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1
PAT VAN DE

Ung thu da day la bénh 1y thuorng gap trén thé giéi ciing nhu ¢ Viét
Nam va ding hang dau trong cac ung thu duong tiéu hoa. N6 chiém 10%
sb truong hop méi mac va 12% tong sb tir vong do ung thu. Tai Viét
Nam ung thu da day xep hang thr 2 sau ung thu phdi 6 nam, va ding tha
3 & nit sau ung thu via va ung thu ¢6 tir cung.

Phuong phap chan doan ung thu da day tét nhat hién nay la bang noi
soi két hop sinh thiét va mé bénh hoc. Vi tri hay gap nhit cua ung thu da
day 1a 1/3 dudi, ty 1& nay & My 1a 45% va & Viét Nam theo nhiéu thong
ké c0 t6i hon 80%.

Cho dén nay phau thuat van glu vai tro quyét dinh trong diéu tri ung
thu da day voi cat da day rong rai két hop vét hach Vung co nguy co di
can. Méc du ky thuat phau thuat ung thu da day ngay cang tién bo,
nhung két qua sdng thém 5 nim sau md con thép. Ngoai viéc hoan
thién céc phuong phap phau thuat diéu tri triét can co dién, gan day
cac nghién curu tip trung dleu tri da mo thirc sau mo nhu hoa chat don
thuan, hoa-xa phoi hop, mlen dich-sinh hoc... dac biét phu'ong phap
diéu tri hoa tri toan than 1a rat can thiét. Mot s6 nghién ctru vé diéu tri
hoa chat bo tro sau phau thuat trong ung thu da day da cho thay co vai tro
nhit dinh trong viéc ha thip ty 1¢ tai phat, cai thién chat lu'ong song cua
bénh nhén, l[am glam triéu chung va lam ting thém thoi gian song sau
phau thuat cho nguoi bénh.

Xuét phat tir co s¢ 1y luan va thuc tién do, ching t6i thyc hién dé tai
“Nghlen ciru két qui dleu tri ung thw da day 1/3 dudi bang phéu thudgt trigt
cdn c6 két hop héa chit” nham hai muc ti€u sau:

1. Xac dinh dic diém lam sang, can 1am sang va giai phau bénh
cua ung thu da day 1/3 dudi.

2. Panh gla két qua diéu tri ung thu da day 1/3 duéi bang phau
thuat triét can co két hop hoa chat b trg theo phac dd ECX.

*Y nghia thuc tién va dong gop cua dé tai:

- M0 ta thém mot sé dic diém 1am sang va can 1am sang cua ung
thu da day 1/3 dudi.

- Panh gla két qua diéu tri ung thu da day 1/3 dudi bang phau
thuat tri¢t can co6 két hop diéu tri bo trg hoa chat ECX va mot s yéu to
lién quan dén tién luong thoi glan Song thém .

- La co so khach quan gop phan ching minh sy kha quan vé tién
lugng thoi gian SOng thém cua diéu tri héa chét bd tro va bénh nhan co6
chat lugng cudc song chap nhan duoc sau phau thuat cit da day két hop
hoa chat b tro.



*Céu trac luan an:

Luan 4n duoC trinh bay trong 123 trang (khong ké tai lieu tham
khao va phu luc). Bao gom cac phan: Pt van dé: 2 trang; tong quan tai
liéu 33 trang; d6i tuong va phuong phap nghién ctu 18 trang, két qua
nghlen cuu 23 trang, ban luan 44 trang; két luan va kién nghi 3 trang.
Luan an gém 56 bang, 9 biéu d, 8 hinh, 139 tai li¢u tham khao trong do
c6 61 tai lidu tiéng Viét, 78 tai liéu tiéng Anh. Phu luc gom cac cong
trinh nghlen ctu, tai lieu tham khao, mot s6 hinh anh minh hoa, phiéu
nghién ctru, danh sach bénh nhan.

Chuong 1
TONG QUAN TAI LIEU

1.1. DICH TE HQC UNG THU DA DAY

Ty Ié mic ung thu da day thay doi tuy thudc vao cac yéu td khéac
nhau bén canh yeu t6 dia du. Nhat Ban, Trung Quéc va Han QUOC la
nhitng qudc gia co ty lé mac cao nhat Pong A, Viét Nam la vung coty Ié
mac trung binh. Ty & mic ung thu da day ¢ da s6 cAC qudc gia da giam
rd rét trong nhimg nam nita sau thé ky 20. Con ¢ Viét Nam ung thu da
day dang hang th 2 trong cdc ung thu ¢ ca 2 gidi.

1.2. SO LUQC GIAI PHAU DA DAY VA MO HQC DA DAY

Da day la doan phinh to nhat cua 6ng tiéu hoa ndi gitra thuc quan &
phia trén va ta trang ¢ phia dudi, ¢ hinh chit J. Da day duoc chia lam 3
phan theo truc doc: 1/3 trén, 1/3 gitra, 1/3 duéi va 4 phan theo thiét di¢n
cit ngang: bd cong vi nho, bd cong vi 16n, mit trudc va mat sau. Cau
trdc thanh da day tir ngoai vao trong c6 5 Iop I6p thanh mac, 16p dudi
thanh mac, 16p co, 16p duéi niém mac, 16p niém mac.

H¢ bach huyet da day chia lam 4 chiang: Chang N1 gom nhiing
nhoém hach hach tir 1 dén nhém 6; chang hach N2 gom nhitng nhom hach
tir 7 dén nhém hach thi 11, nam doc theo céc bé ‘mach chinh (dong mach
gan chung, vi trai, dong mach lach); chang N3 gom nhirng nhém hach tir
12 den 15 (nam G cudng gan, quanh dong, tinh mach mac treo trang trén,
sau dau tuy, cac hach doc theo cac nhanh cua dong mach dai trang giita);
chang N4: Cac hach xung quanh dong mach chu bung (nhém hach 16).

1.3. GIAI PHAU BENH LY CUA UNG THU DA DAY

“Pai thé: Ung thu da day c6 thé gap bat cr vi tri nao trén da day,
tuy nhién c6 sy phén bd khac nhau cua cac thuong ton, trong d6 nhi€u
nhat 1a vi tri phan ba dudi chiém ty 1& 45% - 82%. Kich thudc u rat da
dang tuy theo phat hi¢gn sém hay muon. Nho sy ing dung néi soi da day
rong réi trong chan doan nén ung thu da day dang c6 xu huéng phat hién
sém hon. i

- Phan loai dai thé: . . i

+ Ung thu da day sém (typ 0) gom: 0l (dang 16i; Oll (dang phang);
Ol (dang 16m).
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+ Ung thu da day tién trién gom Typl: thé sui; Typ 1l: thé loét
khong xam lan; Typ [11: thé loét xam lan; Typ IV: thé thAm nhiém. Thé
loét va thé loét xam l4n thuong gap.

*\/i thé: Theo WHO (2000): Ung thu té bao biéu md tuyén dng,
tuyén nhd, tuyén nhay, té bao nhan, kém biét hoa va khong biét hoa.Theo
Lauren(1965) typ rudt, typ lan toa, typ pha Ty I¢ cac typ vi thé rat khac
nhau theo cac nghién ctru ¢d sy dan xen vé md hoc trong cling mot khéi u.

1.4. XAM LAN VA DI CAN CUA UNG THU DA DAY

Ung thu da day xam 1an va di cin chu yéu theo cac duong sau day
xam lan tryc tiép: tuy, rén lach, dai trang ngang, rén gan, mac n01 co
hoanh, thanh bung, thuc quén; di cén theo duong bach huyet dén cac
nhom hach cua da day, doi khi di can hach trén don thong qua dng nguec;
di can theo duong phic mac: roi vai té bao ung thu trong 6 phiic mac, di
cin budng trimg 2 bén (u Krukenberg); di cin theo duong mau: gan,
than, xuong, da.

1.5. PIEU TRI UNG THU DA DAY

1.5.1. Phiu thujt

- Phau thudt tri¢t can: cit bo mot phan hay toan bd da day ma dién
cét khong con t6 chuc ung thu, 1y bo toan bo hé thong bach huyet di
cin, liy bo td chirc xAm lan va di cin. Cac phau thudt: cit ban phan, cat
toan by, cat niém mac da day qua ndi soi voi ung thu da day som.

Nao vét hach D1: cat da day + vét hach N1; D2: (N1, N2); D3 (N1,
N2, N3) va D4 (N1, N3, N3, N4).

- Phau thuat tam thoi: cat da day tam thoi, ndi vi trang, m¢ thong
da day, hong trang. V6i muc dich diéu trj triéu chu’ng, nang cao chat
luong séng va kéo dai thoi gian séng thém cho nguoi bénh.

1.5.2. Héa chét dleu tri ung thw da day

- Hoa chat tan bo tro: lam giam bot su tién trlen khdi u, 1am glam
thé tich kh01 u, tur chd khong theé phau thut duge dén kha ning c6 thé
phau thuat cét khoi u triét dé.

- Hoa chit bd trg: co tac dung nang cao chat lugng cude song, kéo dai
thoi gian song thém sau khi b¢nh nhén dugc phau thuat triét can.

Mot s6 phac d6 phdi hop da hoa chat FAM, FAMTX, FUFA, EAP,
ELF, DCF, ECF, EOF, EOX. Hi¢n nay chua c6 mot phac dd nao duoc
coi la phac dd chuén trén thé gidi voi bénh nhén ung thu da day sau mé
triét can. Nghién ctru nay ap dung phic d6 ECX véi bénh nhan ung thu
da day 1/3 dudi sau mo triét can.

1.5.3. Vai tro cia héa tri

Hoa tri la giam triéu chung, ty 1¢ tai phat tai cho, tai ving va kéo
dai thoi gian séng thém.
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) Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUONG NGHIEN CUU

G6m 53 bénh nhan, da duoc chan doan xéac dinh ung thu da day
1/3 dudi dugce phau thuat cit doan da day két hop hoa chat tai bénh vién
Trung wong Hué tir 1/2008 -12/2014

2.1.1. Tiéu chuin chon bénh:

Céac bénh nhén dap tmg cac chuan sau day:

- Puoc diéu tri phiu thuat cit doan phan xa da day kém nao vét
hach muc D2.

- Puoc chan doan xac dinh 1a ung thu da day 1/3 dudi trén xet
nghiém mo b¢nh hoc, giai doan lam sang theo TNM tur IB dén 111

- C6 chi sb Karnofsky > 70%

- Pi duoc didu tri héa chat bd tro sau phiu thuét theo phac do
ECX du 6 dot.

2.1.2. Tiéu chuin loai trur:

- Céc truong hop c6 bénh Iy toan than phdi hop nhu dai duong,
tang huyét ap, ASA > 3.

- Bénh nhan sau phau thuat c6 két hop diéu tri thém cac lieu phap khéc.

2.2. PHUONG PHAP NGHIEN CUU

Nghién ciru mo ta, tién ctru ¢6 can thiép, theo ddi doc va khong so sanh.

2.2.1. Nghlen ctru lim sang trude md

Gom céc chi tiéu 1am sang Tudi, gidi, triéu chu’ng co nang va thyc thé.

Cac chi tiéu can 1am sang: cac xét nghlem cong thirc mau, cac xét
nghi¢ém danh gia chirc nang gan, than, ndi soi da day-sinh thiét.

2.2.2. Nghién cuau giai phau benh sau md: khao sat dai thé bénh
pham xéc dinh thé giai phau bénh: sti, loét khong xam lan, loét xam lan,
tham nhém, phan loai dai thé. Kich thudc, do xam lan khéi u. Khao sat
mo bénh hoc: Theo UICC-2009. Khao sat hach di cdn bang dém s6 luong
va sinh thiét theo tung nhom. Khao sat 2 dau dién cit da day.

Két qua giai phau bénh cua ton thuong sau phau thuat 1am bang ching
dénh gia TNM cua Uy ban phong chdng ung thu thé gioi (UICC-2009).

2.2.3. Mt s6 diic diém lién quan giai phiu bénh

Do xam lan u va di cén hach ving

2.2.4. Pic diém phau thuéat cat ban phan xa da day + vét hach D

2.2.4.1. Chi dinh phau thudt cit ban phan xa da day + vét hach D2

- Vi tri u: xac dinh vi tri ung thu 1/3 dudi theo Hoéi ung thu da day
Nhat Ban.

- Giai doan x4m 1an khéi u: T2-T4.

- Mitre vét hach: mire D2 gdm cac nhom hach 1,3,4,5,7,8,9,10,11.

- Phyc hdi luu thong tiéu hoa: khau phuc héi luu thong da day rudt
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theo phuong phap Polya hoac Roux- en-Y.

2.2.4.2. Quy trinh phdu thugt

*Phau thudt mo

Tét ca bénh nhan déu dugc gay mé bang noi khi quan.

Budc 1: Mo bung 20 cm theo duorng trang gifra tir mi Grc dén phia
rén. Tham dé ton thuong va tinh trang 6 bung dé quyét dinh phau thuat.

Budc 2: Phiu tich boc 16 mat trude thue quan, tdm vi, phan dung
bo cong nhé. M¢ la phuc mac trudc thuc quan bung tir tréi sang phai, liy
mac nodi nho téi sat chd bam vao gan, that cac nhanh mach sat bo phai
thuc quan bung, bo phai tam vi, phan ding bo cong vi bé. Mé phlc mac
trudc ron gan tur tréi sang phal lay & phic mac trugc cu0ng gan tur ron gan
t6i ta trang. Boc 16, budc va cat dong mach vi phai tai gbc (sat dong mach
gan riéng).

Buéc 3:

- Tach mac néi lon ra khoi dai trang ngang tir phai sang trai toi sat cuc
dudi lach. Phau tich, that, cat tinh mach vi mac néi pha1 (st noi d6 vao tinh
mach mac treo trang trén) va dong mach vi mac ndi phai (sat dong mach vi
tatrang).

- Cat va dong mom ta trang, lat da day 1én quan sat rd toan bo tuy.

Buéc 4: .

- Béc tach phiic mac sau tinh mach cira lién véi cac chudi hach trén.

- Phau tich tach hach (nhorn 8) sat dong mach gan chung & phia trén
dau tyy (kiém soat mach mau vao ron hach), hach (nhém 11) doc dong
mach lach, bo trén than dudi tuy tir phai sang tréi, hach (nhom 9) canh
dong mach than tang. Diéu kién thiy rd dau, than dudi tuy, boc 16 dong
mach than tang, dong mach vi trai, dong mach lach, dong mach gan
chung., dong mach vi ta trang va mot doan dong mach gan riéng. Thit tinh
mach Vi trai sat noi d6 vé tinh mach cira & bo trén dau tuy, thit dong mach
Vi trdi sat dong mach than tang.

- Kiém soét cudng gan giita ngon tro phia sau va ngon cai phia tru6c
(tay tréi). Boc hach nhém 8, nhém 9, nhém 11, nhém 7 (liém dong mach vi
trai), nhom 1 (bo phai tam vi), nhém 3 (doc theo bo cong vi nho).

Budc 5: Cat da day, tai 1ap lai luu thong tiéu hoa

-Cit 3/4 da day khi khdi u nam ¢ hang vi hoac tién mén vi, Cit 4/5 khi
khdi u & vi tri bo cong nhd c6 xu husng xam nhiém Ién than vi, duong cat Xac
dinh céch khdi u vé phia trén tdi thiéu 6 - 8 cm. Dién cat u vé dai thé khong c6 té
bao ung thur.

-Nbi da day voi hdng trang truée hay qua mac treo dai trang ngang
theo kiéu Polya hoac Roux-en-Y.

-Kiém tra miéng ndi, kiém tra cam mau, lau sach 6 bung, c6 thé
dat dan luu dudi gan hoac hd lach va dong bung.
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-Bénh pham duoc gii di 1am giai phau bénh ly.

*Phau thugt ngi soi i .

Qui trinh cat da day ban phan xa va vét hach ngi soi vé co ban
chaing t6i thuc hién nhu phau thuat mg, vét hach mic D2 theo Hiép hoi
nghién ctru ung thu da day Nhat Ban (1998). Néi da day rudt theo kiéu
Polya hodc Roux-en-Y c0 rach da du:ongvglu'a dudi mili te 5 cm va dua
da day va khoi u ra ngoai phic mac. Kiém tra va lau sach 6 phdc mac,
dong thanh bung hai 16p, gui bénh pham, hach lam giai phau bénh ly.

2.2.5. Danh gia két qua trong va sau md trong thoi gian nim vién

- Thoi gian phiu thuét: tinh bang phat

- S6 lugng hach vét dugc: ghi nhin 5O Iuong, hach duong tinh, vi
tri theo phan chia hé théng cic nhom hach ctia cac tac gia Nhat Ban (16
nhom hach) mac D2.

-Theo dbi cac bién chung sau mé: ty I¢ cac bién chung

- Thoi gian nam vién: tinh tir IGc mé xong dén khi ra vién, don vi
tinh 1a ngay.

2.2.6. Phwong phap diéu tri hoa chat

Hoba tri toan than theo phac dd ECX (Epirubicin, Cisplatin,
Xeloda)

2.2.7. Tac dung phu do diéu tri héa chat

Panh gia mot so tac dung phu trén 1am sang, huyét hoc va chic
ning gan - than ghi nhan sau ting dot diéu tri , phan dd cic doc tinh tir 0-
4 d6 dya theo tiéu chuan phan d¢ doc tinh thudc chdng ung thu cua Vién
ung thu Quéc gia Hoa ky 1999. .

2.2.8. Panh gia két qua diéu tri

- Thu thap thong tin qua tai kham, qua thu hoac dién thoai tra loi
thong tin Ve tinh trang song chét; Xac dlnh ty 1€ tai phat/ di can. Theo doi
thoi gian song thém va chét lugng sdng sau diéu tri phau thuat cia nguoi
bénh theo thang diém Spltzer

- Nghién cau cac yeu t6 lién quan véi thoi gian séng thém: séng
thém toan bo, do xam lan khdi u, mic do di cin hach vung, giai doan
bénh, do biét hoa

2.2.9. Xir ly so ligu:

Xir Iy s6 liéu theo chuong trinh SPSS 20.0

Thoi gian séng thém duoc tinh theo phuong phap Kaplan-Meier,
kiém dinh su khéc biét giita cac yeu t6 bang test log - rank.

Su khéc biét c6 y nghia thong ké khi p<0,05.
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) Chuong 3: .
KET QUA NGHIEN CUU

3.1. PAC PIEM CHUNG

3.1.1. Tudi va glO’l

Tu01 trung binh ctia nam 1a 53,85 + 9,39 tudi (dao dong 27 - 73 tubi).
Nhém tudi tir 51- 60 chiém ty 1é cao nhét 37,7%. Nam gioi 38 bénh nhan
(71,7%), nix gi61 15 bénh nhan (28,3%). Ty 1¢ nam : nir twong duong 2,5 : 1.

3.2. PAC PIEM LAM SANG

3.2.1. Tri¢u chirng co ning

bau thuong chiém ty 1& cao nhat 98,1%; st can gap 56,6%; co
50,9% bénh nhan biéu hién nén (ndn ra mau chiém 9,4%).

3.2.2. Triéu chikng thuc the

Céo 34(64 2%) bénh nhan 4n dau ving thugng vi, 16(30,2%) bénh
nhan hep mdn vi, con lai 17(32,1%) bénh nhan so thiy duoc ton thuong
da day.

3.3. PAC DIEM CAN LAM SANG

3.3.1. Dac diém ton thlr(rng trén ni soi da day

Ty l¢ ton thuong thé loét xam I4n chiém ty I& cao nhat la 43,4%
tiép theo ton thuong the loét chiém ty Ié 34,0%%.

3.3.2. Két qua giai Qhau bénh sau phau thuat

3.3.2.1.. Dac diem ton thwo‘ng trong gidi phau bénh

* Pai thé: Kich thuge u trong phau thuat <5cm chiém ty 1€ 22,6%.
Kich thuéc u > 5 cm chiém ty 18 77 /4%. Kich thugc trung binh: 5,38 +
1,88. Ton thuong dang loet xam lan chiém ty I¢ cao nhit véi 37,7%, tiép theo
dang loét (30,2%), thap nhat la thé tham nhlem chiémty 1¢ 13, 2%.

* Vi thé: Ung thu biéu mo tuyen dng thuong gap nhéit chiém ty 18
85%. Ung thu ¢6 dg biét hoa kém chiém ty 1& cao nhat (39,6%). Ung thu
bleu md khong biét héa chiém ty 1¢ thap nhét (9,5%). Ung thu biéu md
tuyén biét hoa chiém 90,5%.

3.3.2.2. Phén logi giai doan ung thw da day

T4a c6 2 truong horp 3, 8%) T4b c6 14 truong hop (26,4%). Chua
di can hach ving (NO) chiém 58,5%, (N1) chiém 28,3%, (N2) chiém
13,2%. Ty l¢ di can hach ving 1a 41,5%. Giai doan 1l c6 ty I¢ cao nhat
V6i 45,2%, giai doan III 1a 32,2%, giai doan | chiém 22,6%. 12 truong
hop giai doan IB deu la T2MONO. _

3 3 2.3. Mét sé ddc diém lién quan gidi phéu bénh

y & di can hach cua T2: 1/13(7,7%), T3: 13/24(54,2%), T4:

8/16(50%) Ching hach N2 ¢6 7 bénh nhan, trong d6 T3, T4 chiém100%.
(x2=10,334 bac ty do =4, p=0,035).
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3.4.KET QUA PIEU TRI CUA PHAU THUAT CAT DA DAY
BAN PHAN XA + VET HACH D2

3.4.1. Phuong thirc phau thuat: mé mo co 48/53 trudong hop
(90,6%), mé noi soi chiém ty l¢ rat thap (9,4%).

3.4.2. Thoi gian phau thuat; pha,u thuat m¢ trung binh 232,08 +
14,61 phl’Jt, thoi gian ph?au thuat ngan nhat: 210 phat, dai nhat: 260 phut.
Thoi gian phau thuat noi soi trung binh 252 + 33,27 phit, thoi gian phau
thuat ngan nhat: 230 phut dai nhat: 310 phut.

3.4.3. Ty I¢ cac nhom hach dwgc vet trong mé: S6 luong hach
vét dugc 440 haCh t6ng s6 hach duong tinh: 259 hach chiém ty 1& 58,8%.
Céac nhém hach 3, 4, 5, 6 chiém ty Ié duong tinh cao > 80%. Cac nhom
hach 1, 7, 8, 9 ¢6 ty 1é dwong tinh thap hon lin twong ung la 16,9%;
47,4%; 26,3%; 20,7%.

3.4.4. Bién chirng sau md

C6 4 truong hop bién ching chung sau mo chiém (7,5%). Khong
c6 bién chang la 49 (92 5%). Thoi gian nam vién: 11,17 £ 4,25 nhanh nhat
4 ngay, lau nhat 28 ngay.

3.5. PANH GIA KET QUA PIEU TRI HOA CHAT BO TRQ
SAU PHAU THUAT

3.5.1. Mot 56 tac dung phu héa chit theo phac dd ECX

3.5.1.1. Mjt s6 tic dung phu biéu hign ngoai co quan tao huyet

Tét ca benh nhén déu co6 rung toc, rung toc hoan toan chiém
79,2%. Chén an chu yéu d6 1 va 2 chiém 15 1%. Budn ndn - ndn : chu
yéu d6 2 chiém 77,4%. Tiéu chay chi & do 1 chlem ty 1€ thap 1,9%. Hoi
chiing ban tay-chan gap ca do 1, 2, 3 nhung chlem ty 1& thip (7,6%). Ting
SGOT va SGPT chu yeu 6 do 1, chlem ty 18 lan luot la 28,3%; 24,5%. Ting
Creatinin mau do 1 va d¢ 2 chlem 13,2%.

3.5.1.2. Mt sé tic dung phu trén co quan tao huyét

Giam hemoglobln chu yeu do yeu la @6 1 va 2: 41,5%; 39,6%.
Giam bach céu chu yeu do 1,2 va 3 chiém 86,8%, giam d¢ 4 chi 3,8%.
Giam bach cau hat gip 6 ca 4 do lan luot la: 17%; 17%; 37,7%; 17%. Giam
tiéu cau chi yéu ¢ do 0 gap 71,7% sau do la do 1 chiém 26,4%.

3.6.. NGHIEN CU'U TINH HINH TAI PHAT VA,DI CAN

3.6.1. T&i phét: Co6 4 bn tai phat tai chd (miéng noi) chiem ty 1&
7,5%. Thoi glan tai phat trung binh la: 16,11 + 8,06 thang, som nhat la
7,07 thang, mudn nhat 1a 26,4 thang. Tai phat trude 2 nam chiém 75%
(3/4)

3.6.2. Di can: Di can phic mac 4 bénh nhan chiém 36 ,36%, 2
bénh nhén di can gan chlem 18,18%, 4 bénh nhan di can hach thuong
don: 36,36%, 1 di can buong trimg: 9,1%.Thoi gian di can TB 1a 15,96 +
8,40 thang, di cin sém nhat: 4,78 thang, mudn nhat: 31,89 thang. Di cin



9

chi yéu trudc 24 thang ty 1& 81,82%; sau 24 thang chiém 18,18%. Ty 1&
di can chung la 20,8%. ) ‘

3.7. NGHIEN CU'U THOI GIAN SONG THEM SAU PIEU TR]

3.7.1. Thoi gian song thém toan b

Thoi gian song thém toan bo trung binh 46,02 + 3,18 thang. C6 28
bénh nhéan tir vong trong thoi gian theo doi, ty 1€ tir vong chung sau 5
nam (52,8%)
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Biéu d6 3.4. Song thém toan bé

3.72. Songﬂlemtoanbotheomucdoxamlancuatonﬂluongdaday

Thoi gian song thém trung binh theo mirc d6 xam lan coa U: T2 1a
59,77 + 5,44 thang, T3 la 42,42 + 3,98 thang, T4 la 35,33 + 4,97 thang.
Ty lé sbng thém toan bo trung binh theo mtic do xam lan ciia U giira T2, T3,
T4 sy khéc biét co ¥ nghia thong ké (p <0,05).

| 1 Un%qyén

S 087 m— phat

g 4L -2

e 05 | lE

2 o4 L. T4

s L. —+Con séng

g 027 {-Con 50ng
Con séng

0.0

| 1 | I | NioAi A A
00 000 4000 goo0 sogg | Ot gian song (thang)
Biéu d6 3.6. T hoi gian song thém toan bé theo do xdam ldn ciia U
Du bao ty 18 séng thém toan bo theo mirc do xam lan T2 sau 5 nim 1a
76,9%, ty I¢ song thém toan b theo mic d6 xam lan T3 sau 5 nam Ia
24.6%, ty 1& sdng thém toan bo theo mirc do xam lan T4 sau 5 ndm 13 21,1%
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3.7.3. Song thém toan b theo mirc d) di ciin hach ving (N)

Thai gian séng thém trung binh theo mirc xadi can hach ving NO
la 52,37 + 3,86 thang, N1 la 37,21 + 5,25 thang, N2 la 30,37 + 5,60
thang. Ty 1& song thém toan bo trung binh theo muc di cin hach viing giita
NO, N1, N2, sur khéc biét co ¥ nghia théng ké (p <0,05).
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Biéu dé 3.7. Thoi gian song thém toan bo theo mirc dg di can hach ving
Du bao ty I¢ song thém toan b¢ theo muc di can hach ving NO sau
5 nam la 52,2%, ty I¢ song thém toan bo theo mirc di can hach vung N1
sau 5 nam 1a 25%, ty I¢ song thém toan bo theo murc di can hach vung N2

sau 5 nam la 21,4%

3.74. Song thém toan b9 theo giai doan lam sang

Thoi gian song thém trung binh theo giai doan 1am sang giai doan
I 1a 58,90 + 5,79 thang, giai doan Il 1a 45,81 + 4,38 thang, g1a1 doan 11 1a
33,56 * 4,00 thang Ty I¢ song thém toan bo trung binh gitra cic giai doan

lam sang 1, 11, 11, s khéc biét c6 ¥ nghia thng ké (p <0,05)
1.0 Iy Nhém giai
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> — Ca—— sang (1111l
S o8 L g (LI
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Biéu dé 3.8. Song thém toan bé theo giai doan lam sang
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~ Dubaotyl¢ séng thém toan bo theo giai doan I sau 5 nam la 75, ty
I¢ song thém toan b theo giai doan II sau 5 nam 1a 34%, ty 1¢ song thém toan
bd theo giai doan III sau 5 nam la 20,2%
3.7.5. Sf')ng thém toan bo theo mirc do biét hoa
Thoi gian song thém trung binh theo mire do biét hoa: biét hda cao
la 59,54 + 4,74 thang, bi¢t hoa vira la 43,79 + 6,37 thang, bi¢t hoa kém la
39,98+5,09 thang, khong biét hoa la 33,00 £ 6,63 thang. Ty I¢ song thém
toan bo trung binh glua bi¢t hoa cao, biét hoa vira, biét hda kém, khong biét
hoa, su khac biét c6 y nghia thong ké (p <0,05).
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" TBiét hda vira
Biét hda kém
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Biéu dé 3.9. Thoi gian song thém toan bo theo mirc dg biét hoa
Du béo ty 16 séng thém theo toan bo theo do biét hda cao sau 5 nam la
65,9%, ty I¢ song thém theo toan bg theo do biét hoa vira sau 5 nam la
44,2%, ty I¢ song thém theo toan bo theo d¢ biét hoa kém sau 5 ndm la 29%,
ty 1¢ séng thém theo toan bo theo do khong bigt hoa sau 5 ndm 1a 0%.
3.7.6. Panh gia chét lwgng cudc song theo thang dlem Spitzer
Bing 3.42. Két qua 3 lan danh gid sau mé voi thang diém Spitzer
Chit lugng Lan 1 (6 thang) [Lan 2 (9-12 thang)| Lan 3 (18-24 thang)

Ctzgfesrgg‘g no [ Tyle@) | n |Tyle(®)| N |Tyle (%)
5-6 3 5,7 4 7.8 8 19,5
78 33 62,2 29 | 569 17 415
9-10 17 32,1 18 | 353 16 39

Tdngcong | 53 |100 51 | 100 41 100

Phan 16n bénh nhan dat c6 cai thi¢n chat lwong cudc séng sau phau
thuat, trén 80% truong hop dat tir 7 diém tro 1én. Ty I¢ dat diém tdi da
(9-10 diém) tang dan qua cac lan kiém tra sau mo: 32,1% sau 6 thang,
35,3% sau 9-12 thang, 39% sau 18-24 thang. Khong c6 bénh nhan nao
dat tong so diém dudi 5 diem.
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Chuong 4
BAN LUAN

4.1. PAC PIEM CHUNG

4.1.1. Vé tudi va glm

Trong nghién ctu nay, chung t6i tién hanh nghién ciru trén 53
truong hop, do tudi 51-60 tudi chiém ty 1¢ cao nhat (37,7%), tudi trung
binh cho ca 2 g101 la 53,85 £ 9,39 (dao dong: 27-73 tu01) nam gidi cao
hon nit gi¢i voi ty 1€ nam : nit = 2,5:1. Bénh it gap ¢ ltra tudi dudi 40 tudi
(5,7%). Theo Kim E.H: tudi trung binh 64,7 + 9,8 (dao dong 27-81) va
ty 1¢ nam : nir 1a 2,3 : 1. Nhu vay, tudi trung b1nh mac UTDD theo cac
nghién ctru nudce ngoai cao hon so voi cac két qua trong nudc. dleu nay
do nudc ta nim trong vung dich té ¢ nguy co cao hon nén tu01 trung
binh thap hon, mat khac di€u nay co thé giai thich 1a do yéu té dia du,
diéu kién kinh té -x4 hoi va do tap tuc thoi quen cua chung ta an nhidu
dua ca mu01 chtra nitrate, nitrite la nhitng hoa chat gay ung thu da day.

Tudi va gidi 1a hai yéu to nguy co mic UTDD: gi6i tinh nam va
tudi trén 40. Tai Thira thién Hué, theo sd liéu ghi nhan dich té hoc mot s0
bénh ung thu giai doan 2001 - 2009 thi tudi miac bénh UTDD chu yéu la
sau 40 tudi, nam c6 xu hudng tang nhanh va cao hon nir gioi.

4.2. PAC PIEM LAM SANG VA CAN LAM SANG

4.2.1. Tri¢u chirng co ning

Két qua cua chung t6i thy tridu chung dau thucmg vi 14 nbi troi
chiém 98,1%. Mot sb tac gia nghlen ctru vé UTDD som ¢ nudc ta nhu Lé
Minh Son thi ty 1€ dau bung vung thuong vi ciing tuong duong voi giai
doan mudn c6 ty 1€ 92,7%; Vi Hai dau bung viung thugng vi trén bénh
nhén UTDD sém 1a 100%. Theo chung toi tri¢u ching dau Vung thuong
vi chiém mét ty 1& cao nhu vay ¢6 thé do phan 16n bénh nhan c6 tién sir
viém loét da day va da sb bénh nhan vao vién giai doan mudn. Triéu
chung sit can gap 30 trudong hop chiém ty 1& 56,6%, biéu hién nay it khi
la tri€u ching dua bénh nhéan vao vién. Theo Harnett, nghién ciru trén
1405 bénh nhan UTDD tién trién nhan thay 96,2% bénh nhan mat trén

10% trong luong co thé va tac gia két luan rang bénh nhan c6 sit can thi

doi song ngan hon so v6i bénh nhan khong sut can. Nghién ctru nay cla
chiing tdi triéu chimg non chiém 50,9%; Pham Duy Hién gip 40-50%. Mot
khi da co tri€u chu:ng ndn thuong bénh nhan da & g1a1 doan muon, khéi u
16n gay hep mén vi hodc nhiém cing toan bo hang mén vi, triéu chirng ma
hay gap ¢ ung thu 1/3 dudi da day, bénh nhan thuong co the trang khong
tot (suy kiét roi, loan dién giai) anh huéng 16n dén phuc hdi sau md. Cac
biéu hién khac ghl nhén duoc la ¢ hoi, ¢ chua (28 3%), dai tién phan den
(18,9%) chi gip véi ty 16 thap trong nghién ciru ciia chung toi.
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4.2.2. Triéu chu’ng thue thé

Trong nghlen ctru cua chung t6i khi tham kham thue thé cho thay
ty 1€ phat hién khéi u vung thuong vi 1a 32,1%. Mot sO ngh1en clru cua
cac tac gid khac cho thay ty 1€ ciing gin tuong duong voi két qua cia
chung t6i nhu: Nguyén Anh Tuén, Hoang Cong Dic 1a 35,38%; nghlen
citu cia Lé Manh Ha cling cho ty 1¢ 38,23%. Trong nghién ctru cua
chﬁng to1 hep mon vi duge ghi nhan ty 1€ trén 1am sang 1a 30,2%. Trong
cdc bdo cdo cua cdc tac gia trong va ngoal nudc ty 1€ bénh nhan co hep
mon vi do cac tén thuong ung thu gdy chit hep 1/3 dudi cua da day
chiém (11% - 29 ,4%) s0 bénh nhan dugc diéu tri.

4.2.3. Dic diém ton thwong trén nji soi da day

Hinh anh dai thé cua ton thuong da day truéc phau thuat dugc
quan sat truc tlep qua noi soi da day. Két qua nghién ctu cta ching toi &
bang 3.10 cho thay 23 truong hop thé loét xam lan chiém 43,4%, thé loét
1a 34%, thé sui 1a 11,3%, thé tham nhiém 1a 11,3%. Nhiéu nghién cau Ve
ung thu da day da thuc hi¢n ¢ nudc ta, két qua hinh anh dai thé cua ton
thuong da day van c6 mot sé diém khac nhau. Trong nghlen ciru cua
chung t6i ciing phu hop v6i Tran Vin Phoi vai thé loét xam lan 51,9%,
thé loét 34%, thé sui 1, 9%, thé tham nhidém 10,4%. Da s céac tac gia
trong nudc déu cho thay rang thé loét chiém cao nhat va chiém ti I¢
>50% tat ca cac thé dai thé trén noi soi cac bénh nhan ung thu da day.
Mot sb nghién ciru cua cac tac gla nudc ngoai cling dé cap dén sy lién
quan nhu: Liu Y, Guildford thi riéng thé tham nhidm gap 10% va tac gia
nhan thiy c6 lién quan dén yeu t6 gia dinh.

4.3. KET QUA GIAI PHAU BENH SAU PHAU THUAT

4.3.1. Ton thwong dai the da day sau phau thuat

Phén loai hinh anh dal the ung thu da day theo Borrmann gom 4 thé:
thé sui, thé loét khong xam 14n, thé loét xam 14n va thé tham nhiém.
Nghién ctru cta Bui Van Lac cho két qua 73 ,96% thé loét, 21,88% thé s,
4,16% thé tham nhiém; theo D Trong Quyet thé sui 30,5%, the loét
48,6%, thé loét xam lan 10 ,5%, thé tham nhi®m chiém 2,9%. Két qua
nghlen ciru cua chung t6i & thé sui chiém 18,9%, thé loét 30,2%, thé loét
xam 1an 37,7%, thé tham nhiém 13,2%. Nhu Vay nghlen clru cua ching t6i
tuong tu voi nhleu nghién ciru trong nudc voi thé st va loét chiém da s,
thyc té cho thay cac ton thuorng sui, loét, tham nhiém thlrong xen ké & cac
murc d§ khac nhau do d6 can can ctr vao tén thu:ong nao 1a chi yéu dé xép
loai, chinh vi vdy ma két qua nghién clru cua cac tac gla khac nhau.

4.3.2. Pac diém vi the cia ung thw hang moén vi da day

Nghién ctru cho thay trong d6 ung thu b1eu mo tuyen ong 85%,
ung thu biéu md tuyén nhan 7,5%, ung thu biéu mo té bao dang nhay
7,5%, khong biét hoa 9,5%. Theo Vii Hai nghién ciu trén 333 truong
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hop UTDD duoc phau thuat cit ban phan xa da day cho thay loai tuyén
bng chiém 67%, loai tuyén nhan 12%, loai tuyen nhay 13% va loai khong
biét héa chlqem 5,4%. Cac nghién cau chorthay trong UTDD, chu yéu la
ung thu biéu md tuyen ong ciing nhu ket luan trong nghién ctu cua
ching toi. )

Két qua nghién ctu cta ching toi loai biét hoa cao chiem 24,5%,
loai bi¢t hoa vira chiém 26,4%, loai biét hoa kém chiém 39,6%; ung thu
biéu md tuyén biét hda chiém 90,5%. Sasako M nghién ciru trén 1034
bénh nhan cho két qua nhom biét hoa chiém 40,91%, nhém khong biét
hoa chiém 58,80%, sy khac nhau vé ty 1€ cac loai bi¢t hoa giita hai nhém
nghién ciru trén theo ching tdi c6 thé do su khac nhau vé ¢& mau nghién
ctru. Qua théng ké chung t0i nhan thay trong ung thu da day thuong gap
nhét 1a ung thu biéu md tuyén, chiém khoang tir 75% - 100 % , sau d6 la
ung thu bieu m6 khong bi¢t hoa tir 10-16%.

4.3.3. Pic diém vé xam lan caa khdi u

Do xam lan khéi u theo bé day cua thanh da day dong vai tro rat 1on
trong tién luong bénh UTDD. Trong nghién ctru nay chung t0i danh gia
mutc d6 xam lan dua trén két qua giai phau bénh sau phau thut. Nhin
chung UTDD trong nghién cau theo bang 4.1 duéi day, u xam 14n cha yéu
duoc chan doan va diéu tri ¢ giai doan tién trién T2 (24,5%), T3 (45,3%),
T4 (30,2%).

Bing 4.1. Dinh gic mirc dé xdam ldn khoi u qua cdc nghién ciru

xam | PO TTONG | o ai | sackak 1 | Nghig | Pourhoseinghol
14 Quyet , i M.A

an u n Cuu

T1 0 6,6% 75 - 3,2

T2 | 153% | 13,3% | 125 | 245 12,3

T3 | 39,0% | 252% | 625 | 453 45,9

T4 | 457% | 349% | 17,5 | 302 38,6

So véi cac tac gia trong va ngoai nudc ty 1€ ung thu da day ¢ giai
doan T3-T4 la nghién ciru nay tuong duwong, bénh nhan UTDD thuong
dén vai chiing ta vao giai doan muon.

4.3.4. Pic diém di cin hach vung

Cung voi danh gia muc do xam l4n ctia khéi u khi tinh trang di can
hach bach huyet la yeu t6 x4c dinh giai doan bénh cling nhu tién luong didu
tri. Tly theo vi tri ton thuong trén da day ma dic diém di can hach cling ¢6
su khac nhau. Két qua nghién ctru cia ching t6i ghi nhan: N1 (xam lan 1-2
hach) chiém 28,3%, N2 (xam 14n 3-6 hach) chiém 13,2%; Hoang Xuan Lap
nghién ctu 35 bénh nhan trong d6 N1 chiém 31,4%, N2 chiem 54,3%; Do
Trong Quyét, nghién ctru trén 105 bénh nhéan cho két qua hach di can N1
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chiém 46,7%, N2 chiém 28,6%. Nhu vay, ty 1& di can hach ving ciia chiing
t6i khac v6i cac nghién ctru trong nude ¢ thé do khac nhau vé c& mau, doi
tuong chon bénh va giai doan 1am sang. M6t s6 nghién ciru ngoai nudc ciing
cho thay ty 1& di can hach chiém hon 50%, Bruno ZinberStein véi N1: 31%,
N2: 17%, N3: 8% , Jung J.J : N1: 10%, N2: 50%, N3: 10%, Wang C.S
nghién clru trén 1322 bn cho két qua NI1: 30,94%, N2: 19,44%, N3:
11,72%. Két qua ty 1€ di can hach Vung cua chung to1 thap hon céc nghién
clru ngoai nudc cod the do céac ngh1en clru ngoadi nudc ve ty 1€ vét hach D2
hodc cao hon, ¢c& mau 16n hon va chia giai doan chua déng nhat.

4.3.5. Pic diém giai doan 1am sang theo UICC (2009)

X¢ép giai doan trong UTDD thyc chét 1a cach tong hop mirc 46 xam lan
u, tinh trang di can hach cling nhu di can xa mot cach c6 hé thong

Bdng 4.2. Giai doan ung thu da day qua cac nghién ciru

Giai Trinh Pham .. | Pourhoseingho

doan | Héng Son | Duy Hién | ghién ciu |i|\/|.Ag Sackak |
I 4,57% - 22,6% 8,6% 14,6%
Il 9,48% 7,7% 45,2% 17,5% 19,8%
Il 61,43% 26,3% 32,2% 32,9% 65,7
v 24,52 65,9% - 41% -

Trong két qua nghién ctu cia ching toi cho thay ty 18 theo giai
doan UICC (2009): IB (22,6%), 1A (22,6%), 1B (22,6%) 1A (5,7%),
1B (18,9%), I1IC (7,6%). Nhu vay ty I¢ giai doan nghién ctru cua ching
toi khac so véi cac két qua trén c6 thé do cach phai chia g1a1 doan va cé
mau. Tuy nhién hau hét cac nghién ctru déu cho két qua giai doan chu
yéu tir 1I-IV, didu nay gy kho khéan cho phau thuat, anh hudng toi két
qua tién lwong sau phau thuat cang kém, thoi gian séng sau diéu tri cang
giam. O cac nudc phat trién thi ty 1¢ bénh nhén duoc phat hién sém hon
nhiéu, vi vay c6 thé 1a ly do ma ty Ié song sau mé rat cao.

4.3.4. Lién quan gitra mirc d9 xAm lan khoi u va di cin hach viing

Panh gia cac yéu t6 anh huong dén tinh trang di can hach, ching toi
nhan thdy: Muac d6 xam lan khéi u vao thanh da day c6 méi lién quan ty 1¢
thuan véi ty 1€ di can hach véi P <0,05.

4.4. DPAC PIEM TRONG VA SAU PHAU THUAT

4.4.1. Dic diém nao vét hach trong mé

Céac nghién cuu cua cia Hoang Manh An (2007),Vi Hai (2009)
cho thay di cin hach trong ung thu da day 1/3 dudi chiém ti I¢ 1a 44,2%;
69,2%. Trong 53 bénh nhan UTDD 1/3 duéi dwoc phau thuét cit doan da
day, chiing t6i déu vét hach triét cin D2.
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~ Két qua thu duoc cua ching i cho thiy trong 53 bénh nhan duoc
tien hanh phau thuat vét hach, tong so ‘hach nao vét: 440 hach, trung binh
mdi bénh nhan nao vét 1-2 hach & mdi nhém hach, tong s6 hach duong
tinh: 259 hach, chiém ty Ié 58,8%. Cac nhom hach 3,4,5,6 chiém ty Ié
duong tinh cao > 80%. Cac nhom hach 1, 7, 8, 9 ¢6 ty I¢ duong tinh thap
hon lan twong ung la 16,9%; 47,4%; 26,3%; 20,7%. Luong hach veét
dugc trung binh trén mét bénh nhan trong nghien ctru cua ching toi la
8,30 hach, két qua nay thip hon nhiéu so vai céc tac gia khac (bang 4.3).
biéu nay co the giai thich la cac tac gia khac nghlen ctru ung thu da day
o nhleu vi tri khoi u da day va vet hach trén cac mirc D1,D2,D3 va hach
vét day du tir nhom 1 dén nhom 16.

Bing 4.3. S0 lwong hach vét dwoc trung binh trong phdu thudt UTDD

qua cac nghién ciru.

Téc gia LeManh |15 chi Thanh | Sakcak | NN
Ha cuu
S6 luwgng hach vét
dugc trung binh / 15,0 23,6 23,5 8,3
1bénh nhan

4.4.2. Kich thwéc ton thwong da day trong phau thuat

Két qua tir trong nghién ctru cia chung toi ve kich thudc u da day
trong phau thuat cho thay kich thuéc <5cm chiém 22,6%, kich thudc u >
Sem la 77,4%, kich thude trung binh 5,38 + 1,88; khong c6 u nao dudc
1cm. Két qua nay cling phu hop véi nghlen ctru cua Vit Hai khéi u <5cm
chiém ti 1& 23,6%, khéi u>5cm 1a 76,6%, diéu d6 cho thay phan I6n bénh
nhan duoc phiu thuat déu ¢ giai doan muon.

4.4.3. Cac tai bién, bién chirng trong va sau phiu thuit

Bénh nhan trong nhom nghién ctru clia chung toi khong co céc tai
bién xay ra trong md. Trong nghlen clru cua chung t6i, theo bang ket qua
¢6 1 truong hop nhiém trung vet mo, 3 truong hop chay méau vét md. Bdi
voi truong hop nhiém tring vét md chung t6i tién hanh diéu tri noi khoa voi
vigc sir dung 2 loai khang sinh gébm nhom Cephalosporine thé hé I +
Metronidazone tuyén tinh mach, bénh nhén 6n dinh sau 28 ngdy. Nghién
clru bénh 4n c6 thoi gian nam vién 28 ngay, ching t6i thdy nguyén nhan
nhlem tring vét mo lam cham hen vét thuong trén co dia suy dudng, chinh
bién chimg nay da nang ty 1¢ bién chung l1én 7,5 %. Trong nghlen clru cua
ching t6i khong ghi nhan truong hop nao do buc mleng ndi, do mém ta
trang, khong co ap xe dudi co hoanh, 3 truong hop chdy mau vét mo diéu tri
bang khau lai vet md cam mau. Tac gia Nguyén Cuong thinh thi phau
thuat diéu tri triét cin trong ung thu da day la mot phau thuat 16n ty 1¢
bién ching khoang 3,99%. Do miéng ndi, viém tuy cip sau phau thuat 1a
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nhitng bién chimg gip nhiu nhit va 1 nhiing blen chiing gy tr vong
cho bénh nhén. Nghién cttu cta Nguyén Anh Tuén, Hoang Cong Dac cho
ty 1€ xay ra bién chimg la 22,6% (chu, yéu 1a nhiém trung vét md, 1o
miéng ndi, 4p xe ton du va suy kiét. Két qua nghién ctu cua chung toi
cling phu hop vai két qua nghién ctru cia PO Trong Quyét va Trinh
Hong Son cho ty 1¢ bién chirng sau phau thuat 1a 5,7% va 8,6% va khong
c6 tir vong sau phau thuét.

Céc tac gia trong va ngoai nudc déu cho rang du phau thuat cit
doan da day va vét hach D2 ciing khong lam ting bién ching sau mé va
ty 1¢ tir vong hau phau.

4.4.4. Thoi gian phiu thuit va thoi gian hiu phiu

Thoi gian phau thuat duoc tinh tir 10c rach da dén ldc khau xong
vét md. Trong nghién cau cua ching tdi ghi nhan thoi gian phau thuat
bang 4.5 dudi day: N

Bdng 4.5. Thoi gian phdu thugt cat ban phan xa da day

Loai phau thuat Sz)nl:ug;g Dai nhat | Ngin nhat | Trung binh
Mo mo 48 210 260 232,08 + 14,61
M©& ndi soi 5 230 310 252 + 33,17

Qua bang 4.4 thoi gian trung binh mo6 noi soi ¢6 vét hach dai hon
trong theo md cit da day kém vét hach truyén thdng. Trong sé 5 truong
hop phau thuat noi soi chi c6 1 bénh nhan ching toi thuc hién phau tich
C4C to chtrc mac ndi , cat cam mau cac mau chinh caa da day bang dao siéu
am, dong thoi chi c6 bénh nhan ndy mai c6 kha niang mua GIA dé thuc
hién miéng ndi tiéu hda, con lai cac truong hop cac miéng ndi tiéu hoa déu
thuc hién bé‘lng tay...chinh nhirng diéu~ nay da lam kéo dai thoi gian pheﬁu
thuat thém. Doi véi 48 truong hop phau thuat mé co thoi gian ngan nhat:
210 phdt, thoi gian dai nhat: 260 phat, thoi gian phau thuat trung binh:
232,08 + 14,61. Nghién ciru ciia Nguyén Anh Tuan, Hoang Cong PAac co
thoi gian phau thuat trung binh ngan hon 1a 135,8 £ 19,1 phut; nghién ctu
cta Lé Manh Ha, thoi gian trung binh cia nhom vét hach D2 1a 215 + 47 4,
d6i voi nhom vét hach D3 1a 245 + 44,5 phit, sy khac biét co v nghia
thong ké nhung thoi gian diéu tri trung binh sau phau thuat giira 2 nhom
khong khac biét co y nghia (P > 0,05). Theo két qua nghién ciu Trinh
Hong Son thi thoi gian phau thuat trung binh caa phau thuat D1 1a 193,5 +
54,3, phau thuat D2 la 228,3 + 56,1 phdt va phau thuat D3 la 237 + 5,13
pht, su khéc biét c6 ¥ nghia thong ké vai P = 0.0002 gitra D1 va D2, D3,
nhung khong c6 su khéac biét gitra thoi gian phau thuat D2 va D3.

NGi chung phau thuat triét cin trong ung thur da day 1a 1 phau thuat lon,
kém theo nao vét hach viing sach doi hoi phai cd mét thoi gian nhét dinh.
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Thoi gian ndm vién ngén nhat 4 ngay, 1au nhit la 28 ngay, thoi
gian nam vién trung binh trong nghién ctru 1a: 11,17 £ 4,25 ngay. Nhu
vay, thoi glan nam vién trong nghlen clru cla chung t0i cling twong tu
Vi da s6 C4c tac gia khéc 1 thoi gian nam vién trung binh sau phau thuat
cit da day cua bénh nhan trung binh tir 10-14 ngay. Qua cac nghién ciu
cua Ccéc tac gla trong nudc va ngoai nudc cho thay thoi gian phau thuat
trung binh gitta cac nhém phau thuat D1, D2, D3 c6 sy khong giong nhau
nhung khong thay sy khac biét vé thoi gian diéu tri hau phiu giita cac vét
hanh D1,D2,D3. ) ‘ ) )

4.5. PANH GIA KET QUA PIEU TRI HOA CHAT BO TRQ
SAU PHAU THUAT

4.5.1. Tac dung phu hoa tri toan than phac dé ECX trén 1am
sang

Téc dung phu phac d6 héa tri toan than ECX trong nghién cuu
ching toi (bang 3.29) cho két qua 100% bénh nhan ¢ rung tdc, rung toc
hoan toan chiém 79,2%, ndn-budn nén gip chu yéu gap do 2 chiém
77,4%; tiéu chay chi gap ¢ do 1: 1,9%. Tang men gan ti I¢ thap chi gap d6 1
va 2; tang SGOT d6 1: 28,3%, do 2: 7,5%, tang SGPT d6 1: 24,5%, do 2:
3,8%. Chan an gap d9 1: 13,2%, d6 2: 1,9%, Tang Creatinin d6 1 va 2
chiém 13,2%. Hoi chiing ban tay-chan gip do 1,2,3 nhung chiém ty 18
thap.

Nguyén Thi Minh Phuong nghién ciru trén 35 bénh nhéan ung thu
da day sau phau thuat vet hach D2 véi phac dd ECX cho két qua doc
tinh: chan an: 100%, budn ndn-ndn giap mirc do trung binh va niang 5%.
Rung toc do 1: 34,5% va 2: 65,7%, hoi chung ban tay-chan do 1: 71,4% ;
do 2-3: 5,8%.

Cho E.K nghlen ctru diéu tri héa chat theo phac dd ECX trén 54
bénh nhan cho két qua & do 3-4: budn nén (8%), ndn (9%); hdi chung
ban tay - ban chan do 3: 4%. Phan Ién cac tac gia trén thé gidi va trong
nude déu c6 nhan dinh phac d6 hda chét toan than theo phac do ECX trén
Iam sang c6 the duoc xem la dang tin cdy, c6 tinh khang u cao trén bénh
nhan UTDD tién trién va di can xa, bén canh do6 phac d6 ECX co doc
tinh thép, dung nap cao va loi thé la thuéc udng Capecitabine don gian
hon 1a chuyén 5FU, thudc cé thé thay thé cho nhimg phac d6 truyén
thong trude day. .

4.5.2. Tac dung phu hoa tri toan than phac do ECX trén chirc nang gan
than

Trong nghién ctu cua chdng t6i cho thdy héa chat sir dung trong
nghlen ctu rat it anh huong 18n chire ning gan. Tang men gan chi Xay do 1-
2 veity l¢ thap, ching t6i khong gap do 3- 4. Tét ca cac truong hop nay déu
duoc didu tri bang thudc bao vé té bao gan (ha men gan), bénh nhan dap ung
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t6t, khong c6 tmong hop nao suy gan ndng phai ngimg diéu tri. Mic du
phac @6 ECX c6 Cisplatin hoa chat rat doc cho than, nhung két qua cua
chding i cho thay tiang Creatinin chi gap do 1: 11,3%, d6 2: 1,9%, khong c6
d6 3,4, khéng anh hu:orng dén bién phap dleu tri. Ty I¢ biéu hién doc tinh trén
than it nhu vay I1a vi ching t6i tuan thu tién trinh diéu tri va bu nudce dién giai
cho bénh nhén. Trong nghién ctu cia REAL-2 tang Creatinin gap 16,5%
trudng hop duoc sir dung phac d6 ECX (gém do 1- -2).
. 4.5.3. Tac dung phu hoa tri toan than phac do ECX trén co quan tao

huyét

Trong nghién ctru cua chung toi diéu tri hoa chat theo phac do
ECX (bang 3.30) cho két qua giam Hemoglobin gdp ¢ ca 4 dg, chu yéu
do 1 va 2: 41,5%, 39,6%. Giam bach cau chu yeu d¢ 1,2,3 chiém 86,8%,
d6 4 chiém 3,8%, Giam bach Cau hat gap do 1: 17%, do 2: 17%, do 3:
37,7%, 46 4: 17%. Giam tiéu ciu gap nhiéu nhat ¢ do 0: 71,7%; sau d6 1a
do 1: 26,4%.

Nguyen Tuyét Mai [38] nghién ctu 106 bénh nhan ¢ giai doan 11-1V
v6i phic 4o ECX cho két qua doc tinh giam bach cau do 1-2: 29 ,9%, 46 3-
4: 2,3%:; giam bach cau hat do 1-2:39,4%, d6 3-4: 14,3%; giam tiéu cau do
1-2: 5,8%, d6 3-4: 0%. Nghlen cau REAL-2 ti 1€ giam Hemoglobin &
79,5 % bénh nhan nhung c6 t6i 10,5 % giam Hemoglobin & do 3,4; ti 1¢
giam bach cau 1a 85,6% trong d6 do 3,4 1a 51,1%; ty I¢é giam tiéu cau la
17%, trong d6 d¢ 3-4: 4,8%. Nhu vay két qua nghién ctu caa ching toi
ciing nhu cac nghién ciru khéc 1a chap nhan dugc voi ti 1¢ thap cua cac
ddc tinh trén co quan tao huyet

4.6. TAI PHAT VA DI CAN

4.6.1. Tai phat

Ung thu da day tai phat sau phau thuat 1a nguyén nhan that bai cha
yéu sau diéu tri phau thuat tri¢t can UTDD, phan I6n ti 1 tai phat va tir
vong xay ra trong 2 nim dau rat cao. Nakagawa M nghién ctu trén 577
bénh nhan UTDD sau phau thuat triéu cin cho thiy tai phat truéc 12
thang va 24 thang 1a 46,4%, 75%, trong do tai phat miéng noi 7,1%. Cac
tac gia Jackson C, Cunnlngham D cho biét bénh nhan UTDD sau phau
thuat trigt cin cho cac thoi gian tai phat tir 3-6,5 thang dugc xem nhu sy
tré lai UTDD va day la thach thac cho bénh nhan sau phau thuat cat da
day co diéu tri b trg hoa chat. Qua theo ddi 53 bénh nhan ching t0i nhan
thay tai phat tai chd (miéng nbi) 4 bénh nhan chiém ty 18 7,5%. Xuét hién
tai phat sau: 7,07; 13,14; 17,26 va 26,4 thang. Tai phat truéc 2 ndm
chiem 75% (3/4) Thoi gian tai phat trung binh: 16,11 + 8,06 thang. So
sanh cac nghlen ctu trén, két qua nghién ctru ching t6i thi ty I¢ tai phat
thip hon va thoi gian trung binh xuat hién tai phat dai hon.
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4.6.2. Di can

Costano F.D nghién ctru Phase III trén 128 bénh nhan UTDD véi
hoa chat phac dd6 PELF (Cisplatin, Epirubicin, Leucovirin, 5FU) phat
hién di can gan 21%, di can phic mac 31%, di can hach 17%. Nhiéu
nghlen ctru cho thay di can phic mac va di cin xa chiém ti 18 noi troi voi
céc ti 1€ (40-72% va 14,3-49%).

Ket qua nghién ctu cua Nguyén Thanh Ai (2014) tai bénh vign
Trung uong Hué trén 35 bénh nhan UTDD duge diéu tri bo trg xa-hoa
dong thoi sau phau thuat cit da day do ung thu theo phéc d6 ECX cho
thayty I& di can chii yeu trudc 24 thang chiém 90%; trong d6 di cdn phiic
mac thudng gap nhat chiém 30%, di cin gan, budng trang, phdi déu
chiém ty 1€ 20%. Ty 1€ di can chung la 28,57%.

Két qua nghién ctru cua ching toi cho thdy thoi gian di cin trung
binh 15,96% + 8,4 thang (dao dong: 4.78 — 31,89 thang). Di cin chu yéu
trugc 24 thang chiém ty Ié 81,82%. Sau 24 thang chiém ty I¢ 18,8%. Di
cin phuc mac thuong gap nhat chiém ty 1& 36,6% , di can gan chiém
18,18%, di can hach thugng don chiém 36,36%, di cin budng tring
9,1%. Ti I¢ di can chung 1a 20,8%.

Nhu vay tinh trang di cin ctia chung toi ciing twong ddng vai cac
nghién ciru khéc cua cac tac gia trong va ngoai nude va déu ghi nhan sau
phau thuat cat da day dwoc diéu tri hda chat bd tro theo cac phac do st
dung trén 1am sang, nguoc lai ¢6 ty 18 di cin thap hon so véi cac nghién
ctiu trén bénh nhan khong két hop hoa chét sau phau thut.

4.7. THOI GIAN SONG THEM

4.7.1. Thoi gian séng thém toan bd

Thoi gian séng thém toan bd sau méd dugc xem 1a mot trong cac
tiéu chi quan trong nhit dé danh gia két qua cua phau thuat ung thu.
Nghién cau 53 bénh nhan ung thu hang moén vi da day dugc phiu thuat
cit phan xa da day kém vét hach D2. Vi két qua trong nghién ciu cua
chung t6i c6 28 trudng hop tir vong chiém 52,8%. Thoi gian song thém
toan bo trung binh 13 46,02 + 3,18 thang. Trén biéu db 3.12 thi du bao
kha niang song thém theo phuong phap udc luong thoi gian theo Kaplan-
Meier trong toan bo 53 bénh nhan tham gia nghién ciru sau 1 nam la
98,1%, sau 2 nam la 72,8 %, sau 3 nam la 59,4%, sau 4 nam la 43,4%,
sau 5 nam la 40,5%; ty 1¢ tir vong chu yéu xay ra sau 3 nam dau tién sau
phau thuat do tai phat tai chd va di cin do ung thu didu nay ciing phu
hop véi nhan xét cua DS Trong Quyét, Vi Hai. Két qua nghién cau cia
CAC tAc gia trong nudc VA ty 1é sbng thém 5 nam theo phac d6 ELF nhu Vii
Hai 21,8%, Nguyén Lam Hoa 57,7%. Nhu vay, két qua séng thém toan bo
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5 nam qua cac nghién ctu 1a khac nhau va khéc voi két qua cua ching toi
c6 thé khong df)ng nhat va ty 1¢ cac giai doan 1am sang.
4.7.2. Thoi gian song thém toan bd theo d§ xam lan kh01 u (T)

Phén tich don bién 53 bénh nhan vé thoi gian 50ng thém lién quan
v6i do xam lan khéi u cho két qua: Khdi u xam lan dén 16p co (T2): thoi
gian séng thém trung binh 1a: 59,77 + 5,41 thang. Khdi u xam lan dén
T3: thoi gian song thém trung binh 1a: 42,42 + 3,98 thang. Khi u xam
lan dén thanh mac va té chic xung quanh (T4) la: 35,33 + 4,97 thang.
Test log-rank, p= 0,011 (p < 0,05). Két qua cua nghién ctru ciing phu hop
vé6i nhiéu bo céo cua cac tac gia trong va ngoai nudc.

4.7.3. Thoi gian song thém toan b theo mirc di cin hach ving (N)

Udc tinh ti I€ thoi gian SOng thém sau mé véi mirc do6 di can hach
viing theo Kaplan-Meier cho két qua nhu sau:

- Du bao ty 1& sbng thém toan b sau 5 nam theo muc di cin hach
vung NO, N1, N2, 1a 52,2%, 25%, va 21,4%. Test log-rank, p = 0,035 (P<
0,05). Két qua cho thay thoi gian séng thém sau mé lién quan dén céc
muc di can hach vung (N) (bang 3.39).

- Nghién ctru cua Sasako M va cong su céng bd thoi gian song
thém 5 nam phy thudc vé mic d6 di can 1a: NO (63% - 92%), N1(60% -
90%), N2 (35% - 86%). Di cin hach la mot yeu t6 tién lwong quan trong
ciia UTDD theo nhu két qua nghién ciu cua nhleu tac gid.

Nhu vay, mic d6 di can hach anh huong rat 1on dén thoi gian séng
sau md cua bénh nhan, di can hach viing cang 1én thi thoi gian séng sau
mb cang rat ngan.

4.7.4. Thoi gian séng thém toan bd theo giai doan Iim sang

Giai doan ung thu 1a mot trong nhiing yéu t6 tién luong cho thoi
gian SOng thém cia UTDD, ¢ giai doan cang cao thi thoi gian séng thém
sau mo cang ngan. Trong nghién cau caa ching toi cho thay sdng toan bo
giai doan I dat 75%, giai doan II dat 50%, giai doan III dat 23,5%. Tuy
nhién, wéc tinh thoi gian séng thém toan bo sau 5 ndm theo Kaplar - Meier
cho thiy & giai doan I dat 75%, giai doan II dat 34%, giai doan III dat
22,2%, su khac biét c6 y nghia thong ké, p = 0,012 (p < 0,05). Theo két
qua nghién ctru cua Lé Minh Son theo ddi trén 110 bénh nhan UTDD dugc
chan doan & giai doan sém cho két qua rat kha quan: thoi gian song sau 5
nam 12 91% .

Két qua nghién ciru cia Vil Hai (2009) cho thay séng thém giam
dan theo ting giai doan, bénh nhan thudc giai doan Il va IV s& chét
trong thoi gian ngén hon so véi giai doan | va Il. Két qua nghién ctu cua
ching toi phu hop véi nhiéu nghién ciru cua céc tac gia trong va ngoai
nuéc, cho khing dinh: giai doan UTDD la mét yéu to tién lwong bénh,
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khi bénh nhén vao yién giai doan cang muon thi thoi gian séng thém sau
phau thuét cang ngan so vai ¢ giai doan s6m hon.

4.7.5. Thoi gian song thém toan b theo do bi¢t héa té bao

Két qua ciia chling toi ty 18 thoi gian SOng thém toan b6 5 nam theo
phuong phap Kaplan Meier (bang 3.41) cho két qua & nhom biét hoa cao
la 65,9%, biét hoa vira 44,2%, bi¢t hoa kém 29%, khdng biét hoa la 0%.
Test log-rank cho biét sy khac bi¢t c6 y nghia théng ké véi p = 0, 049
(p < 0,05. Maruyama nhan thay rang loai biét héa cao c6 tién luong t6t
hon loai kém bi¢t hoa. Theo Vii Hai, khd nang séng 5 nam loai c6 do biét
hoa cao tét hon loai biét hda vira hodc kém biét hoa, ty I¢ séng 5 nim
twong ung 57%, 38% va 0%. Két qua o trén cua chung toi cling phu hop
vé6i nhiéu nghién ctu cua cac tac gia trong va ngoai nuac.

4.7.6. Danh gia chit llro’ng cudc song theo thang dlem Spitzer

Qua 3 Ian kiém tra tai cac thoi d1em 6 thang sau mo (Ian 1), 9-12
thang sau mp (Ian 2) va lan 3 sau mo 18-24 thang. Két qua cac lan tai
kham cho thay: ) .

Phan I6n bénh nhan dat c6 cai thién chat lwgng cudc song sau phéu
thuat, trén 80% truong hop dat tir 7 diém tro 1én. Ty 1¢ dat diém toi da
(9-10 diém) tang dan qua cac lan kiém tra sau mo: 32,1% sau 6 thang,
35,3% sau 9-12 thang, 39% sau 18-24 thang Khong c6 bénh nhan nao
dat tong s6 diém dudi 5 diém. Panh gia chat luong cudc song dua vao
thang diém Spltzer cho thay véi ty Ié trén 80% c6 chét lwong cudc SOng
t6t. So sanh véi ket qua nghién ctru cta tac gia Wu C.W cho thay da so
bénh nhan sau cit da day déu c6 chi s Spitzer tir 7 tro 18n, két qua nay
cling gan tuong tu véi két qua nghién ciru cua ching toi.

KET LUAN

Qua nghién ctru két qua diéu tri 53 truong hop ung thu da day 1/3
dué6i da duoc diéu tri bang phau thuat triét cian, mac vét hach D2 két hop
hoa cht tir 1/1/2008 — 31/12/2014 tai Bénh vién Trung Uong Hué, chiing
t6i ghi nhan duoc két qUa nhu sau:

1. Pic diém 1am sang, can 1am sang va giai phau bénh ciaa ung
thw da day 1/3 duoi

Benh nhén c6 ly do vao vién va tri¢u chung 1am sang thuong gap
nhat 1a dau thu:crng Vi (94,3% va 98,1%); ndn gdp hon mot nira s6 bénh
nhan (50,9%), sit can gap 56,6% ; 4n dau vang thuong vi (64,2%), kham
so duoc khéi u (32, 1%), hep mon vi (30,2%).

Siéu &m bung tong quat cho thdy ty 16 phét hién ton thuong day
thanh da day (47,2%). Chup cét I6p vi tinh phat hign tén thuong do
UTDD (80,6%), ngi soi phét hién thé loét xam lan chiém ty 1¢ cao 43,4%.
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Phuong phéap chén doan noi soi két hop sinh thiét phat hién la ung thu da
day, chan doan ding véi m6 bénh hoc sau mo ty 1€ cao (83 3%);

Két qua giai phau bénh cho thay ton thuong vung bo cong nho
chiém (45,3%), ung thu biéu md tuyén 1a chu yéu (90,5%), loai biét hoa
kém chiém ty l¢ cao nhat (39,6%), Ty I¢ di can hach la 41,5%. Trong d6
giai doan chiém da sb voi 45,2%, giai doan III 1a 32,2%, giai doan |
chiém 22, 6%.

2. Két qua diéu tri ung thw da day 1/3 duéi bang phiu thuit
triét cincé két hgp héa chét b tro theo phac dé ECX

Phau thuat cat doan 3/4 da day 1a chu yéu (81,1%), phuong phap
tai 1ap luu théng ti€u hoa sau phau thuat loai Polya chi€ém phan 16n
(73,6%). Khong c6 truong hop nao tir vong va tai bién trong qué trinh
phau thuat, ty 1& bién ching sau mé 7,5%.

Hoa tri toan than theo phac d6 ECX Vé mat xét - nghiém huyet hoc
co tinh an toan va dung nap khi sir dung voi lidu thubc tiéu chuan. Chu
yeu gay giam bach cau, khong gap truorng horp nao gy doc tinh giam tiéu
cau muc do nang. Cac tac dung phu ngoai co quan tao huyét do tac dung
ctia hoa chat chu yéu gip rung toc xay ra trén tat ca bénh nhan, rung toc
hoan toan chiém 79,2%. Bién ching non - budn non thuong gap chu yéu
dd 2: 77,4%. Hoi ching ban tay - ban chan gap rat it 7 ,6%. Tang SGOT
va SGPT chiém ty 1¢ thap, chi yéu & do 1, chiém ty 1€ lan luot 1a 28,3%
va 24,5%. Cac ty 1€ nay gap cao nhit ¢ cac dot diéu tri, cac tridu ching
lam sang d& dang kiém soat duoc.

Tai phat tai chd 7,5%, di cian xa 20,8%; tai phat va di cin hau hét
déu trude 24 thang tuong g cac ty 1¢ 75% va 81,82%.

Ty 1€ song thém khong bénh va toan b sau 5 ndam 1an luogt 14 40%;
40,5%. Thoi glan song thém trung binh khong bénh va toan b 1a: 42,43
+ 3 61 thang va 46,02 + 3,18 thang. Ty 1¢ song thém lién quan dén nhom
tudi dudi 60 va trén 60 tudi khac biét khong c6 y nghia thong ké (p
>0,05). Mirc do xam lan u cang 16n thi thoi glan bénh nhan song thém
sau mo cang giam 1o rét (p <0,05). Ty 1& di can hach vung cang cao thi
thoi gian song thém cua bénh nhan cang thap (p <0,05). Cang & glal doan
sém thi thoi gian song thém sau m6 cang dai (p < 0,05). Thoi gian song
thém sau dleu tri cua bénh tang theo do biét hoa cia té bao (p <0,05)..
Danh gia chat luorng cudc song bénh nhén sau phau thuét theo thang
dlem Spitzer dugc cai thién dan, phan 16n deu c6 chit lugng cudc song
chap nhan duogc sau phiu thuat cit da day két hop hoa chét bo tro chiém
ty 1€ trén 80%.
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KIEN NGHI

Dwa vao két qua nghién ctu, ching tdi kién nghi:

- Ung thu da day 1/3 dudi thu'ong gip, sau phau thuat ty I¢ tai phat
va ttr vong cao, bénh nhén vao vién thuorng o g1a1 doan tién trién, nén anh
hu:orng dén chién luge diéu tri. Vi vdy, can c6 mot chuong trinh sang loc
va phat hién bénh ¢ giai doan sém hon.

- Phac d6 ECX 1a phac d6 an toan, d& dung nap va phu hop véi
diéu tri b6 cho bénh nhan sau phiu thuat do ung thu da day nén dwoc ap
dung rong rai tai cac co so ung buou.
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INTRODUCTION

Gastric cancer is a common type of cancer worldwide and in Vietnam
and the leading type of cancer in the digestive tract. In Vietnam, in terms
of incidence rate, gastric cancer ranks the second after lung cancer in
men, and ranks the third after breast cancer and cercival cancer in
women.

The best way to diagnose stomach cancer is by gastroscopy
combined with of biopsy and histopathologic examination. The most
common location of gastric cancer is at the lower third of the stomach,
accounting for 45% of cases in the US and more than 80% of cases in
Vietnam.

So far, surgical treatment with gastrectomy and lymphadenectomy of
regional lymph nodes has played a decisive role in the treatment of gastric
cancer. Although there has been significant improvement of surgical treatment
of gastric cancer, 5-year survival rate was still low. In addition to ameliorating
technical aspect of radical surgery, recent studies have been focused on post-
operative multimodal treatment such as chemotherapy, chemoradiotherapy,
immunobiological therapy... Chemotherapy is especially necessary. Some
studies on postoperative chemotherapy in gastric cacner have shown its
benefits in lowering recurrence rate, improving patient’s quality of life,
symptom relief and increasing post-operative survival time.

Based on these above-mentioned theoretical and pratical basis, we
conducted the research on “Outcomes of treatment of lower third gastric
cancer by radical surgery and adjuvant chemotherapy” with two objectives:

1. Determine the clinical, paraclinical and pathologic
characteristics of lower third gastric cancer.

2. Evaluate the outcomes of treatment of lower third gastric cancer
with radical surgery and adjuvant chemotherapy with ECX regimen.
*Clinical implication and new contributions the thesis:

- Description of clinical and paraclinical features of lower third
gastric cancer.

- Evaluation of outcomes of treatment of lower third gastric cancer
by radical surgery and adjuvant chemotherapy with ECX regimen and
factors related to prolonged survival.

- Positive evidence of improved survival and post-operative
quality of life in patients treated with surgery and chemotherapy.

*Thesis layout:

The thesis consists of 123 pages (reference and appendix not
included): introduction (2 pages), literature review (33 pages), objects and
methods (18 pages); results (23 pages), discussion (44 pages) and
conclusion and recommendation (3 pages). The thesis consists of 56 tables;
9 charts; 8 figures and 139 references (61 Vietnamese, 78 English). The
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appendix includes list of publicated papers, illustrating photos, study
protocol and patient list.
Chapter 1
LITERATURE REVIEW

1.1. EPIDEMIOLOGY OF GASTRIC CANCER

The prevalence of gastric cancer varies depending on different
factors besides geographic factor. While Japan, China and South Korea
are among countries having the highest prevalence in East Asia, Vietnam
has an average prevalence. The prevalence of gastric cancer in most
countries has decreased markedly in the later half of the 20th century. In
Vietnam, stomach cancer ranks the second in terms of prevalence in both
sexes.

1.2. OVERVIEW OF ANATOMY AND HISTOLOGY OF
THE STOMACH

The stomach is a J-shaped organ and is the largest part of the
gastrointestinal tract, connecting to the esophagus above and the
duodenum below. The stomach is divided into three sections along the
longitudinal axis (upper third, middle third and lower third) and 4
sections in cross section (lesser curvature, greater curvature, anterior and
posterior wall. The wall of the stomach has five layers from outside-in:
serosa, subserosa, muscular layer, submucosa and mucosa.

The lymphatic drainage of the stomach is divided into 4 stages: N1
consists of lymph node stations 1-6; N2 consists of lymph node stations 7-
11, located along major vessels (common hepatic artery, left gastric and
splenic artery); N3 consists of lymph nodes stations 12-15 (located at the
liver hilum, around the mesenteric artery and vein, behind the head of the
pancreas, and along the branches of middle colic artery); N4: lymph node
station around the abdominal aorta (16).

1.3. HISTOPATHOLOGY OF LOWER THIRD GASTRIC
CANCER

*Macroscopic appearance:

Gastric cancer can be anywhere in the stomach, but there are different
distributions of lesions, with most of the tumors are located in the lower third
, accounting for 45% - 82% of cases. The size of the tumors varies widely
depending on the time of diagnosis. Due to the wide application of
gastroscopy in diagnosis, gastric cancer is more likely to be detected early.

- Macroscopic types:

+ Early gastric cancer (typ 0) is subclassified as 0l (potruding); Oll
(superficial); and Olll (excavated).
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+ Classic classification of gross tumor morphology: Type | (mass),
Type Il (ulcerative), Type Il (infiltrative ulcerative), Typ IV (diffuse
infiltrative). Type Il and 111 are the most common types.

*Microscopic appearance: According to WHO (2000): Tubular
adenocarcinoma, papillary adenocarcinoma, mucinous adenocarcinoma,
signet-ring cell carcinoma, poorly differentiatied and undifferentiated
carcinomas. According to Lauren (1965): intestinal type, diffuse type and
mixed type. The prevalence of microscopic types is very different between
studies and there is also histological intercalation in the same tumor.

1.4. INVASION AND METASTASIS OF GASTRIC CANCER

Gastric cancer invades and metastasize primarily by the following
paths: direct invasion to pancreas, splenic hilum, transverse colon, liver
hilum, omentum, diaphragm, abdominal wall and esophagus; via
lymphatic drainage to regional gastric lymph node, supraclavicular nodes
via thoracic duct; peritoneal spreading to anywhere of the peritoneum,
bilateral ovaries (Krukenbreg tumor); via blood vessels to liver, kidneys,
bones and skin.

1.5. TREATMENT OF GASTRIC CANCER

1.5.1. Surgery

- Radical surgery includes partial or total gastrectomy to achieve
free resection margin, lymphadenectomy of involved lymph node
stations, removal of invaded and metastasized structures. Common
procedures are partial gastrectomy, total gastrectomy, endoscopic
submucosal dissection or mucosal resection of early gastric cancer.

Types of lymphadenectomy: D1(N1); D2: (N1, N2); D3 (N1, N2,
N3) va D4 (N1, N3, N3, N4).

- Palliative  surgery including palliative  gastrectomy,
gastrojejunostomy, gastrostomy or jejunostomy for symptomatic
treatment, quality of life improvement and survival improvement.

1.5.2. Chemotherapy

- Neoadjuvant chemotherapy aims at limit tumor progression,
tumor volume reduction and to increase the chance of radical surgery.

- Adjuvant chemotherapy aims at improving the quality of life and
survival after radical surgery.

Many combined regimens are available such as FAM, FAMTX,
FUFA, EAP, ELF, DCF, ECF, EOF, EOX. There has been no regimen
which can be considered as standard regimen for adjuvant chemotherapy
after radical gastrectomy. In this study, we use ECX regimen after distal
gastrectomy for cancer.
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Chapter 2
OBJECTS AND RESEARCH METHODS

2.1. RESEARCH OBJECTS

Includes 53 patients, diagnosed with gastric cancer in the lower
third treated with distal gastrectomy and chemotherapy at Hue Central
Hospital from 1/2008 to 12/2014.

2.1.1. Inclusion criteria:

Patients meet the following criteria

- Treated by distal gastrectomy and D2 lymphadenectomy

- Diagnosed with lower third gastric cancer on histopathologic
results, clinical stage according to TNM classification from IB to Il1.

- Karnofsky index > 70%

- Received adjuvant chemotherapy with ECX regimen in 6 cycles.

2.1.2. Exclusion criteria:

- Concomitant systemic diseases such as diabetes, hypertension, ASA > 3.

- Patients received other types of therapy after surgery

2.2. RESEARCH METHODS

A prospective, descriptive and interventional, non control cohort study

2.2.1. Preoperative clinical and paraclinical characteristics

Clinical characteristics include age, gender, signs and symptoms

Paraclinical characteristics include complete blood count, liver and
renal function test and gastroscopy to obtain tissue diagnosis

2.2.2. Post-operative pathologic characteristics

Macroscopic appearance classified with classical classification:
mass, ulcerative, infiltrative ulcerative, diffuse infiltrative, size, extent of
tumor invasion, histopathological examination follows UICC-2009
criteria, examination of lymph node as nodal stations and calculation of
total number of involved lymph nodes, examination of resection margin.

The results of histopathological examination served as the basis for TNM
classification according to UICC-2009

2.2.3. Some features related to histopathological results

Extent of tumor invasion and regional lymph node involvement

2.2.4. Distal gastrectomy and D2 lymphadenectomy

2.2.4.1. Indications

- Tumor location: lower third gastric cancer according to Japanese
gastric cancer association.

- Extent of tumor invasion: T2-T4.

- Extent of lymphadenectomy: D2 eg. nodal stations
1,3,4,5,7,8,9,10,11.

- Restoration of digestive continuity: gastrojejunostomy with Polya
or Roux- en-Y anastomosis.



5

2.2.4.2. Details of procedure

*Open surgery

All patients were intubated endotracheally

Step 1: A 20-cm midline incision is made from the xiphoid process to
the umbilicus. Exploration of the lesion and the peritoneal cavity to decide
the next step.

Step 2: Dissection to expose anterior aspect of esophagus, cardia and
upper part of the lesser curvature. The peritoneum covering the abdominal
esophagus is opened from left to right. Lesser omentum is divived closed to
its attachment to the liver. Vessels along the right border of abdominal
esophagus, cardia and upper part of lesser curvature are ligated. The
peritoneum covering the liver hilum is divided from left to right and resected
in total to the upper border of the duodenum. Right gastric artery is exposed,
ligated and divided at its origin (close to the proper hepatic artery).

Step 3:

- The greater omentum is separated from the transverse colon from
the right to the left, reaching to lower pole of the spleen. Right gastroepiploic
vein is dissected, ligated and divided close its confluence with superior
mesenteric vein. Right gastroepiploic artery is dissected, ligated and divided
close to gastroduodenal artery.

- The duodenum is divided and the duodenal stump is closed. The
stomach is retracted upward to expose the whole pancreas.

Step 4:

- The peritoneum behind the portal vein, in continuation with the
above nodal chain is resected.

- Dissection of lymph node station 8 close to common hepatic artery
above the pancreatic head (drainage of vessel to the splenic hilum), station
8 along the splenic artery at the upper pancreatic border from right to left,
station 9 along the celiac trunk. Sufficient dissection will expose the whole
pancreas, celiac artery, left gastric artery, splenic artery, common hepatic
artery, gastroduodenal artery and part of proper hepatic artery. Left gastric
vein is ligated close to its entering into the portal vein on the upper border
of the pancreatic head. Left gastric artery is ligated close to celiac trunk.

- The liver pedicle is control between the left index finger posteriorly
and the left thumb anteriorly. Nodal stations 8, 9, 11, 7 (left gastric artery), 1
(right cardia border) and 3 (along left curvature)

Step 5: Gastrectomy and restoration of digestive continuity

-Resection of three fourths of the stomach is indicated if the tumor is
located at the antral or prepyloric area. Resection of four fifths of the stomach is
indicated if the tumor invades the body of the stomach. The upper resection line
should be 6-8 cm away from the tumor macroscopically. The resection margin is
ensured to be free of tumor cell.
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-The remaining stomach is anastomosed to the jejunum anterior or
posterior to the mesocolon with Polya or Roux-en-Y method.

- The anastomosis is checked, appropriate hemostasis is ensured,
the peritoneal cavity is cleaned. Drain can be left below the liver or
behind the spleen. The abdomen is then closed.

-The specimen is sent for histopathological examination.

*Laparoscopic surgery

Laparoscopic-assisted distal gastrectomy and lymphadenectomy is
basically similar to its open version. D2 lymphadenectomy is also
performed according to Japanese gastric cancer association (1998).
Gastrojejunostomy is performed with Polya or Roux-en-Y method
extracorporally via a 5-cm midline incision. The stomach and the tumor
are brought outside the abdomen. The peritoneal cavity is then checked
and the abdomen is closed in two layers. The specimen and dissected
lymph nodes are sent for examination.

2.2.5. Intraoperative and early postoperative results

- Operative time (minutes)

- Number of dissected lymph nodes, number and location of
positive lymph nodes according to Japanese classification.

- Post-operative complications: rate of different complications

- Duration of hospitalization (days): counted from surgery to
discharge.

2.2.6. Chemotherapy protocol

Systemic chemotherapy with ECX regimen (Epirubicin, Cisplatin,
Xeloda)

2.2.7. Side effects due to chemical treatment

Evaluation of several clinical, hematopoietic, hepatic and renal
toxicity following each cycle. Level of toxicity is classified by a 0-4
scale based on the guidelines on antitumor toxicity of American National
Cancer Institute.

2.2.8. Treatment outcomes

- Information on survival, recurrence and metastais is collected
through during follow-up visits, by letters or direct phone call. Post-
operative survival and quality of life assessed by Spitzer index are
monitored.

- Determine factors related to survival: extent of tumor invasion,
regional lymph node involvement, disease stage and level of
differentiation.

2.2.9. Data analysis

Data are analysed using SPSS 20.0

Survival was calculated using Kaplan-Meier method. Log — rank
test was used to assessed the significance of related factors.

The difference was statistically significant at p <0.05
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Chapter 3
RESULTS

3.1. GENERAL CHARACTERISTICS

3.1.1. Age and gender

The mean age was 53,85 + 9,39 years (27 — 73 years). The age group of
51-60 years was the most common (37.7%). There were 38 males (71.7%), 15
females (28.3%). Male/female ratio was 2.5:1

3.2. CLINICAL CHARACTERISTICS

3.2.1. Symptoms

Common symptoms were epigastric pain (most common — 98.1%),
weight loss (56.6%), vomiting (50,9%) and hematemesis (9,4%).

3.2.2. Signs

There were 34 patients (64,2%) with epigastric tenderness, 16
patients (30,2%) with symptoms of gastric outlet obstruction and 17
patients (32,1%) with papable mass.

3.3. PARACLINICAL CHARACTERISTICS

3.3.1. Characteristics of lesions on gastroscopy

Infiltrative ulcerative lesions were seen in the majority of cases
(43,3%). Ulcerative lesions accounted for 34,0% of cases.

3.3.2. Postoperative histopathologic results

3.3.2.1.. Characteristics of lesions in pathologic report

* Macroscopic appearance: the tumor was measured <5cm in 22,6%,
> 5 cm in 77,4% of cases. Mean tumor size was 5,38 + 1,88. The rate of
infiltrative ulcerative, ulcerative and infiltrative lesions were 37,7%,
30,2% and 13,2%, respectively.

* Microscopic appearance: Tubular adenocarcinoma (85%) was
the most common type. Most of tumors were poorly-differentiated tumor
(39,6%). Undifferentiated carcinoma was the least common type of
cancer (9,5%). Highly-differentiated adenocarcinoma accounted for
90,5% of cases.

3.3.2.2. Disease stage

There were 2 T4a cases (3,8%), 14 T4b cases (26,4%). In terms of
nodal stage, there were 58,5% NO tumors, 28,3%, N1 tumors and 13,2%
N2 tumors. Regional lymph node metastasis was present in 41,5% of
cases. Most patients had Stage 1l disease (45,2%), followed by stage 11l
(32,2%) and stage | (22,6%). 12 patients with disease stage 1B were all
classified as T2MONO.

3.3.2.3. Some features related to histopathologic results

The rates of lymph node metastasis of T2, T3 and T4 lesions were
1/13(7,7%), 13/24(54,2%), and 8/16(50%), respectively. Lymph node
involvement of N2 nodal stage was seen in 7 patients, all of whom had
T3 or T4 tumor (y2= 10,334, df =4, p=0,035).
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3.4. OUTCOMES OF DISTAL GASTRECTOMY AND D2
LYMPHADENECTOMY

3.4.1. Types of surgery: open surgery was performed in 48/53
cases (90,6%) while laparoscopic surgery was performed in only a very
small proportion of cases (9,4%).

3.4.2. Operative time: mean operative time of open procedure
was 232,08 + 14,61 mins (210 — 260). Mean operative time of
laparoscopic procedure was 252 + 33,27 mins (230-310 mins).

3.4.3. Rates of positive lymph nodes: the total number of lymph
nodes dissected was 440. Among which, there were 259 positive lymph
node(58,8%). Nodal stations 3, 4, 5, 6 had high positive rate of > 80%.
Nodal stations 1, 7, 8, 9 had lower positive rate of 16,9%; 47,4%; 26,3%);
20,7%, respectively.

3.4.4. Post-operative complications

There were 4 cases with post-operative complications (7,5%) and
49 cases with no complications (92,5%). Mean duration of hospitalization
was 11,17 + 4,25 days (4 — 28 days)

3.5. OUTCOMES OF POST-OPERATIVE ADJUVANT
CHEMOTHERAPY

3.5.1. Some chemotherapy related adverse reactions of ECX
regimen

3.5.1.1. Side effects of non-hematopoietic

All patients had hair loss and complete hair loss was seen in 79,2%
of cases. Anorexia was present in 15,1% of cases, most of which were
grade 1 or 2 anorexia. Nausea and vomiting (mostly grade 2) was
documented in 77,4% of cases. Diarrhea (all grade 1) was seen in only a
few cases (1,9%). Hand-foot syndrome was seen as all grades 1, 2, 3 but was
present in only a minority of cases (7,6%). Increase in SGOT and SGPT,
mostly grade 1, accounting for 28,3% and 24,5% of cases. Elevated serum
creatinin grade 1 and 2 was present in 13,2% of cases.

3.5.1.2. Side effects of hematopoietic

Decrease in hemoglobin level (mostly grade 1 and 2) accounts for
41,5% and 39,6% of cases. Leucocytopenia, most of which were graded
as grade 1,2,3 (86,8%) while grade 4 leucocytopenia on present in 3,8%
of patients. Neutropenia was seen in all 4 grades, accounting for 17%; 17%;
37,7% , and 17%, respectively. Thrombocytopenia grade 0 was present in
71,7% of case, while grade 1 in 26,4% of cases.

3.6. RECURRENCE AND METASTASIS

3.6.1. Recurrence: There were 4 patients with local recurrence
(anastomosis) (7.5%). The mean recurrence time was 16.11 + 8.06
months (7.07-26.4 months),. Two-year recurrence rate was of 75% (3/4).
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3.6.2. Metastasis: There were 4 patients with peritoneal
metastases (36.36%), 2 patients with liver metastasis (18.18%), 4 patients
with supraclavicular lymph node metastasis (36.36%), and one patient
with ovarian metastasis (9.1%). Mean time to first detected metastasis
was 15.96 + 8.40 months (4.78 - 31.89 months). Most metastasis occured
before 24 months (81.82%).The overall metastatic rate was of 20.8%.

3.7. POST-TREATMENT SURVIVAL

3.7.1. Overall survival

Mean overall survival time was 46.02 £ 3.18 months. There were

28 patients dying during follow-up, the overall 5-year mortality rate was
52.8%.
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Chart 3.12. Overall survival
3.7.2. Association of extent of local tumor invasion and overall survival
There was an association between the extent of local tumor
invasion and overall survival. The mean overall survival time of T2, T3
and T4 tumor was 59,77 + 5,44, 42,42 + 3,98, 35,33 + 4,97 months,
respectively. The difference was stastistically significant (p <0,05).
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Chart 3.14. Overall survival of different extent of local tumor invasion
The 5-year overall survival rates of T2 , T3 and T4 tumor were
76.9%, 24.6%, and 21.1%, respectively.
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3.7.3. Association of extent of regional lymph node involvement
and overall survival

There was an association of extent of regional lymph node
involvement and overall survival. The mean overall survival time of NO, N1
and N2 tumor was 52,37 + 3,86, 37,21 + 5,25, 30,37 + 5,60 months. The
association was statistically significant (p<0,05).
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Chart 3.15. Overall survival of different extent of
regional lymph node involvement

The 5-year overall survival rates of NO, N1 and N2 tumor were
52,2%, 25%, and 21,4% respectively.

3.7.4. Association of clinical stage and overall survival

Mean overall survival time of stage I, Il, Il tumor was 58,90 +
5,79, 45,81 £ 4,38 and 33,56 + 4,00 months, respectively. The difference
of the mean overall survival time of different clinical stage was
statistically significant. (p <0,05)
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Chart 3.16. Overall survival of different clinical stages
The 5-year overall survival rates of stage I, Il, 111 tumor were 75%,

34% and 20,2%, respectively.
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3.7.5. Association of degree of differentiation and overall

survival

Mean overall survival time of well-differentiated, moderately-
differentiated, poorly-differentiated and non-differentiated tumor was
59,54 + 4,74, 43,79 + 6,37, 39,98 + 5,09, 33,00 + 6,63 months,
respectively. The difference of the mean overall survival time of different
degree of differentiation was statistically significant. (p <0,05)
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Chart 3.17. Overall survival of different degrees of differentiation
The 5-year overall survival rates of well-differentiated, moderately-
differentiated, poorly-differentiated and non-differentiated tumors were
65,9%, 44,2% , 29%, and 0% respectively
3.7.6. Assessment of quality of life by Spitzer index
Table 3.42. Post-oprerative quality of life at three different follow-up

visits using Spitzer index

Quiality 1% visit 2" visit 3" visit
of life (6 months) (9-12 months) (18-24 months)
(score) n (%) n (%) N (%)
5-6 3 57 4 7,8 8 19,5
7-8 33 62,2 29 56,9 17 415
9-10 17 32,1 18 35,3 16 39
Total 53 100 51 100 41 100

Most patients had their quality of life improved after surgery with
more than 80% of cases achieved at least 7 points. The proportion of
patients with maximum scores (9-10 points) increased after each follow-
up visit: 32.1% after 6 months, 35.3% after 9-12 months and 39% after
18-24 months. No patient had a total score of less than 5 points.
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Chapter 4
DISCUSSION

4.1. GENERAL CHARACTERISTICS

4.1.1. Age and gender

In our study, there were 53 cases in total, with most cases were in
the age group 51-60 years (37.7%), the average age for both sexes was
53.85 £ 9.39 years (27-73). Men were more common than women with
male/female ratio of 2.5: 1. Gastric cancer is less common among people
under 40 (5.7%). According to Kim EH, the mean age was 64.7 + 9.8
(27-81) and the male/ female ratio was 2.3:1. Thus, the mean age of
gastric cancer patients was higher in studies of other countries. This is
due to the fact that we live in an epidemic area of gastric cancer. On the
other hand, geographical factors, socio-economic conditions and
customary habits also play an important role. We usually eat plenty of
salt-preserved foods with high amount of nitrate and nitrite which can
eventually cause gastric cancer.

Age and gender are two risk factors for gastric cancer (male and
people over 40 years of age have higher risk). In Thua Thien Hue
province, according to data from epidemiological study of some cancers
in 2001-2009, after 40 years, the prevalence of cancer in men was higher
than in women.

4.2.CLINICAL AND PARACLINICAL CHARACTERISTICS

4.2.1. Symptoms

Epigastric pain was a common presentation, accounting for 98.1%
of cases. In the study on early gastric cancer of Le Minh Son, the rate of
epigastric pain is equivalent to those of late stages (92.7%); in other
study of Vu Hai, epigastric pain was present in 100% of cases. This is
due to the fact that most patients have a history of peptic ulcer disease
and are hospitalized at late stages.

Weight loss was seen in 30 cases (56.6%) and was rarely the
presenting symptom. Harnett, in the study of 1405 advanced gastric
cancers, found that 96.2% of patients lost more than 10% of their body
weight. He concluded that patients with weight loss had worse survival
than who do not.

The rate of vomitting was 50.9%, which is similar to the study of
Pham Duy Hien (40-50%). If patient presents with vomiting, their
disease is usually in late stages with large, obstructing tumor or diffusely
infiltrating tumor which already invaded all the pyloric antrum. This is a
common presentation of cancer of the lower third of the stomach. In
those cases, the general condition of patients is unfavorable with severe
asthenia or electrolyte disturbance which in turn adverly affects
postoperative recovery. Other manifestations such as heartburn (28.3%),
melena (18.9%) were less common in our study.
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4.2.2. Signs

In our study, a palpable epigastric mass was present in 32.1% of
cases. Other studies also showed similar results Nguyen Anh Tuan,
Hoang Cong Dac (35.38%), Le Manh Ha(38.23%). Pyloric stenosis was
documented in 30.2% of cases. In other studies, the proportion of patients
having pyloric stenosis due to cancer of the lower third of the stomach
ranged from 11% to 29.4% of patients.

4.2.3. Characteristics of lesions on gastroscopy

The macroscopic appearance of the lesion was directly examined
under gastroscopy. As shown in Table 3.10, there were 23 cases of
infiltrative ulcerative lesion (43.4%), 34% of cases with ulcerative lesion,
11.3% of cases with mass lesion and other 11.3% of cases with
infiltrative lesions. Other studies in our country showed some differences
in the distribution of macroscopic types. The distribution in the study of
Tran Van Phoi was 51.9% of infiltrative ulcerative lesions, 34% of
ulcerative lesion, 1.9% of mass lesions and 10.4% of infiltrative lesion.
Most of the authors in other countries showed that ulcerative lesion was
the most common macroscopic type, accounting for > 50% of all gastric
cancer cases. Several studies such as the one of Liu Y and Guildford
suggested the association of infiltrative lesions (10%) and family factors.

4.3. POSTOPERATIVE HISTOPATHOLOGIC RESULTS

4.3.1. Macroscopic appearance of lesion on post-operative
pathologic report

In Borrmann classification, macroscopic appearance of gastric
cancer is divided into four categories including infiltrative ulcerative,
ulcerative and infiltrative lesions. In Bui Van Lac study, the rate of
ulcerative, mass and infiltrative lesions were 73,96%, 21,88% and
4,16%, respectively. In other study of Do Trong Loc, the rate of
ulcerative, mass, infiltrative ulcerative and infiltrative lesions were
30,5%, 48,6% ,10,5% and 2,9%, respectively. The results of our study is
similar to other studies with ulcerative lesions in 18.9% of cases,
infiltrative ulcerative lesions in 30.2% of cases, ulcerative lesions in 37.7%
of cases and infiltrative lesion in 13.2% of cases. As in other studies, the
majority of lesions were of ulcerative and infiltrative ulcerative types.
However,there are always a combination of different types of lesion which
might lead to different interpretation and varying results among authors.

4.3.2. Microscopic appearance of lesion on post-operative
pathologic report

In our study, the rate of tubular adenocarcinoma, signet ring cell
carcinoma, mucinous carcinoma, and undifferentiated carcinoma was
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85%, 7,5%, 7,5% and 9,5% respectively. Vu Hai, in a study of 333 cases
of distal gastrectomy for cancer showed similar results: tubular
adenocarcinoma (67%), signet ring cell carcinoma (12%), mucinous
adenocarcinoma (13%), and undifferentiated carcinoma (5,4%). Tubular
adenocarcinoma was the most common microscopic type as in our study.

In terms of degree of differentiation, the distribution in our study
were as followed: well-differentiated (24,5%), moderately-differentiated
(26,4%), poorly-differentiated (39,6%), and undifferentiated (9,5%).
Differentiated adenocarcinoma accounted for 90.5%. Sasako M, in a
study of more 1034 patients, showed different results with 40.91% of
cases were differentiated tumor and 58,80% of cases were
undifferentiated tumors. This is possibly due to the difference in sample
size. In other study, we found that adenocarcinoma was the most
common type, accounting for 75%-100% of cases, followed by
undifferentiated carcinoma in 10-16% of cases.

4.3.3. Characteristics of the extent of invasion of cancer

The extent of invasion of cancer plays an important role in the
prognosis of gastric cancer. In this study, we assessed the extent of
invasion on postoperative pathologic report. In general, most cases in our
study were in advanced stage: T2 (24.5%), T3 (45.3%), T4 (30.2% ).

Table 4.1. Extent of invasion of cancer in different studies

Extent of |Do Tron . Our |Pourhoseinghol
invasion | Quyet 9 VuHai | Sackak | study i M.Ag
T1 0 6,6% 7,5 - 3,2
T2 15,3% | 13,3% 12,5 24,5 12,3
T3 39,0% | 25,2% 62,5 45,3 45,9
T4 45,7% | 34,9% 17,5 30,2 38,6

Compared to other authors, the proportion of T3-T4 gastric cancer
in our study was similar. Patients usually present in late stages.

4.3.4. Regional lymph node involvement

Along with the extent of tumor invasion, regional lymph node
involvement is an important factor to determine disease stage as well as
disease prognosis. Depending on the location of lesions on the stomach, the
pattern of lymph node invasion is also different. The results of our study was
as followed: N1 (1-2 lymph nodes invaded) - 28.3%, N2 (3-6 lymph nodes
invaded) - 13.2%. In Hoang Xuan Lap study on 35 patients, N1 accounted
for 31.4% of cases and N2 accounted for 54.3% of cases. Do Trong Quyet,
studied 105 patients found 46.7% with N1 and 28.6% with N2 tumors.

The rates of regional lymph node invasion differs from those of other
Vietnamese studies, which may be due to differences in sample size, patient
selection, and clinical staging. Some foreign studies also showed that lymph
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node invasion rates of more than 50%. Results of other authors are as
followed: Bruno Zinbertein (N1: 31%, N2: 17%, N3: 8%), Jung JJ (N1:
10%, N2: 50% ), Wang et al. (1322 patients) (N1: 30.94%, N2: 19.44%, N3:
11.72%). Our regional lymph node invasion rates are lower than those from
other foreign studies. This might be due to higher rates of D2
lymphadenectomy, larger sample sizes, and heterogeneous stage
classification.
4.3.5. Disease stage using to UICC classification (2009)

Staging of gastric cancer is a summarization of different information of
disease including extent of tumor invasion, lymph node invasion and distant
metastasis in a more systematic way.

Table 4.2. Cancer stage in different studies

Trinh Pham Pourhoseingho
Stage Hong Son | Duy Hien Our study IiM.Ag Sackak |
I 4,57% - 22,6% 8,6% 14,6%
I 9,48% 7,7% 45,2% 17,5% 19,8%
i 61,43% | 26,3% 32,2% 32,9% 65,7
[\ 24,52 65,9% - 41% -

The results of our study are as followed: stage IB (22.6%), stage
A (22.6%),stage 1IB (22.6%) stagelllA (5.7%), stagelllB (18.9%),
stagelllC (7.6%). The difference between our results and those of other
studies is due to the difference in stage grouping and sample size.
However, most of the studies had patients classified as stage 11-1V, which
is more challenging for surgery and make post-operative prognosis worse
and survival shortened. In developed countries, disease is more likely to
be detected in early stages,which results in better post-operative survival.

4.3.4. Association of extent of tumor invasion and regional lymph
node metastasis

Among factors affecting lymph node metastasis, we found that the
extent of tumor invasion into the gastric wall was positively correlated
with the rate of regional lymph node metastasis with p <0.05.

44.INTRAOPERATIVE AND POSTOPERATIVE CHARACTERISTICS

4.4.1. Characteristics of lymphadenectomy

The rates of lymph node metastasis in gastric cancer in the lower third
in the studies of Hoang Manh An (2007) and Vu Hai (2009) were 44.2%
and 69,2%. In 53 patients with lower third gastric cancer undergoing
gastrectomy, we all performed D2 lymphadenectomy.

The total number of lymph nodes dissected was 440. Among
which, there were 259 positive lymph node(58,8%). Nodal stations 3, 4,
5, 6 had high positive rate of > 80%. Nodal stations 1, 7, 8, 9 had lower
positive rate of 16,9%; 47,4%; 26,3%; 20,7%, respectively. The average
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number of dissected lymph nodes per patient in our study was 8.30,
which was much lower than the other authors (Table 4.3). This may be
due to the fact that other authors studied gastric cancer at multiple sites
and more agressive lymphadenectomy (D1, D2, D3) of all nodal stations
1 to 16 were performed.
Table 4.3.Average number of dissected lymph node in gastrectomy in
different studies

Authors Le IZA aanh Ho Chi Thanh | Sakcak s?u%lg/
Average number of
dissected lymph 15,0 23,6 23,5 8,3
node/patient

4.4.2. Size of gastric tumor

The tumor was measured <5¢cm in 22,6%, > 5 ¢cm in 77,4% of cases.
Mean tumor size was 5,38 + 1,88 cm. There were no tumors measures
less than 1cm. This results is similar to the study of Vu Hai with 23,6%
of tumor <5 cm and 76,7% of tumors >5cm. This suggests that most
patients were operated in late stages.

4.4.3. Intraoperative and postoperative complications

We did not have any intraoperative complications. There was one case
of surgical site infection and three cases of incisional bleeding. In the case of
wound infection, medical treatment with the use of two antibiotics including
intravenous third generation Cephalosporin + metronidazone resolved the
problem in 28 days. There was only one case who had to stay at the hospital
for 28 days. This was due to delayed healing of a wound infection in a severe
asthenic patient, which increased the complication rate to 7.5%.

There were no anastomotic leakage, duodenal stump leakage,
subdiaphragmatic abscess. Three cases of incisional bleeding were
treated with additional stitches. According to Nguyen Cuong Thinh,
radical gastrectomy for cancer is a major surgery with complication rate
of 3.99%. Postoperative anastomotic leakage, acute pancreatitis are the
most common complications which are usually the causes of mortality.
The rates of complication in the study of Nguyen Anh Tuan and Hoang
Cong Dac were 22.6% (mainly wound infections, anastomotic leakage,
residual abscess and severe asthenia. Similar results are reported by Do
Trong Quyet and Trinh Hong Son with postoperative complications rates
of 5.7% and 8.6% and no postoperative mortality.

Many authors state that gastrectomy with D2 lymphadenectomy
does not cause an increase in the rates of postoperative morbidity and
mortality.
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4.4.4. Operative time and post-operative hospital stay
The operative time is counted from the time of skin incision to the
time of complete skin closure. The results of our study are listed below
Table 4.5. Operative time of gastrectomy

Types of surgery | n=53 Shortest Longest Mean
Open surgery 48 210 260 232,08 £ 14,61
Laparoscopic 5 230 310 252 £ 33,17
assisted surgery

In Table 4.4, the mean operative time of laparoscopic surgery with
lymphadenectomy was longer than open surgery. Among 5 cases of
laparoscopic surgery, in only one patient, we had the possibility to use the
harmonic scalpel to perform dissection of omentum and division of major
gastric vessels. This was also the only patient who was able to afford endo
GIA to perform the anastomosis. In other cases, all anastomosis were done
by hand. These are the main factors that prolonged the operative time. For
48 open-surgery cases, the shortest operative time was 210 mins, the
longest operative time was 260 mins and the average operative time was
232.08 £ 14.61 (mins).

Nguyen Anh Tuan, Hoang Cong Dac reported a shorter operative
time of 135.8 + 19.1 minutes; In Le Manh Ha's study, the mean operative
time of D2gastrectomy was 215 + 47.4 mins, and of D3 gastrectomy group
was 245 + 44.5 mins. The difference in operative time was statistically
significant but the difference of post-operative hospital stay was not
statistically significant (P> 0.05). In Trinh Hong Son's study, the average
operative time for D1 gastrectomy was 193.5 + 54.3 mins, D2 gastrectomy
was 228.3 + 56.1 mins and D3 gastrectomy was 237 + 5.13 mins. The
difference was statistically significant with P = 0.0002 between D1 and
D2, D3, but there was no statistically significant difference between D2
and D3 operative time.

In  general, radical gastrectomy with high quality
lymphadenectomy is a major and time-demanding procedure. The
shortest hospital stay was 4 days and the longest hospital stay was 28
days. The average hospital stay in the study was 11.17 £ 4.25 days. The
length of stay in our study was similar to the majority of other authors,
with mean postoperative hospital stay of 10-14 days. D1, D2, D3
gastrectomy group were different in terms of operative time but not in
postoperative hospital stay.

45. OUTCOMES OF POST-OPERATIVE ADJUVANT
CHEMOTHERAPY

4.5.1. Chemotherapy related side effects of ECX regimen

All patients had hair loss and complete hair loss was seen in 79,2%
of cases. Anorexia was present in 15,1% of cases, most of which were
grade 1 or 2 anorexia. Nausea and vomiting (mostly grade 2) was
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documented in 77,4% of cases. Diarrhea (all grade 1) was seen in only a
few cases (1,9%). Hand-foot syndrome was seen as all grades 1, 2, 3 but was
present in only a minority of cases (7,6%). Increase in SGOT and SGPT,
mostly grade 1, accounting for 28,3% and 24,5% of cases. Elevated serum
creatinin grade 1 and 2 was present in 13,2% of cases.

Nguyen Thi Minh Phuong studied 35 patients with gastric cancer
after D2 gastrectomy with ECX regimen reported the toxicity as
followed: anorexia (100%), nausea (moderate to severe — 5%) and hair
loss grade 1 (34.5%) and grade 2: (65.7%), hand-foot syndrome grade
1(71.4%), and grades 2-3 (5.8%).Cho E.K reported ECX regimen related
toxicity in 54 patients as followed: nausea grade 3-4 (8%), vomiting
(9%); hand-foot syndrome grade 3: 4%. Most authors agree that clinical
use of systemic ECX regimen is reliable with high antitumoral activity in
advanced gastric cancer. In addition, the ECX regimen has low toxicity,
high tolerability and capecitabine is a simpler alternative to 5FU, which
can replace traditional regimens.

4.5.2. Systemic ECX regimen related side effects on liver and
renal functions

We found that ECX regimen had very little effect on liver function.
Elevated liver enzyme levels grade 1-2 was seen in only few cases and there
were no grade 3-4 toxicity. All of these cases were treated with liver
protecting agents with good response and no severe hepatic insufficiency
that requires cessation of treatment.

Although the ECX regimen cisplatin which has high level of
nephrotoxicity, there were only grade 1(11.3%) and grade 2( 1.9%)
creatinine elevation and no grade 3-4 toxicity and no alteration on treatment
plan. The low incidence of nephrotoxicity is due to our compliance with
treatment plan and electrolyte correction for patients. In the study of REAL-
2, elevated creatinine level was seen in 16.5% of cases in which ECX
regimen was used (grade 1-2).

4.5.3. Systemic ECX regimen related side effects on
hematopoietic function

In our study, decrease in hemoglobin level (mostly grade 1 and 2)
accounts for 41,5% and 39,6% of cases. Leucocytopenia, most of which
were graded as grade 1,2,3 (86,8%) while grade 4 leucocytopenia only
present in 3,8% of patients. Neutropenia was seen in all 4 grades (1-2-3-4),
accounting for 17%; 17%; 37,7% , and 17%, respectively.
Thrombocytopenia grade 0 was present in 71,7% of case, while grade 1
in 26,4% of cases.

Nguyet Tuyet Mai [38], in a study of 106 patients with stage 11-1V
disease treated with ECX regimen reported hematopoietic toxicity as
followed: leukopenia grade 1-2 (29.9%), grade 3-4 (2.3%); neutropenia
grade 1 (39.4%), grade 3-4 (14.3%); thrombocytopenia grade 1-2
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(5.8%), grade 3-4 (0%). In REAL-2 study, hemoglobin was reduced in
79.5% of patients but there was up to 10.5% of cases with grade 3-4
hemoglobin reduction; the rate of leukopenia was 85.6%, of which
51.1% of cases having grade 3-4 leukopenia; the rate of
thrombocytopenia was 17% with 4,8% of cases having grade 3-4
toxicity. From the results of our study and other studies, we can conclude
that hematopoietic toxicity rates of ECX regimen were acceptable.

4.6. RECURRENCE AND METASTASIS

4.6.1. Recurrence

Recurrent gastric cancer is the major cause of failure of treatment
following radical gastrectomy, with the majority of recurrences and
deaths occurring within the first two years. Nakagawa M in a study of
577 patients after radical gastrectomy with recurrence before 12 months
and 24 months was 46.4% and 75%, respectively, of which local
recurrence at the anastomosis occured in 7.1% of cases. Jackson C and
Cunningham D stated that patients who underwent radical gastrectomy
having recurrence within 3 - 6.5 months were considered as a return of
gastric cancer. This is a major challenge for the management of
postoperative patients receiving adjuvant chemotherapy. Through the
follow-up of 53 patients, there were 4 patients with local recurrence
(anastomosis) (7.5%). The mean recurrence time was 16.11 + 8.06
months (7.07-26.4 months). Two-year recurrence rate was of 75%
(3/4).Compared with these studies, our study had lower recurrence rate
and longer average time to recurrence.

4.6.2. Metastasis

Costano FD in a phase Il study of PELF chemotherapy (Cisplatin,
Epirubicin, Leucovirin, 5FU) in 128 gastric cancer patients reported the
rates of liver metastasis of 21%, peritoneal metastases of 31%, nodal
metastases of 17%. Numerous studies have shown that peritoneal
metastasis and distant metastasis are the most common types of
metastasis (40-72% and 14.3-49%).

A study of Nguyen Thanh Ai (2014) at the Hue Central Hospital on
35 patients with gastric cancer received concurrent radiotherapy and
chemotherapy with ECX regimen after gastrectomy for cancer reported
that the majority of recurrence occured within 24-month after surgery
(90%); Among them, the most common site was peritoneum (30%),
followed by liver, ovary and lung metastasis, each accounts for 20% of
cases. The overall metastatic rate was 28.57%.

In our study, mean time to first detected metastasis was 15.96 +
8.40 months (4.78 - 31.89 months). Most metastasis occured before 24
months (81.82%). After 24 months, the recurrence rate was 18.8%. There
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were 4 patients with peritoneal metastases (36.36%) which is the most
common metastatic site, 2 patients with liver metastasis (18.18%), 4
patients with supraclavicular lymph node metastasis (36.36%), and one
patient with ovarian metastasis (9.1%). The overall metastatic rate was of
20.8%.

Our overall metastatic rate was similar to that of other studies on
patients with gastrectomy for cancer received adjuvant chemotherapy and
lower than that of studies on patients treated with surgery alone.

4.7. SURVIVAL

4.7.1. Overall survival

Overall survival is considered one of the most important criteria
for evaluating the outcomes of cancer surgery. Study was conducted on
53 patients with gastric cancer who underwent gastrectomy with D2
lymphadenectomy. In our study, there were 28 cases of death (52.8%).
Mean overall survival was 46.02 + 3.18 months.

In Chart 3.12, the predicted survival proportion calculated by
Kaplan-Meier method in 53 patients was of 98.1% after 1 year, 72.8%
after 2 years, 59.4% after 3 years, 43.4% after 4 years and 40.5% after 5
years. The majority of mortality within the first 3 years after surgery was
due to local recurrence and metastasis. This is also consistent with the
results observed by Do Trong Quyet and Vu Hai. The 5-year survival
rates after chemotherapy with ELF regimen was 21.8% in VVu Hai study
and 57,7% in Nguyen Lam Hoa study. The difference in the results of the
5-year survival rate with other studies may be due to the difference of the
proportion of clinical stages.

4.7.2. Association of extent of local tumor invasion and overall survival (T)

A univariate analysis of the association of survival time and extent
of tumor invasion on 53 patients showed the following results: tumor
invading the muscular layer (T2): mean survival time was 59.77 £ 5.41
months; tumor invading the subserosa (T3): mean survival time was
42.42 £ 3.98 months; tumor invading the serosa and surrounding tissues
(T4) mean survival time was 35.33 + 4.97 months. Log-rank test, p =
0.011 (p <0.05). The results of the study are also consistent with many
reports by local and foreign authors.

4.7.3. Association of extent of regional lymph node involvement and overall
survival (N)

Estimation of the overall survival rates after surgery with different
extent of regional lymph node imvolvement showed the following
results:
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- The 5-year overall survival rates of NO, N1 and N2 tumor were
52,2%, 25%, and 21,4% respectively. Test log-rank, p = 0,035 (P< 0,05).
There was an association of extent of regional lymph node involvement and
overall survival (p<0,05). (Table 3.39)

- Research by Sasako M et al. reported a 5-year overall survival
rate stratified with extent of lymph node involvement: NO (63% - 92%),
N1 (60% - 90%), N2 (35% - 86%). Nodal metastasis is an important
prognotic factor of gastric cancer as reported by several authors.

Thus, the extent of lymph node involvement significantly affects
the patient's postoperative survival time. The more lymph nodes are
invaded, the worse the postoperative survival is.

4.7.4. Association of clinical stage and overall survival

Cancer Stage is one of the prognostic factors for the survival of
gastric cancer. The higher the stage, the shorter the survival after surgery.
In our study we found that the 5-year overall survival rates of stage I, II, I1l
tumor were 75%, 34% and 20,2%, respectively. The difference was
statistically significant. In Le Minh Son's study on110 patients with early
gastric cancer, the results were very positive with 5-year survival rate of
91%.

The results of Vu Hai’s study (2009) showed that the survival time
was reduced as clinical stage progressed. Patients in stages Il and IV
will die sooner than patients in stage | and 1. The results of our study are
consistent with many studies that the stage of gastric cancer is a
prognostic factor. The later the patient is hospitalized, the shorter the
patient lives after surgery.

4.7.5. Association of degree of differentiation and overall
survival

Using Kaplan-Meier method, the 5-year overall survival rates of well-
differentiated, moderately-differentiated, poorly-differentiated and non-
differentiated tumors were 65,9%, 44,2% , 29%, and 0% respectively
(table 3.41). Log-rank test confirmed that the association was statistically
significant (P<0,05). Maruyama found that well-differentiatied tumor has
better prognosis than undifferentiated tumor. According to Vu Hai, five-
year survival rate of well-differentiated tumor is better than moderately
or poorly-differentiated tumor, with a 5-year survival rate of 57%, 38%
and 0%, respectively. Our results are consistent with many studies by
local and foreign authors.

4.7.6. Assessment of quality of life by Spitzer index

By collecting data during follow-up visits at 6 months, 9-12
months and 18-24 months after surgery, we found that:
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Most patients had their quality of life improved after surgery with
more than 80% of cases achieved at least 7 points. The proportion of
patients with maximum scores (9-10 points) increased after each follow-
up visit: 32.1% after 6 months, 35.3% after 9-12 months and 39% after
18-24 months. No patient had a total score of less than 5 points.The
quality of life assessed by the Spitzer index indicated that more than 80%
of cases had good quality of life. Compared to the study by Wu C.W, the
majority of post-gastrectomy patients had a Spitzer score of 7 or more,
which is similar to our findings.

CONCLUSION

Based on the results of treatment of 53 patients, diagnosed with
gastric cancer in the lower third treated with distal gastrectomy, D2
lymphadenectomy and chemotherapy at Hue Central Hospital from
1/2008 to 12/2014, we have the following results

1. Clinical, paraclinical and histopathologic characteristics of
lower third gastric cancer

The common presenting symptoms and signs were epigastric pain
(94,3% and 98,1%); vomiting in more than half patients (50,9%), weight
loss (56,6%), epigastric tenderness (64,2%), palpable mass (32,1%) and
gastric outlet obstruction (30,2%).

Abdominal ultrasound was able to detect a thickening lesion of the
gastric wall in 47,2% of cases while CT scan showed gastric cancer
lesion in 80,6% of cases. The majority of lesion seen on gastroscopy was
infiltrative ulcerative type (43,4%). Preoperative diagnosis by
gastroscopy and biopsy resulted in 83,3% accurate diagnosis as
compared with postoperative histopathologic report.

In final histopathologic report, there were 45,3% lesions located on
the lesser curvature, 90,5% adenocarcinoma, 39,6% poorly-differentiated
tumors. The lymph node metastatic rate was 41,5%. The majority of
tumor was classified as stage 1l (45,2%), followed by stage 1l (32,2%)
and stage 1 (22,6%)

2. Outcomes of Treatment of lower third gastric cancer by
radical surgery and adjuvant chemotherapy with ECX regimen

The majority of procedure was resection of three fourth of the
stomach (81.1%). The main method of restoration of digestive continuity
was Polya method (73.6%). There were no intraoperative morbidity and
mortality. The postoperative complication rate was 7.5%.

Systemic adjuvant chemotherapy was given with ECX regimen.
Hematologically, the regimen was safe and well-tolerated at standard
dose. The major adverse reaction was leukopenia while there was no
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severe thrombocytopenia. There were various non-hematopoietic
toxicities. Hair loss occured in all patients, of which 79.2% were
complete hair loss. Vomiting and nausea presented in77.4% of cases
(mostly grade 2). Hand-foot syndrome was rare (7.6%). Elevated SGOT
and SGPT was presented in a few cases and mainly in grade 1 (28.3%
and 24.5%, respectively). These toxicities were mainly encountered
during in treatment sessions, and the symptoms were easily controlled.

Distant metastasis rate was 20,8%; Recurrence and metastasis
mostly occured within 24 months after surgery, accounting for 75% and
81,82% of cases, respectively.

5-year disease free and overall survival rate was 40% and 40.5%,
respectively. Mean disease-free survival and overall survival time were
42.43 = 3.61 months and 46.02 £ 3.18 months, respectively. The
difference in survival rate between patients under and over 60 years was
not statistically significant (p> 0.05). The greater the extent of tumor
invasion, the shorter survival time after surgery observed (p <0.05). The
greater the extent of regional lymph node involvement, the shorter
survival time after surgery observed (p <0.05). The earlier the stage of
disease, the longer the postoperative survival was (p <0.05). The higher
the degree cell differentiation of the tumor, the longer the postoperative
survival was (p <0.05). The quality of life of postoperative patients
assessed by Spitzer index was gradually improved. Most patients had
acceptable quality of life after gastrectomy with adjuvant chemotherapy
(>80%).

RECOMMENDATION

Based on the research results, we would like to recommend:

- Lower third gastric cancer is a common type, after surgery, the
rate of recurrence and death is high, the patient is often in the advanced
stage of this cancer, so it affects the treatment strategy. Therefore, a
screening and early screening and detecting program is needed.

- ECX regimen is a safe, suitable, and well-tolerated regimen for
postoperative treatment of patients with gastric cancer that should be
widely used in oncology settings
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