,8 34 3,7 312 34,2
Vomiting 112 | 123 | 65 | 71 6 06 | 183 | 201
Diarrhea 67 7.3 39 | 43 | 18 | 19 | 124 | 136
Hand-foot | 100 | 148 | 56 | 61 | 14 | 15 | 205 | 225
syndrome
Peripheral
neuropathy 192 21,0 115 12,6 16 1,7 323 35,4
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Table 3.10: Influence of toxicity on treatment process

Cyclel | Cycle 2 | Cycle 3 | Cycle 4 | Cycle 5 | Cycle 6
Treatment delay times
Anemia 14 11 8 3 4 2
Platelet toxicities 0 1 0 0 1 1
Neutropenia 3 5 7 4 2 0
Neutropenia fever 0 0 1 0 0 0
Liver toxicities 1 2 7 4 4 1
Treatment delay days
Anemia 4 4 3 2 1 1
Platelet toxicities 0 1 0 0 1 6
Neutropenia 2 2 3 1 1 0
Neutropenia fever 0 0 3 0 0 0
Liver toxicities 6 7 7 6 6 6
3.2.3. Treatment results
3.2.3.1. Survival time
Table 3.11: Overall Survival
Kaplan - Meier Survival 3 years 4 years 5 years
Cumulative mortality 58 74 77
Cumulative survival ratio (%) 61,8 50,7 48,1
Average su_rv_lval time * standard 503+ 2.0
deviation (months)

Overall Survival
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Graph 3.1: Overall Survival
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Table 3.12: Disease-free survival

Kaplan - Meier Survival 3 years 4 years 5 years
Accumulated recurrence 70 76 82
Accumulated survival ratio (%) 53,9 49,8 42,9
i i +
Average su_rv_lval time * standard 462422
deviation (months)

Disease - Free Survival
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Graph 3.2: Disease-free survival

3.2.3.1. Factors related to survival time
Table 3.13: Overall survival time according to tumor location

Tumor location Patients Mortality | 5 years (%) Y2-p
1/3 upper 10 8 30,0 v2 =7,949
1/3 middle 37 18 50,3 p =0,047
1/3 under 103 49 50,7
Whole gastric infiltrating 2 2 0

Tumor location
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Table 3.14: Overall survival according to macroscopic morphology

Lesion morphology Patients Mortality | 5 years (%0) x2-p
Fungating 6 1 83,3
Ulcerated 54 21 58,2 x?=12,049
Ulcerated - fungating 67 37 41,4 p =0,017
Infiltrating 5 3 40,0
Ulceroinfiltrating 20 15 29,2
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Graph 3.4: Overall survival with macroscopic morphology
Table 3.15: Overall survival according to histopathology differentiation

Histopathology Patients Mortality | 5years (%0) Y- P
Highly differentiated 7 1 85,7 x%=11,661
Moderately differentiated 49 18 59,8
Poor differentiated 59 38 35,8 p =0,0009
Signet ring cell carcinoma 37 20 45,2
Histopathology
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Graph 3.5: Overall survival and histopathological differentiation
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Table 3.16: Overall survival according to tumor invasion

Tumor invasion Patients Mortality | 5years (%) Y2 p
T4a 89 36 59,5 ¥2=9,657
T4b 63 41 33,5 p=0,002

Tumor invation
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Graph 3.6: Overall survival and tumor invasion
Table 3.17: Overall survival according to lymph node metastasis

Lymph node metastasis Patients | Mortality | 5 years (%0) x2-p
No Lymph node metastasis 43 9 78,0 1?=19,985
Lymph node metastasis 109 68 36,6 p=0,000

Lymph node metastatic
1.07
Mo lymph node
metastatic
— Lymph node
0.5 metastatic
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Graph 3.7: Overall survival and lymph node metastasis status
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Table 3.18: Survival time according to Lymph node metastasis status

Lymph node status Patients | Mortality | 5 years (%) x2-p
NO 43 9 78,0 v2=24,907
N1 53 30 44,1 p=0,000
N2 32 19 38,2
N3 24 19 20,8

Nodal status
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Graph 3.8: Overall survival according to lymph node metastasis status
Table 3.19: Overall survival according to disease stages

Stages Patients Mortality | 5 years (%0) x2-p
1B 34 5 84,6 v2=23,857
A 30 15 51,3 p=0,000
1B 47 27 42,0
HC 41 30 24,4
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Graph 3.9: Overall survival and disease stages
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Table 3.20: Variables estimating mortality risk according to multi analysic

Factors OR (95% CI) P
Macroscopic Lesion 1,289 1,104-1,504 0,001
Histopathological differentiation 1,460 1,111-1,918 0,007
Lymph node metastasis 3,004 1,331-6,962 0,008
Stages 1,365 1,033-1,803 0,029

CHAPTER 4: DISCUSSIONS

4.1. Clinical, sub-clinical Characteristics
4.1.1. Age and Gender

The average age was 53,3 £ 9,7. Youngest patient was 27, the oldest was 71.
The age had upward trend; 51-60 age group accounted for the highest proportion:
48,0%. Males was 115 (75,6%) and females was 37 (24,4%). Male /female was 3,1/1.
This result is suitable for most of researches in Vietnam with the average age of 50,
in which 50-60 age group accounts for the highest proportion. More male than female
gets gastric cancer, in general.

According to researches in developed countries, the average age was older. The
average age was 62 years old in Cunningham’s study (2006), male /female was 3,7/1.
The average age was 63 years old in REAL-2’s study (2009), male /female was 4,1/1.
In the USA, according to statistics between 1992-1999, the patient’s age and gender
proportion was similar to Asia, but the disease rate was lower.

4.1.3. Lesion characteristics
4.1.3.1. Tumor position

The most popular lesion location was antrum - pylorus, accounted for 67,8%.
The second was lesser curve (21,7%). Other positions were rare: epigastric - cardia -
5, body -5, greater curve -4. Whole gastric infiltrating -2.

According to researches, there are differences in the lesion location between
regions in the world. In European and America, the popular location is cardia and
esophagus - gastric whereas in Asian countries, the popular position is antrum -
pylorus. The researches in Vietnam give the simiar outcomes as ours.

According to Bang’s a research on gastric cancer patients in Asia in 2010, the
major position was antrum - pylorus (52%). Cardia was rare with only 3%. Sasako
(2008) did a study on 523 GC patients in Japan and the result was 42,3% with 1/3
under, 39,6% with 1/3 middle and 18,1% with 1/3 upper. Barreto (2014) pointed out
that among 99 patients in India, 17% was resulted from cardia.
4.1.3.2. Morphology and lesion size

The major morphology was ulcerated - fungating with 44.1%. Ulcerated was
35,5%. Ulcerated — Infiltrating was 13,2%. Fungating and Infiltrating were rare. This
result is similar to other researches in Vietnam.

The average lesion size was 5cm, the biggest one was 10cm. The major tumors
(48.7%) were 5-<7cm. 27.6% of tumors were >3-<5 c¢m. Bli Anh Tuyét (2003)
evaluated lesion size at all stages and found that 48.9% of tumors were 3-<5 cm;
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16.7% were 5-<7 cm. Nguyen Xuan Kien (2005) discovered 46,6% were >2-5cm and
31.9% were >5-8cm. This difference may be because most patients were diagnosed at
advanced stages, invasive serosa lesions, spreading.
4.1.3.3. Histopathology

Histopathological differentiation showed that poor and moderate differentiated
carcinoma had the highest proportions: 38.8% and 32.2%, respectively. Signet ring
cell carcinoma was quite popular with 24,3%. Well differentiated carcinoma was quite rare.
This result is similar to other domestic researches.
4.1.3.2. Lesion characteristics according to TNM

The invasive serosa lesion tumors (T4a) group accounted for the highest
proportion (58.6%). 63 (41,4%) with tumors invading to adjacent organs (T4b).

The evaluation on lymph node metastasis showed that 71,7% had been lymph node
metastasis: 34,9% lymph node metastasis N1. 21,1% -N2. 15,8% - N3.

The relation between tumor invasion and lymph node metastasis showed that 55/89
patients of T4a group had lymph node metastasis (61,8%), mainly N1. 54/63 patients of T4b
group had lymph node metastasis (85,7%), distributed equally from N1-N3. Therefore,
patients with tumors invading to adjacent organs suffered from more possibility of lymph
node metastasis. The differences were clear and statistical with p = 0,007.

According to the evaluation on relation between tumor position and lymph node
metastasis, at position 1/3 upper there were 70% , 1/3 middle: 70,3%; 1/3 lower: 71.8% (2/2
patients). Although tumors at 1/3 middle and lower has slightly higher metastasis rates, the
difference is not statistically significant (p>0,05). The reasons might be that there is a
similarity in the level of tumor invasion to serosa among all patients, so the lymph node
metastasis rate, in general, is high and the difference is not clear.

The relation between tumor size and lymph node metastasis showed that 52.9%
tumors <3cm had lymph node metastasis; 54.8% with >3-<5cm tumors; 79.7% with
=5-<7cm; and 94.7% with >7cm tumors. Therefore, the lymph node metastasis rate
increases upon tumor size. The difference is clear and statistically significant with p=0,001.
Most of researches and documents show that <3cm tumors can be found in early stage
gastric cancer, but our research revealed that some cases with <3 cm tumors invasion to
serosa. However, tumors may invade deeply but not spreadily, and low metastasis
risk; that is the reason why lymph node metastasis rate in this group is very low.

The patients in study were locally advance stage, tumors invading serosa but no distant
metastasis belonged to stages I1B-11IC. More cases were at stages I11B (T4a, N2 and T4b,
NO-1) and IIC (T4a, N3 and T4b, N2-3) with 30,9% and 27,0%, respectively. Stage 11B
(T4a, NO) accounted for 22,4% and 1A (T4a, N1) was the lowest (19,7%).

4.2. Treatment
4.2.2. Side effects

In general, 6 cycles of chemotherapy, toxicity on Hemoglobin accounted for 52.4%
of all cases; however, it was at low grade: grade 1 was 35.5% and grade 2 was 15.4%. Only
a small reduction of Hemoglobin at grade 3 (1.5%) during first cycles occurred due to
influence after gastric surgery, which made nutritional absorbtion worse. No cases had
toxicity grade 4.
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Leukopenic and neutropenia was the most frequent toxicity with high rate. On
average, through 6 cycles, leukopenic accounted for 27.1%, in which mainly slight
reduction (grade 1, 2) was 20,2%. Toxicity grade 3 was only 1,4% and no grade 4.
Neutropenia was affected mostly through 6 cycles with 53,3% but mainly at low grade
with 39,6%, including grade 1 (22,4%) and grade 2 (17,2%). There was a small proportion
of neutropenia grade 3 and 4 (13,8%), however after using G-CSF, it became stable, it
was not necessary to use antibiotics. L& Thanh Trung (2011) discovered the similar results
when finding major proportion of neutropenia (40,5%). Cunningham (2006) found the
popularity of Leukopenic (62,9%), in which reduction grades 3-4 accounted for 27,6%.

The effect platelet reduction was small at low grades. On average, 6 cycles had only
2.7% of platelet reduction at low grade and didn’t affect the treatment process: grade 1
accounted for 2,3%, grade 2 and grade 3 included 2 cases each one (0,2%), no grade 4.

Toxicity on liver was low: on average through 6 cycles 11,6% of GOT and 8,4% of
GPT increased, only 0,3% increased in grade 3, no grade 4. About kidney function, only
0,2% increased Creatinin grade 2. No case had symptoms of increasing Ure.

Nausea and vomiting are popular side effects. In the regimen, Epirubicin was used so
high rates. On average, through 6 cycles, the number of patients with symptoms of nausea
and vomiting accounted for 34,2% and 20,1%. The symptoms were mainly at low and
medium grades, only a few cases were at high grade, which affected eating ability of
patients (3,7% nausea and 0,6% vomiting). Cunningham (2006) found that nausea and
vomiting symptoms were very high (78,9%); grade 3-4 was low (11,4%).

Diarrhea is one of popular side effects when applying chemotherapy with Fluorouracin
regimen. This symptom could be found in the patients using Xeloda with 13,6%, the major
case was at low grade, which did not affect the treatment process (7,3% level 1; 4,3% grade
2 and 1,9% grade 3).

Hand-foot syndrome is the featured side effects and popular when using Xeloda.
Through 6 cycles, this symptom could be found in 21.7% of patients and mainly at grades 1,
2. This symptom increased in next cycles and it did not affect the treatment. LE Thanh
Trung (2011) found this symptom in 41,4% of treatment processes. Research REAL-2
found 39,3% of the cases, in which 3,1% was at grades 3-4.

Peripheral sensory neuropathy toxicity is popular with Oxaliplatin treatment. Acute
toxicity appears during or after chemotherapy. Chronic toxicity appears on sensory
neuropathy related to accumulated dose and normally when using 780-850 mg/m®.
However, most researches find out acute toxicity while accumulated toxicity appears after
therapy and it takes long time for patients to recover. On average after 6 cycles, this
symptom could be found in 34.4% of patients and often increased in last cycles, mainly
grades 1 and 2; 1.7% at grade 3 which affecting partly the patient’s living activities.

Cunningham (2008) found 82.7% at levels 1-2 and 4.4% at grades 3-4. Bang found
56% and 2% at grades 3-4. The cause may be that the above researchers use 8 cycles of
chemotherapy so accumulated dose of Oxaliplatin is higher, toxicity rate is much more.
Baek (2010) found that accumulated dose increased clearly in late cycles. After 1.5 —month
treatment was about >10%, and increased up to 30% after 4-month treatment. A lot of
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researches have been carried out but up to now, there has been still no method or medicines
to improve this obstacles during treatment with Oxaliplatin.

Toxicity effect and side effect on treatment process

Due to toxicity effect and other side effects, the treatment must be halted to adjust until
stability. Normally during the first cycles, effects of disease as well as gastric surgery reduce
tolerability, so reduction in hemoglobin often occurs. The heavy cases should be halted to
blood infution. However, the number of halted days was not many, on average 4 days
during first cycles. If the reduction occurs in next cycles and cycles 5, 6, 1 day delay should
be applied to blood infution, then patients can continue the treatment.

Effect due to leukopenic reduction occurs in all cycles, mainly in cycles 2 and 3.
Specifically, the number of cases halted due to leukopenic reduction was 3, cycles 2 was 5,
cycle 3 was 7, cycle 4 was 5, cycle 5 was 2. In cycle 6, patients did not have to halt, mainly
light cases, use medicine to increase leukopenic, patients became stable and could continue
chemotherapy. During first cycles, although the effect of leukopenic reduction, especially
neutropenia was much, only serious cases had to be halted, the light cases after medicine
became stable immediately, so it was not necessary to delay treatment. Therefore, the
number of days delaying treatment was not many. Cycles 1 and 2 were 2 days, cycles 3 was
3 days, cycles 4 and 5 were 1 day, cycle 6 was not halted; in which in cycle 3, 1 case had to
delay because of leukopenic reduction fever and time using antibiotics and leukopenic
increasing medicine did not last long because patients recovered fast (4 days).

The number of times delaying treatment due to liver function is relevant to the number
of times increasing GOT and GPT from grade 2 and patients must delay treatment to use
medicine to reduce to level <2.5 times as much as normal cases, then chemotherapy can be
continued; in which the number of times delaying in cycle 1 and 6 was 1, cycle 2 was 2,
cycles 4 and 5 were 4, annd cycle 3 was 7. The number of days delaying due to treatment of
side effect mostly 6 and 7 days.

Only 1 case delaying treatment due to platelet reduction lasted 6 days, it was necessary
to wait until the amount of platelet became normal, the patients could continue treatment. 2
cases reducing level 3 were platelet infution and were delayed for 1 day.

Toxicity and other side effects are at low and medium grades, the treatment combining
curing these side effects as well as dose adjustment in limitation help to control the problem.

EOX regimen is convenient because there are only 6 cycles of treatment, this regimen
affects mainly neutropenia but it is easy to control. The toxicity and other side effects are at
low and medium levels, they do not affect patients as well as treatment halt much.

4.2.3. Treatment results
4.2.3.1. Survival time

The study was carried out on 152 gastric cancer patients stage II1B-Ill with tumor
invading serosa (T4, M0), a high rate group in Viét Nam. Patients after radical gastrectomy
would continue with adjuvant chemotherapy with EOX regimen in 6 cycles. The follow-up
time after treatment was from 36 months to 75 months, on average 52 months. The number
of patients still being alive was 75, 77 patients died, 82 patients recurred. The overall
survival time was 50,3 = 2,0 months on average, disease free survival was 46,2 + 2,2
months. The estimated overall survival rate (Kaplan - Meier estimator) after 3 years, 4
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years and 5 years were 61,8%; 50,7% and 48,1%, respectively. The survival time without
disease after 3 years, 4 years and 5 years were 53,9%, 49,8% and 42,9%, respectively.

Table 4.1: Survival after GC radical treatment

Researcher Treatment 3 y(e;(r) )OS > y?;: )OS
Do Duc Van (1993) Surgery 29,0 18,0
Trinh Hong Son (2001) Surgery 37,3
Nguyen Xuan Kien (2005) Surgery 33,7
Vu Hong Thang (2006) Surgery + ELF 63,4
Cunningham (2006) Surgery 23
Surgery + ECX 36
Vu Hai (2008) Surgery 47,7
Surgery + ELF 65,2
Trinh Thi Hoa (2009) Surgery + ECX 81,8
Sasako (2008) Surgery 61,1
Surgery + TS-1 71,7
Bang (2012) Surgery 78
Surgery + Xelox 83
Xiang Hu (2014) Surgery (T4) 31,1
Fukuda (2011) Surgery + Chemo (T4) 47,6
Vu Quang Toan (2015) Surgery + EOX 61,8 48,1

As compared to other researchers (table 4.1), the patients with tumors invading serosa
(T4a and T4b) - high proportion in VN - who were treated adjuvant chemotherapy EOX
regimen including 3 medicines — have improved survival time. No researches before have
been concentrated specifically on this group. Even though, compared to other researches on
gastric cancer treatment in general, the treatment result of this group has been improved
clearly. Especially with surgery only on groups of patients at many stages and invasive
tumors. Compared to researches on adjuvant chemotherapy, the result of this research to
high-risk patients has also shown positive progress.

4.2.3.2. Factors related to survival time

»  Survival related to tumor position

According to researches on surgery treatment, gastric cancer patients at 1/3 upper were
difficult in radical surgery so survival rate was lower. 5-year survival in patients with tumors
at 1/3 upper in this research was 30,0%; with tumors at 1/3 middle was 50,3%; with tumors
at 1/3 lower was 50,7%. Group of tumor invading the whole gastric was 0% (p=0,047). The
difference about survival time between tumor positions was statistically meaningful p<0,05.

Many researchers when comparing differences between gastric cancer position also
find out that cardia tumor, 1/3 upper has worse prognosis, the survival rate is low. Harrison
(1997) found that 5-year survival rate of cardia gastric cancer was 42%, antrum - pylorus
gastric cancer was 61%. Vii Hai (2008) found that 5 year survival rate of gastric cancer at
1/3 lower was 19,2%; 1/3 middle was 28,9%; 1/3 upper was 0%.
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» Survival related to macroscopic lesion morphology

Comparisons between survivals upon morphology, Fungating 5-year survival was
83,3%, Ulcerated was 58,2%, invasive was 40,0%, Ulcerated - Fungating was 41,4%,
Ulcerated - invasive was 29,2%. The difference about overall survival between group
upon morphology was p<0,05 (p=0,013).
» Survival related to histopathology differentiation

According to most of documents and researches, infiltrating has worse
prognosis and according to differentiation, poor differentiated type is worse. The
study result revealed poor differentiated with 5-year OS was lowest (35,8%); average
survival time was 42,9 + 3,2 months. Signet ring cell was 45,2%; average survival
time was 48,1 £ 3,9 months. Moderate was 59,8%; average survival time was 56,7
+ 3,5 months. Well differentiate had OS rate highest (85,7%); average survival time
was 61,7 = 2,1 months. The difference about OS time was clear with p<0,05
(p=0,0009). Zhi Zhu (2014) analysed factors related to survival time according to
well, moderate, poor and no differentiations and found that 5-year survival difference
was very clear: 82,5%; 62,0%; 26,2% and 6,8%, respectively with p<0,001.
» Survival according to primary tumor invasion

Tumor invasion level (T) is an important prognosis factor. The patients in the
study were in locally progressive stage, deep invasive tumor. Those who had serosa
invasive tumors (T4a) had 5 year overall survival (59,5%), and tumor invading
through serosa (T4b) was 33,5%. The difference about overall survival between 2
groups was clear and statistically meaningful with p=0,002.

Vu Hai (2008) found that the deeper tumor invaded, the worse survival
prognosis was. 5-year survival of T4a was 21,7% and T4b was 4,7%. Zhi Zhu (2014)
found that 5-year survival reduced clearly according to tumor invasion from T1 to
T4: 82,2%; 50,8%; 36,5% and 19,0%, respectively, with p<0,001.

» Survival related to lymph node metastasis

Lymph node metastasis is an important prognosis factor in gastric cancer.
Metastasis or not, levels of metastasis affect greatly the patient’s survival time.
Documents and researches showed that survival prognosis reduced significantly in
lymph node metastasis patients as compared to non-lymph node metastasis patients.

Non-lymph node metastasis patients in this research had 78% 5-year OS with
average survival time of 66.5 + 2.5 months. Lymph node metastasis group had 36,6%
5-year OS with average survival time of 44,1 + 2,4 months. The difference was clear
with p <0,001. Lymph node metastasis had close relation with survival time and was
an important prognosis. Vii Hai (2008) found that non-lymph node metastasis GC had
62,9% of 5-year OS while lymph node metastasis had only 9,8% lymph node metastasis.

Lymph node metastasis is also an important prognosis related to survival time.
In this study, non-lymph node metastasis patients (NO) had 78,0% 5-year survival,;
lymph node group N1 was 44,1%; N2 was 38,2%; N3 was 20,8%. The relation
between lymph node metastasis and survival time was clear with p<0,001.

Nguyen Xuan Kien (2005) found that 5-year OS of non-lymph node metastasis
patients (NO) was 72,23%; of lymph node metastasis was 15,24%; N2 was 13,33%; N3
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was 0,0%. Fujii (1999) studied prognosis factors of gastric cancer and found that 5-
year survival of NO was 89%; N1 was 66%; N2 was 34% and N3 was 0,0%.
» Survival related to disease stage

Disease stage is an important prognosis factor in cancer, in general, and
particular gastric cancer. The patients in stages IIB, IHA, IlIB, I1IC with 5 — year
survival time accounted for 84,6%, 51,3%, 42,0%, and 24,4%, respectively. The difference
about survival rate between different stages was clear with p<0,001.

Nguyen Xuan Kien (2005) found that 5-year OS in stage | accounted for 78,36%;
stage Il accounted for 32,6%; stage Il was 18,08% and stage IV was 0%. Vi Hai (2008)
found that 5-year survival after surgery according to stages from | to IV were 79,3%,
59,5%, 13,5%, and 2,0%, respectively.

»  Prognosis factors according to multivariables

According to analysis, lesion positions, tumor invasion, lymph node metastasis
and stage related closely to survival time after treatment. When making analysis
according to regression Cox method, overall lesion morphology factors, histological
differentiation levels, lymph node metastasis status and disease stages are
independent prognosis factors affecting survival time (p<0,05).

Macroscopic morphology had risk rate of 1,289; 95% credibility was 1,104-
1,504 (p=0,001). Thus, morphology from fungating, ulcerated, ulcerated-fungating,
infiltrating, ulceroinfiltrating, mortality rate increased 1,287 times.

Histopathology differentiation had risk ratio of 1,460; 95% credibility was
1,111-1,918 (p=0,007). Differentiation decreased from well to moderate, signet ring
cell and poor differentiation, mortality risk increased 1,460 times.

Lymph node metastasis had risk ratio 3,004; 95% credibility was 1,331-6,962
(p=0,008). When having lymph node metastasis, mortality risk increased 3,004 times
as compared to non-lymph node metastasis.

Disease stage had risk ratio 1,365; 95% credibility was 1,033-1,803 (p=0,029).
Gastric cancer patients in the research increased each stage from 11B-111C, mortality
rate increased 1,365 times.

Thus, in the group of patients in the study (invasive tumor T4, MO0), overall
lesion morphology, histopathological differentiation, lymph node metastasis and
disease stages are independent prognosis factors.

Nguyen Xuan Kien (2005) evaluated results after surgery in 144 GC patients in
different stages when analyzing multivariable and found that histopathology
differentiation factors, tumor invasive, lymph node metastasis, the amount of lymph
node metastasis and stages were independent prognosis factors. Vii Hai (2008)
analyzed GC patients at different stages getting surgery and group of patients having
adjuvant chemotherapy and found that tumor invasion, lymph node metastasis,
stages, surgery type were independent prognosis factors. Zhi Zhu (2014) after
analyzing 932 GC patients during 1980-2005 found that morphology, hostopathology
differentiation, tumor invasive, the amount of lymph node metastasis were
independent prognosis factors.
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CONCLUSION

The study was carried out on 152 cases of gastric cancer patients stages I1B-IlI

(T4, MO) being treated with EOX regimen adjuvant chemotherapy at K Hospital
from 1/2009 to 12/2011, follow-up information to 6/2015, the results are as follow:

1. Pathology characteristics

Patients’ average age was 53.3 + 9,7 months. male / female: 3.1/ 1.

Common lesion site was antrum - pylorus (67.8%).

Macroscopic morphology was mainly ulcerated - fungating (44.1%), and
ulcerated (35.5%).

The poorly differentiated histology was most frequent (38.8%), average
differentiation was 32.3%, mucinous carcinoma was 24.3%.

41.4% tumors invaded to adjacent organs (T4B). 71.7% had lymph node
metastasis. The extent of lymph node metastasis increases upon the size and
extent of tumor invasion.

2. Treatment results

EOX regimen Adjuvant chemotherapy had high efficiency, few side effects. The
average survival was 50.3 + 2.0 months. Overall survival at 3 years, 4 years and
5 years were 61.8%, 50.7% and 48.1%, respectively.

When tumors invaded serosa, 5-year overall survival prognosis was worse: T4a
was 59.5%, and T4b was 33.5% (p = 0.001).

5-year overall survival rate was 78.0% in no-lymph node metastasis group;
36.6% in lymph node metastasis group (p <0.001). According to level of lymph
node metastasis: NO was 78.0%; N1 lymph node metastasis was 44.1%; N2 was
38.2%; N3 was 20.8% (p <0.001).

5-year overall survival rate decreases from stages 1IB to IlIC: 84.6%, 51.3%,
42.0% and 24.4% (p <0.001), respectively.

Prognostic factors was significant with survival time: location, lesion
morphology, histopathology differentiation, invasion of tumor, condition and the
extent of lymph node metastasis, and staging.

Adverse prognostic factors were: tumor at 1/3 upper, tumor infiltration, poorly
differentiated histopathology, tumor invasion T4b, lymph node metastasis and
the extent of lymph node metastasis, stages 111B and IlIC.

Independent prognostic factors influenced survival time: lesion morphology,
histopathology differentiation, lymph node metastasis status and disease stage.

RECOMMENDATIONS

EOX regimen adjuvant chemotherapy should be considered for gastric cancer

patients with high risk factors.





