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CAU TRUC LUAN AN

Luan an duoc trinh bay trong 124 trang (khong ké tai lieu tham
khao va phu lyc). Luan &n gdom: 2 trang Dat van d¢, 29 trang Tong
quan tai lidu, 30 trang P6i twong va phuong phap nghién ciu, 33
trang Két qua nghién cru, 28 trang Ban luan va 2 trang Két luan.

Luan &n c6 66 bang, 10 biéu do, 18 hinh va 120 tai liéu tham khao
trong d6 c6 43 tai liéu tiéng Viét, 77 tai liéu tiéng Anh.

Phu luc gom cac cong trinh nghién ctu, tai liéu tham khao, phiéu
nghién cutu, danh sach bénh nhéan.

DAT VAN PE

1. Tinh cAp thiét ciia dé tai

Ung thu da day 1a bénh 1y thuong gap nhat trong ung thu duong
tiéu hoa, dung th tu trong 10 loai ung thu pho bién trén the gioi. Ty
16 mic bénh thay dbi theo ting khu vuc, va Viét Nam nam trong
viing c6 ty 1é mac bénh ung thu da day kha cao. Phau thuat 1a diéu tri
co ban d6i v6i ung thu da day, voi cat da day rong rai két hop vét
hach viing c6 nguy co di cin. Tuy nhién, chi c6 mot sé luong nho
bénh nhan véi u con khu tri (ung thu da day giai doan sém) c6 thé
duoc diéu tri khoi bang phau thuat don thudn, véi ty 1¢ 70-80%. Da
sb bénh nhan duoc chan doan & giai doan muon, thuong xuat hién tai
phét, di cin sau khi dd duoc phau thuat. Két qua nhiéu nghién ctu
trén thé gioi ghi nhan cho thay c6 dén 40-70% truong hop ung thu da
day tai phat tai vang sau phau thuat, va gan 80% nguyén nhan tir
vong la do tai phét tai vung, dac biét tr vong cao nhat & nhém ung
thu da day giai doan tién trién tai chd (duoc dinh nghia 1a u xam 14n
dén thanh mac T > 3 hodc ¢6 di cin hach ving N+). Mic du ky thuat
phiu thuat ung thu da day ngay cang tién bo, nhung két qua sdng
thém toan bo cua bénh nhan ung thu da day giai doan tién trién tai
chd vén thap, ty 1¢ séng 5 ndm chi 8-34%. Cac thir nghiém lam sang
ngau nhién dugc tién hanh trén nhiéu trung tAm ung thu trén thé gidi,
V6i xa - hoa bé tro sau mé triét can ung thu da day glal doan tién
trién tai chd cho thay gidp cai thién két qua diéu tri, giam ty 1¢ tai
phét tai chd tai ving, ting thoi gian séng thém. Thir nghiém pha Il
Intergroup - 0116 (Macdonald va cong su) nghién ctru trén 556 bénh
nhan vai thoi gian theo doi trung binh 7 ndm, so sanh nhom c6 xa -
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hoa bo trg voi nhém quan sat voi két qua: sdng thém 3 nam 50% so
véi 41%, tai phat tai chd 19% so voi 29%, tai phat tai ving 65% so
voi 72%. Hign nay, tai My va mot sé quéc gia, phau thuat cat da day
rong réi két hop xa - hda bé tro sau mé dwoc chip nhan 1a phac do
diéu tri chuan d6i véi ung thu da day giai doan tién trién tai chd.

Tai Viét Nam, xa - hda b trg sau mo ung thu da day giai doan tién
trién méi ¢ giai doan bét dau va chua c6 nhleu nghién cau vé van de
nay. Bén canh do6, két qua cua cac nghién ciru vé Xa - hda bd tro sau mo
ung thu da dély tai Viét Nam van chua hoan toan thuyét phuc vi thoi
gian theo ddi con ngén cho nén ngoai vigc khang dinh vai tro ciia xa -
hoa b trg trong viéc cai thién thoi gian séng thém, giam ty 1é tai phét
thi tinh an toan cling nhu céc bién chimng, di | chung lién quan dén xa -
hoa sau md ung thu da day con Ia nhing van dé rat can dugc nghlen
ctu. XUt phat tir thuc té do, ching t6i thyc hién dé tai: "Dénh gia két
qua diéu tri ung thu biéu mo tuyén phan xa da day giai doan tién trién tai
chd bang phau thuat két hop xa - hoa sau mé" Véi 2 muyc tiéu:

1. Nghién ciru ddc diém 1am sang, cdn 1am sang va mé bénh hoc
cac bénh nhdn ung thu biéu md tuyeén phan xa da day giai dogn tién
trién tgi cho.

2. Danh gia ket qud diéu trj ung thu biéu md tuyén phan xa dga day
giai dogn tien trién tai chd bang phau thugt két hop xa - hda sau mé.
2.Y nghia khoa hoc va y nghia thyc tién cia luan an

Bénh nhan UTDD vao vién thuong ¢ giai, doan tién trién, nén anh
hudng dén chién lugc va két qua diéu tri, can phai co thém diéu tri
b tro sau mé. Xa - héa dong thoi sau mé ung thu da day giai doan
tién trién tai chd 1a mot trong nhitng chon lya dugc chap nhan &
nhiéu nudc trén thé gi¢i. Tuy nhién ¢ Viét Nam, diéu trj xa - hoa sau
phau thuat ung thu da day giai doan tién trién tai chd maéi bat dau
thuc hién & mot sd trung tdm diéu tri ung thu va chua c6 danh gia
két qua mot cach diy du va lau dai dé khang dinh vai tro ciing nhu
tinh an toan ddi véi phuong phap diu tri bo trg nay. Két qua cua
luan an khang dinh phac do dicu tri bao gom phau thuat, xa - héa
tri ddng thoi sau mé 1a an toan, dé dung nap va 1a mot trong nhiing
chon lya diéu tri phu hop ddi véi ung thu da day giai doan tién trién
tai chd, gilp cai thién ket quaﬂdleu tri vé ty 1¢ song thém toan bo va
song thém khong bénh tién trién. Nhirng tién bo trong céc ky thuat xa
tri hién dai cho phép thuc hién xa tri bd tro chinh xac va hiéu qua,
ddng thoi giam bét cac doc tinh gay ra do xa tri, nén dugc ap dung
rong rdi tai cac co s ung budu co day du phuong tién.
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Chuong 1. TONG QUAN TAI LIEU

1.1. GIAI PHAU DA DAY

Phan chia cac vung da day

Dé xac dinh vi tri khéi u, hiép hoi nghién ciu UTDD Nhat Ban
chia da day lam 3 ving : 1/3 trén, 1/3 giita, 1/3 dusi bang cach noi
gifta cac diém chia déu 2 bo cong. Phan gan da day tuong tng vung
mét phan ba trén. Phan xa da day bao gom ving mot phan ba gitta va
viing mot phan ba dudi cua da day.

H¢ théng bach huyét da day

Nam 1981, Hiép hdi nghién ctru ung thu da day Nhat Ban da dua
ra bang phan loai bang tiéng Anh hé théng hach cua da day chia lam
16 nhdm hach véi 4 chang nhu sau:

- Chang N1: gdm nhitng nhém hach tir 1 dén nhém hach tht 6.
Nhirng hach ndy nam canh da day doc theo b cong nhé va bd cong 16n.

- Chang N2: gém nhitng nhém hach tir 7 dén nhom hach the 11.
Nhitng hach nay nam doc theo cac bé mach chinh (d6ng mach gan
chung, vi trai, than tang, dong mach lach).

- Chang N3: gém nhitng nhém tir 12, 13, 14 (nam & cuong gan,
quanh déng mach, tinh mach mac treo trang trén, sau dau tuy, cac
hach doc theo cac nhanh ctia dong mach dai trang gitra).

- Chang N4: cac hach xung quanh dong mach cha bung (nhom
hach 16)

1.2. LAM SANG VA CAN LAM SANG UNG THU DA DAY
1.2.1. Triéu chirng 1am sang ciia ung thw da day

Triéu chimg 1am sang ung thu da day nghéo nan, khong dac hiéu,
d& nham véi triéu ching cua cac bénh ly khac: Sat can, dau ving
thuong vi ,budn ndn, nén, nén ra mau, di cau phén den...

1.2.2. Pic diém cin 1am sang cia ung thr da day

- Chup thyc quan - da day - ta trang can quang (TOGD): la
phuong phép kinh dién dé Chén doan ung thu da day.

- Noi soi da day bang dng soi mém va sinh thiét: 1a phuong phap
chan doan UTDD chinh xac va dugc st dung rong rai nhat hién nay.
Tinh wu viét 1a quan st truc tiép ton thuong va sinh thiét dé chan
doan mo bénh hoc.

- Chit chi diém khéi u: CEA, CA 19-9, CA 72-4, khong mang
tinh dac hiéu cho ung thu da day, cac chi s6 nay ting chi c6 y nghia
goi ¥ ung thu da day tién trién tro lai khi theo d&i bénh sau diéu tri.
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- Soi 6 phlc mac ciing 1a mot trong nhitng phuong phap dé chan
doan ung thu da day, ngoai xac dinh ton thuong & da day, phuong
phép nay con cho biét tinh trang xam lan u vao co quan lan can, di
can gan, di can phic mac.

- Siéu am 6 bung: 1a xét nghiém thuong quy trong chan doan ung
thu da day. Ky thuat nay don gian, dé thyc hién, gia thanh ré va pho
bién, c6 thé phat hién ton thuong cau tric 16p cia thanh da day, danh
gia mirc d6 day thanh da day, hep long gay tac nghén hoic « tre,
danh gia so bo mirc 6 tham nhiém, xam lan xung quanh cling nhu
phat hién di can hach hay di can cic co quan trong 6 bung, tran dich
0 bung.

- Chup cit 16p vi tinh: nho sy tién bo caa may chup cét 16p vi tinh
(CT), nhat Ia ¢ng dung cua CT trong chan doan hinh anh, CT ngay
cang dugc dua vao st dung rong rdi dé chan doan UTDD, véi cac
may CT da ddy dau thu cing véi ky thuat noi soi 4o, lat cat mong, ky
thuat tai tao da mat phang va 3D, gilp lua chon mat phang téi uu dé
danh gia xam 14n thanh da day va t chic xung quanh da day, cho
phép phat hién duoc cac ton thuong & giai doan som (giai doan T1,
T2), c6 thé phat hién duoc hach > Smm.

- Siéu &m noi soi: La mot xét nghiém co gid tri trong chan doan
UTDD, gidp chan doan kha chinh xac sy xam lan cua khdi u vao
thanh da day, va tinh trang hach vung xung quanh da day. Siéu am
noi soi cung cap cho chiing ta cai nhin r nét vé cau tric cua ca trong
va ngoai long éng tiéu hda, cho phép phat hién dwoc ngay nhiing
khdi u nho nhat vai mirc do xam lan t6i thiéu. Ky thuat nay doi hoi
trang thiét bi dat tién va ngudi thuc hién c6 trinh d6 chuyén mén cao.

- PET-CT: Rét c6 gia tri trong viéc danh gia giai doan bénh va dic
biét phat hién cac 6 tai phat, di can rit nho ngay ca khi cac phuong tién
chan doan khac chua thé phét hién dugc. Theo Dasen (2009) d6 nhay
va d6 dac hiéu cua chup PET-CT dat 81% va 78-100%.

1.3. GIAI PHAU BENH LY VA PHAN CHIA GIAI POAN UNG
THU DA DAY

1.3.1. Pai thé: Phan loai hinh anh dai thé ung thu da day theo
Borrmann: thé sui, thé loét khong xam l4n, thé loét xam lan, thé
tham nhiém.

1.3.2. Vi thé: Hinh anh vi thé ung thu biéu mé da day da dang va
phirc tap. Cach phan loai cia Lauren nim 1965 va cua to chic Y té
Thé gi¢i (WHO) nam 1997 dugc ap dung rong rii nhét.
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- Phén logi ciia Lauren: chia ung thu biéu mo da day thanh 2
kiéu chinh: kiéu rudt va kiéu lan toéa, co y nghia 1am sang vé diéu
tri va tién lugng.

- Phan logi theo WHO:

Ung thu biéu mé da day gom 7 loai: tuyén nhu, tuyén ong, tuyén
nhay, té bao nhén, tuyén-vay, loai khong biét hoa.

Céc nha giai phiu bénh xép loai theo muc do biét hoa tot, vira,
kém va khdng biét hoa; do biét hoéa cang kém thi mic d6 ac tinh

cang cao. )
1.3.3. Phén chia giai doan ung thw da day: Phan loai theo hé thong
TNM cuia UICC (2009) nhu sau:

+ T: U nguyén phat (Tx, Tis, T1, T2, T3, T4)

+ N: Hach viing (Nx, N1, N2, N3)

+ M: Di can xa (M0, M1)

1.4. PIEU TRI PHAU THUAT UNG THU PHAN XA DA DAY
GIAI POAN TIEN TRIEN TAI CHO
1.4.1. K¥ thuit phiu thuat

Déi voi ung thu phan xa da day giai doan tién trién tai chd, vé ky
thuat phau thuat phai tuan thu cac nguyén tic sau day:

- Buong cét da day: O phia dudi n6i chung nén cach mén vj 2-
3 cm. O phia trén, nén cit xa tén thuong it nhat 12 5-6 cm vi ung
thu da day c6 xu huéng phét trién 1én trén, nhung it khi vuot qua
giai han nay.

- Lay bo hét mac néi 16n, mac ndi nho ciing véi 14 trén cia mac
treo dai trang ngang.

- Vét hach: Phau thuat vét hach cé thé tién hanh theo muc
D1, D1+ hoic D2. Pham vi vét hach di can va hiéu qua diéu tri
thuc sy cua viéc vét hach rong rdi dang con 1a van dé duoc
tranh luan. Trong khi tai Nhat Ban pham vi vét hach ngay cang
duoc mé rong, phau thuat cit da day vét hach D2 dugc coi la
phau thuat chuan.

- Cit triét dé cac tang bi xam lan hay di cin: cac tang bi xam lan
nhu dai trang, dudi tuy, gan hodc di cin nhu budng tring, can phai
duoc lay bo cung khéi u da day.

- Viéc phuc hdi luu thong tiéu héa thuong theo kiéu Billroth I
(Polya hay Finsterer) hay kiéu Roux-en-Y.
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1.4.2. Phiu thuit xAm nhép t6i thiéu

Nho nhitng tién bo cua khoa hoc ky thuat, sir dung dao siéu &m
trong phau thuat ndi soi, ciing véi sy gia ting kinh nghiém phau thuat
noi soi noi chung trong nganh ngoai khoa, dac biét la phau thuat vién
khi dat dugc dudng cong huan luyén trong phiu thuat noi soi diéu tri
UTDD, nén dén nay phau thuat noi soi 1a mot su lya chon quan trong
c6 gia tri d6i vai nhidu bénh nhan UTDD. Phau thuat noi soi vét hach
triét can D2 1a kha thi va an toan véi mot ty 1¢ tir vong c6 thé Ia thap
hon so véi phau thuat mo vi cac phau thuat vién cia Nhat Ban da tich
lity dugc nhiéu kinh nghiém dang ké.

1.5. CAC NGHIEN CUU PIEU TRI BO TRQ TRONG UNG THU
DA DAY
1.5.1. Xa - héa bd tro sau phiu thuit ung thw da day

Nho vao s tién bg vé cai tién tinh ning ciia cAc may Xa tri gia toc nén
viée diéu tri xa ngay cang chinh xac. Nhiéu tac gia trén thé gioi da tién
hanh nghién ciiu vai trd cua xa - hoa bd tro trong UTDD giai doan tién
trién tai chd.

Thtr nghiém pha 111 Intergroup 0116 (Macdonald va cong sy)
tién hanh trén 556 bénh nhan UTDD di duoc phau thuat, phan
I6n 1a T3/T4 va 85% c6 di can hach vung, thoi gian theo déi tur
2001 - 2008. Két qua so sanh nhém xa - héa bd tro voi nhom
quan sat, cho thay hiéu qua cai thién ty 1é song thém toan bo cao
hon & nhom diéu tri phdi hop. Qua theo ddi 7 ndm & nhdm c6 xa
héa bo tro so voi nhom quan sat: thoi gian séng thém trung binh
cao hon (35 thang so véi 26 thang), song thém toan bo 3 nim
cao hon (50% so voi 41%), ty 18 tai phat tai chd, tai ving thap
hon (19% so voi 29%; va 65% so vai 72%). Mot nghién cuau tir
Han Qudc nam 2011 (Sup Kim va cong su) tién hanh trén 544 bénh
nhan UTDD giai doan Il - III (chua c6 di cin xa) ciing cho két qua
tuong tu: nhém phdi hop hoa xa sau phau thuat cho ty 1 séng thém
toan bd 5 nam cao hon (57% so voi 51%), ty 1é kiém soét tai chd cao
hon (22% so vai 15%).

Tir cac két qua nghién ctru nay da thay doi quan diém diéu tri
UTDD tai My va mot sb quéc gia: xa - hoa dong thoi 1a phac do
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chuan diéu tri b6 trg sau phiu thuat UTDD giai doan tién trién tai
chd. 1a. Phac d6 nay dya trén 5-FU la chét c6 tac dung 1am ting tinh
nhay cam véi xa tri cua té bao u.

Tai Viét Nam, nghién ciu ciia Lé Thi Thu Swong duoc tién hanh
tai bénh vién Cho Ray trén bénh nhan ung thu da day giai doan Il -
111 sau phau thuat tan gdc, duoc diéu trj xa - héa bo tro sau mé, voi
tiéu chuan chon bénh 13 ung thu biéu mé tuyén, bénh cé téng trang
thé luc tot (KPS 90-100), diéu tri bd tro theo phac dd xa - hoa ddng
thoi voi 5FU/Leucovorin, lidu xa 45Gy. Két qua ghi nhan trén sb
luong bénh nhan con it va thoi gian theo ddi con han ché, tuy nhién
két qua vé doc tinh lién quan dén xa - hoa la it va chap nhan dugc.
1.5.2. Héa tri bo trg (Adjuvant chemotherapy)

Mot sb nghién ctiru vai sy phat trién ap dung céc thudc mai, cac
ky thuat phdi hop diéu tri ¢da mé thirc da co vai tro nhat dinh trong
viéc cai thién chat lugng séng bénh nhan, 1am giam triéu chiing va
lam ting thém thoi gian sdng thém sau phiu thuat cho nguoi bénh.
Nhuoc diém cua héa chat diéu tri ung thu 1a doc tinh trén md lanh,
vi vay viéc nghién ciru 4p dung phéi hop thube dé c6 hiéu qua diéu
tri cao nhét véi té bao ung thu va giam dén mac chap nhin duoc
doc tinh voi cac té bao lanh dd ma ra nhiing trién vong méi séng
sta cho diéu tri hoa chat bo trg UTDD.

1.5.3. Héa tri tin bo tro (Neoadjuvant chemotherapy)

Héa tri tan b tro voi muyc dich lam giam giai doan UTDD, gidp cho
phau thuat dugc dé dang, ngoai ra ciing han ché di can xa & nhitng bénh
nhén c6 nguy co cao, nhat 1a giai doan T3/T4.

Chuwong 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

GOm 54 bénh nhan ung thu biéu mé tuyén phan xa da day da
duoc phau thuat cit phan xa da day, diéu tri xa - hda sau mé tai bénh
vién Trung uong Hué trong thoi gian tir thang 01/2013 dén thang
12/2015 va duoc theo ddi dén 30/8/2018.

- Tiéu chudn chen bénh:

+ U & vi tri phan xa da day (bao gom vung 1/3 giita va viing 1/3 dudi).

+ Bénh nhan UTDD g1a1 doan tién trién tai chd theo dinh nghia:
T3-T4 (bat ky N), hoac bat ky T c6 N+ (x&m lan hach), dugc phau
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thuat cat da day phan xa kém vét hach (dwa vao két qua giai phau
bénh sau md).

+ Giai phau bénh sau mé 1a ung thu biéu mo tuyén.

+ Két qua giai phau bénh 2 dién cat da day va ta trang khong c6 té
bao ung thu (RO).

+ S6 lugng hach vét duogc tdi thiéu 1a 15 hach.

+ Pidu tri b tro bang xa - hda sau mé theo hudng dan diéu tri
cua mang ludi ung thu Hoa Ky (NCCN 2012).

- Tiéu chudn logi trir:

+ Céc truong hop ¢o6 di can xa dugc ghi nhan trudc hoic trong
phau thuat, bao gdm di cin phiic mac.

+ Céc trudng hop di diéu tri hda chat truéc mo.

+ Céc truong hop di mac mot bénh ung thu khéc.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru

Nghién ctu tién ctiru mo ta cé can thiép, theo ddi doc.
2.2.2. Mau nghién ciu

- C¢ mdu: Dya vio cong thirc tinh ¢d mau mo ta ty 1&

2 W X p(l——zp) xC
5 (ed)

Thay vao cong thirc ta co n = 45, ting thém 20% c& mau dé du
phong mit mau (45 x 20% = 9), nhu viy ¢& mau cubi cling 13 54.

- Phwong phdp chon mdu:

Bénh nhan UTDD gd tién trién tai chd dwgc phau thuat cét da day
phan xa kém vét hach (mé md hodc md noi soi) tai BVTW Hué, giai
phau bénh sau mo 1a ung thu biéu mo tuyén, co tinh trang thé luc
KPS > 70%, sau m 2 - 4 tuan tiép tuc duoc diéu tri bd tro tai Trung
tam Ung Budu BVTW Hué bang phac db xa - hoa dong thoi theo
huéng dan diéu tri ciia mang ludi ung thu Hoa Ky (NCCN 2012).
2.2.3. Noi dung nghién ciru
2.2.3.1. Nghién ciru dic diém chung, bénh sir va tién siv

- Tudi, gioi, dia du, nghé nghiép, ly do vao vién.

- Tién st ban than v& bénh Iy da day va bién phap diéu tri ni khoa.

- Théi quen sinh hoat: ubng rugu, hit thudc I4.

- Thoi gian phat hién bénh.

n=27
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2.2.3.2. Nghién ciru mot sé dic diém lim sang

- Tri¢u chung toan than.

- Triéu chung co nang.
2.2.3.3. Nghién ciru mot sé dic diém cén lam sing

- Céc xét nghiém huyét hoc va sinh hoa: nhdm méau, hemoglobin,
protid méu, albumin mau, chat chi diém khéi u CEA, CA 19-9, CA
72-4; ure, creatinin, SGOT, SGPT.

- Chén do4n hinh anh: siéu 4m 6 bung, noi soi da day va sinh thiét
u, Xquang phoi, CT bung c6 thudc can quang
2.2.3.4. Két qud gidi phdu bénh va phén giai doan

Xép giai doan khdi u T1, T2, T3, T4; Hach vang: s6 luong hach di
can, s luong hach vét duoc; M6 bénh hoc 2 dau dién cit da day.
2.2.3.5. Phuwrong phdp phéu thudt cit phéin xa da day + vét hach

Phuong phéap phau thuat: viéc chon lya phuong phap phau thuat
ma& hoac phau thuat noi soi tiy thudc vao quyét dinh caa phau thuat
vién. Muc vét hach: mic D1 gdm cac nhém hach xung quanh da day
(gdbm c&c nhém hach 1, 3, 4, 5, 6, 7), hoac mac D2 (gém cac nhém hach
1,3,4,5,6,7,8,9,11). Phuc hdi luu thong tiéu hoa: phuc hoi luu thong
da day - ruot theo phuong phap Polya hodc Roux - en - Y do phau
thuat vién quyét dinh.
2.2.3.6. Pdnh gid két qud trong mo

- Thoi gian phiu thuét: tinh bang pht.

- S6 lugng hach vét dugc: ghi nhan sé luong.

- Panh gia thuong t6n ung thu trong qua trinh phau thuat xac dinh.

- Tai bién trong mo.
2.2.3.7. Pdnh gid két qud sém sau mé

- Theo ddi cac bién ching sau mé.

- Thoi gian nam vién, thoi gian c6 trung tién, thoi gian cho an
tro lai.
2.2.3.8. Nghién ciru xa - héa bé tro sau phiu thudt

Sau phau thuat 2 - 4 tuan bénh nhan dugc tién hanh xa - héa bd
tro tai khoa Xa Tri, trung tim Ung Buéu — BVTW Hué.

Phdc do xa - héa bé tr sau phdu thudt: Xa tri vao giuong u va
hach viung 45Gy, phan lidu 1,8Gy/ngdy x 25 ngdy, 5 ngay/tuin.
Ubng Capecitabine (Xeloda®), liéu 1250mg/m? da/ngay chia 2 1dn x
25 ngay cung lic voi xa tri.
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2.2.3.9. Tdc dung phu do diéu tri xa - hba

Panh gia mot s6 tac dung phu trén 1am sang, huyét hoc va chirc
ning gan, chirc ning than ghi nhan sau timg dot diéu tri, phan do cac
tac dung phu tir d6 0 dén d6 4 dia theo tidu chuan phan d6 cua Hoi xa
tri ung thu My RTOG (2014) vé tac dung phu cua xa tri va hoa tri.
2.2.3.10. Nghién ciru tinh trang thé luc truéc diéu tri xq - hoa

Nghién ctu tinh trang cua bénh nhan trude diéu tri xa - hoa bang
cach danh gié chi s tinh trang thé luc theo Karnofsky (KPS).
2.2.3.11. Pdnh gid két qud tdi kham

Danh gia sau phau thuét tai cac thoi diém: sau 3 thang, sau 6
thang, sau 12 thang, sau 18 thang, sau 24 thang, sau 36 thang, sau 48
thang, sau > 60 thang.

Dadnh gid tdi kham trén ldm sang:

Bénh nhan con séng hay da chét, néu chét thi ghi nhan nguyén
nhan. Néu bénh nhan con sbng thi ghi nhan: Triéu ching toan than,
triéu chimg co ning, triéu chiing thuc thé:

Danh gid cdn ldm sang tdi kham

- Panh gia vé tinh trang huyét hoc caa bénh nhan sau phau thuat
va diéu tri xa - hoa bé trg: hong cau, hemoglobin, bach cau, tiéu cau.

- C4c thong sé sinh hda: Protid méu, CEA, CA 72-4, CA 19-9.

- Siéu am bung, Xquang phdi, CT scan nguc bung (néu c6 chi dinh), dé
danh gia tinh trang tai chd, tai viing va phét hién di cin xa.

- Noi soi da day (néu cé chi dinh): néu nghi ngo tai phat thi sinh
thiét 1am giai phau bénh ly.

Cac phwong phép theo doi

Tat ca cac bénh nhan déu duoc hen tai kham tai cac thoi diém:
sau 3 thang, sau 6 thang, sau 12 thang, sau 18 thang, sau 24 thang,
sau 36 thang, sau 48 thang va sau 60 thang.

- Phuong phép thir nhat: Tai khdm theo hen tai bénh vién.

- Phuong phép thir hai: Néu bénh nhan khong dén tai kham theo hen
2 lan thi dén gap truc tiép bénh nhan tai nha.
2.2.3.12. Pdnh gid két qud xa

- Nghién ctru tinh hinh tai phat, di can.

- Nghién ciru thoi gian séng thém.

2.2.4. Xir Iy s6 liéu

Céc bién s duoc thu thap bang mot mau thong nhat va duoc xir
ly bang phan mém théng ké SPSS 20, sir dung cac phuong phap thdng
ké mo ta, théng ké so sanh, phan tich séng thém.
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Chuong 3. KET QUA NGHIEN CUU

3.1. PAC PIEM CHUNG

- Tudi trung binh: 58,56 + 10,28, nhém tudi 51- 60 chiém ty I&
cao nhat (46,2%).

- Bénh nhan nam: 39 (72,2%), bénh nhan na: 15 (27,8%), Ty 1€
nam/ntr; 2,6/1.

- Pa s6 bénh nhan sdng & ndng thdn, chiém ty 1¢ 74,1%.

- Bénh nhén 1a ndng dan chiém ty I¢ cao nhét (57,4%).

3.2. PAC PIEM LAM SANG VA CAN LAM SANG
3.2.1. Pic diém 1am sang

- C6 tién sir diéu tri noi khoa viém loét da day: 15 bénh nhan,
chiém ti 1&: 27,8%. Tién sir ubng ruou hoidc hat thudce I4: 36 bn (66,7%).

- Pau thuong vi 12 1y do vao vién thuong gap nhat (81,4%).

- Thoi gian xuat hién triéu ching dau tién dén khi nhap vién trung
binh 14 8,9 + 10,3 thang (it nhat 1 thang, nhiéu nhat 36 thang).

- Ty & bénh nhan c6 gay st can chiém 27,8%.

- Pa s6 bénh nhan (94,9%) nhap vién c6 triéu chimg dau thuong
vi, ty I¢ bénh nhan c6 ndn (mau va khéng mau) 1a 16,7%, c6 6 bénh
nhan c6 triéu ching di cau phan den (11,1%).

3.2.2. Pic diém can lam sang

- Ty lé thiéu mau (Hemoglobin < 10g/dL) 1a 18,5%. C6 2 bénh
nhan giam Protid mau (3,7%) va 12 bénh nhan cé giam Albumin
mau (37,5%). Tét ca cac bénh nhan nay déu dugc bu mau va bu dam
cho dén ngudng binh thudng trudc khi phau thut.

- Bénh nhan c6 nhém méu O chiém ty 18 cao nhat (42,5%), tiép
dén 13 nhdm mau A (31,5%), nhém mau B (20,4%) va it gap bénh
nhan c6 nhdm mau AB (5,6%).

- C6 12 bénh nhan (22,2%) tang nong d6 CEA > 5ng/ml. Chi sb
CA 19-9 va CA 72-4 tang rét it, chi c6 3 bénh nhan ting CA 19-9
(5,6%) va 8 bénh nhan ting CA 72-4 (14,8%).

- Téng cong 41 bénh nhan dugc lam siéu &m danh gia trudc mé
va 13 bénh nhan khong lam xét nghi€ém si€u am trudc mo (nhung
c6 chup CT scan 6 bung). Ty 1& phat hién ton thuong tai da day
va/hoac hach vung trén siéu am la 51,2%.
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- Tat ca 54 bénh nhan trong nghién ctru déu duoc noi soi da day
va sinh thiét u trudc mé. Vi tri u thuong gap nhat 1a hang vi (57,3%).
C6 2 truong hop ndi soi da day nhung khong sinh thiét duoc do bénh
nhan kich thich, khong hop tac. Tuy nhién 2 bénh nhan nay van duoc
chan doan ung thu da day vi 1am sang va can 1am sang dién hinh, va
két qua md bénh hoc sau mé cua 2 bénh nhan nay 14 ung thu.

- Két qua mo ta dai thé trén noi soi cho thay thé loét chiém ty I¢
cao nhét (48,2%), thé sui va thé tham nhiém it gap hon.

- Bic diém ton thuwong trén CT: Phan I6n (74%) u duoc phét hién
& vi tri hang vi va hang - mdn vi. Kha ning phat hién khéi u da day
qua CT 6 bung 14 49/54 trwong hop (90,7%). Dau hiéu day thanh da
day trén hinh anh CT scan dugc ghi nhan ¢ tat ca cac bénh nhan
(100%) va dau hiéu mt cau trac 6p 1a thuong gap (91,8%).

- Két qua giai phiu bénh sau phiu thuét:

+ U & vi tri hang vi thuong gip nhit, chiém ty 1¢ 48,1%. Phan I6n
u da day dang loét (59,3%), dang sui va dang tham nhiém it gip hon.
Kich thudc u < 3cm chiém ty 16 cao nhét (75,9%), u c6 kich thuge >
7cm chi c6 2 bénh nhan (3,7%).

+ Pic diém vi thé 2 dau dién cit da day: tit ca 54 bénh nhan
déu khong c6 c6 hinh anh té bao 4c tinh & 2 dau dién cit.

+ U ¢ gd T3 chiém da sd, vai ty 1& 83,3%. Thé md bénh hoc
ung thu biéu mé tuyén ong chiém dai da sb, véi ty 1& 92,6%. Phan
I6n 1a loai biét hoa vira va biét hoa kém (75,9%), it gap loai biét
hoéa tét (24,1%).

+ S hach vét dugc déu > 15 hach, nhiéu nhit 21 hach, sé
hach di cin nhiéu nhat 1a 7, s hach trung binh vét duoc la
17,02 £ 1,64.

+ Phan lén (68,4%) 1a giai doan NO, di can 1-2 hach (giai doan
N1) chiém 24,1%, di cin 3-6 hach (N2) chiém 5,6%, rat it (1,9%)
truong hop di can > 7 hach (N3).

+ Xép giai doan: gd 11 87,0%, gd 11 13,0%.

3.3. KET QUA PIEU TRI
3.3.1. Két qua trong mo

- Ty 1& bénh nhan mé mé 1a 59,3% va mé nai soi 1a 40,7%.

- Thoi gian mé mé trung binh 1a 165,3 + 47,0 phut, thoi gian m
ma ngan nhat: 60 pht, dai nhat: 240 pht.
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- Thoi gian mé noi soi trung binh 13 153,6 + 38,5 phdt, thoi gian
mé ndi soi ngan nhat: 90 phut, dai nhat: 210 phut.

- C6 1 bénh nhan mé noi soi chuyén sang mé ma, do u dinh vao
tuy, ty 1& chuyén mé noi soi sang mé ma: 1/22 = 4,5%.

- Ty 1& vét hach D1 14 29,6% va vét hach D2 13 70,4%.

- Tai lap luu thong tiéu hoa theo kiéu Polya 85,2%, kiéu Roux-en-
Y 14,8%.

- Tat ca 54 bénh nhén trong nghién ctru nay déu duoc ghi nhan
khong c6 tai bién trong md.

3.3.2. Két qua sé'm sau md

- Thoi gian ¢6 trung tién sau phau thuat trung binh 13 3,8 + 1,7 ngay,
nhanh nhat 1 ngay, cham nhat 7 ngay.

- Thoi gian cho an tré lai trung binh 14 5,3 + 1,3 ngay, nhanh nhat 3
ngay, cham nhét 9 ngay.

- Thoi gian nam vién sau mé trung binh: 10,4 + 2,4 ngay, nhanh nhét
5 ngay, cham nhét 16 ngay.

3.3.3. Mt s6 két qua danh gia trudce lac xa - héa bd tro

- Tt ca 54 bénh nhan diéu tri xa - hoa sau ph§u thuat trong
nghién ciru ndy déu c6 chi sé hoat dong thé luc KPS tir 80% trd 1én,
phan 16n bénh nhan (96,3%) ¢6 chi sé KPS 80-90%.

- 100% bénh nhan déu duoc chup CT kiém tra va chuan bj lap ké
hoach xa - héa sau mo.

- C6 36 bénh nhan dugc lam noi soi da day kiém tra trudc xa - héa
VGi két qua miéng néi binh thuong 21 bénh nhan (58,3%), V|em phtl né
miéng ndi 1a 15 bénh nhan (41,7%) va khong ¢6 hep miéng néi.

3.3.4. Pjc tinh do diéu tri xa - héa dong thoi

Tat ca 54 bénh nhan (100%) déu hoan thanh phac d6 diéu tri xa -
hoa ddng thoi bé tro sau mé:

- Boc tinh I8n chi sb huyét hoc chu yéu xay ra & do 1 va do 2, rat
it bénh nhan c6 giam chi s huyét hoc do 3 (ty 1é 3,7%) va khong co
bénh nhan nao xay ra & do 4.

- Budn ndn, ndn rét it xay ra va chi c6 ¢ d6 1 va do 2 (26%),
khong c6 d6 3 va do 4. Khdng c6 bénh nhan nao tiéu chay sau xa -
hoa dong thoi. Khong cé bénh nhan nao ting creatinin. Phan Ién
(89,0%) bénh nhan khong co6 taing men gan, chi c6 11,1% bénh nhéan
c6 tang men gan d6 1.
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3.3.5. Két qua xa

- Thoi gian theo di trung binh 1a 35,4 + 14,7 thang, ngan nhat Ia
thang 9,7 thang, dai nhat 1a 65,4 thang.

- Tong cong c6 5 bénh nhéan (9,2%) tai phét tai chd va co di can
dong thoi sau diéu tri véi két qua nhu sau: Thoi gian tai phat trung
binh 14 21,33 + 17,76 thang, bénh nhan tii phat som nhat tai thoi diém
6,67 thang va tai phat mudn nhét tai thoi diém 50,3 thang,

- Tong cong ¢ 12 bénh nhén (22,2%) di cin xa sau diéu tri, trong
d6 c6 5 bénh nhan tai phat va di can dong thoi, voi két qua nhu sau:
Thoi gian di can trung binh la 14,64 + 12,93 thang, bénh nhan di can
s6m nhét tai thoi diém 4,3 thang, va di cin mudn nhit tai thoi diém
50,3 thang. Di can hach 6 bung va di can gan 1a thuong gap nhat, véi
ty 16 75,0% va 66,7%, di can tir 2 vi tri trg 18n chiém 91,7%.

- Song thém sau diéu tri

* Séng thém toan bo

Chung t6i theo ddi dugc 54 bénh nhan (100%) sau diéu tri, véi
thoi gian theo ddi trung binh 1a 35,4 + 14,7 thang, dai nhat 1a 65,4
thang, ngan nhat 1a 9,7 thang. Tong cong c6 27 bénh nhan da tir vong
tinh dén ngay két thic nghién ctru (30/8/2018).

X&c suit séng thém toan bo sau 1 nam, 2 nim, 3 nim, 4 nim, 5
nam lan luot 12 94,4%; 74,1%:; 58,4%; 53,1%:; 26,5%.

* Song thém khong bénh

X&c suét sbng thém khong bénh sau 1 nidm, 2 ndm 3 nidm, 4 nim,
5 nam lan luot 1a 85,2%; 66,7%:; 54,8%; 48,7%:; 26,1%.

* Song thém toan bé theo giai doan bénh

Thoi gian sdng thém toan bd & giai doan II cao hon & giai doan
111, sy khac biét giira thoi gian séng thém toan bd va giai doan bénh
c6 y nghia thong ké (p = 0,004 < 0,05).

* Song thém khéng bénh theo giai doan

Thoi gian song thém khong bénh & giai doan II dai hon ¢ giai
doan 111, sy khac biét gitra song thém khong bénh va giai doan bénh
c6 y nghia thong ké (p = 0,02 < 0,05).

* Song thém khong bénh theo tinh trang di can hach ving (N)

Thoi gian séng thém khong bénh & nhom khong cé di can hach
vung dai hon nhoém c6 di can hach vung, su khac biét nay cé y
nghia théng ké (p = 0,034 < 0,05).
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Chuong 4. BAN LUAN

4.1. PAC PIEM CHUNG BENH NHAN
4.1.1. Tudi va giéi

Két qua nghién ctu cua chdng t6i, tudi tir 51 - 60 chiém ty Ié cao
nhat (46,2%), tudi trung binh cua bénh nhan 1a 58,56 + 10,28 (nho
nhat 1a 32 tudi, lon nhat Ia 78 tudi). Tong cong c6 39 bénh nhan nam
(72,2%) va 15 bénh nhan nir (27,8%), voi ty 1é nam/nix = 2,6/1. Két
qua nay ciing phu hgp véi cac nghién ctru trong nudc va tuong
duong mot s ghi nhan nudc ngoai.

4.1.2. Pia dw va nghé nghiép

Trong nghién ctu cia ching t6i, bénh nhan 1a néng dan chiém ty
I& cao nhat véi 57,4%. Két qua nghién ctru cia mot sb tac gia khac
trong nudc ciing cho két qua tuong tu.

4.1.3. Ly do vao vién va thoi gian khéi bénh

Pau thuong vi 12 Iy do vao vién thuong gap nhit & bénh nhén
UTDD, thuong khi ¢6 triéu chung dau thuong vi thi ton thuong da
I6n, tham chi bénh da & giai doan mugn.

Trong nghién ciru cua ching t6i, dau thuong vi 1a Iy do chu yéu
dé bénh nhan vao vién chiém 75,8%, thoi gian khoi bénh trung binh
la 8,9 + 10,3 thang. Két qua nghién ctu cua ching toi ¢6 sy tuong
ddng vai cac nghién ciru trong nuéc, do cac nghién ciu ndi trén ciing
nhu nghién ctru cta ching t6i bénh nhan & giai doan tién trién tai chd
(giai doan 11, 111) chiém da sd.

4.2. PAC PIEM LAM SANG VA CAN LAM SANG
4.2.1. Triéu chirng co nang

UTDD thuong biéu hién véi cac triéu chung rat mo hd nhu in
khéng ngon miéng, cam gi4c am ach kho tiéu, gay sat can, mudn hon
thuong la dau thuong vi, ndn c6 mau hoac khong c6 mau, dai tién
phéan den, da va niém mac nhat mau.

Nghién ciru cua ching toi triéu ching non chiém ty 1& 16,7%;
Xuat huyét tiéu hoa chiém ty I¢ 18,5%. Vii Hai nghién cau trén 50
bénh nhan UTDD giai doan sém thi ty 18 budn ndn - ndn 1a 14%. Két
qua trong nghién ciu ching tdi véi bénh nhan & giai doan tién trién
tai chd nén ty 1é xuat huyét tiéu hoa cao hon cac tac gia khac, diéu
nay c6 thé ly giai 12 do bénh nhan cua chung t6i giai doan mudn hon.
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4.2.2. Tri¢u ching thuc thé

Dbi voi UTDD, khi phét hién duoc triéu chiing rd thi phan Ién
bénh nhan thuong da & giai doan mudn. Trong nghién ctru cia chung
t6i, c6 3 bénh nhan s& duoc tén thuong trén 1am sang chiém ty 1¢
5,1%. Theo L& Van Quang nghién cttu 89 bénh nhan UTDD giai
doan Il - IV thi ty 1& so duoc u trén 1am sang 1a 36%; D6 Trong
Quyét nghién ciru 105 bénh nhan thi két qua nay 13 9,5%. Pay la cac
nghién ctru c6 giai doan muon chiém ty 1 cao nén kham 1am sang so
dugc u vai mot ty 1é nhat dinh 1a hop ly.

4.2.3. Ni soi da day sinh thiét u

Pa s6 cac tac gia déu cho thay rang d6 chinh xac cia phuong
phap nay c6 thé dat tir 90% dén 100%. Cang sinh thiét nhiéu
manh do chinh xac cang cao.

Trong nghién cau cua ching toi, tit ca 54 bénh nhan trong
nghién ciru déu duoc ndi soi da day truéc mo. C6 2 trudng hop noi
soi da day nhung khong sinh thiét dugc do bénh nhan kich thich,
khong hop tac. Tuy nhién 2 bénh nhan nay van duoc chan doan ung
thu da day vi ¢6 hinh anh dién hinh sui l0ét trén noi soi va hinh anh
mat cau tric 16p thanh da day trén hinh anh chup cit Iép vi tinh
trugc mo. Trong nghién ciu nay vi tri u thuong gap nhat 1a hang vi
(57,3%), két qua mo ta dai thé trén noi soi cho thay thé loét chiém
ty 16 cao nhit (48,2%), thé sui va thé thAm nhidm it gap hon.

4.2.4. Két qué chup cit 16p vi tinh

Kha nang phat hién ton thwong ctiia CT phu thudc vao nhiéu yéu
t6, trong d6 yéu td kich thudc ton thwong 13 quan trong nhat. Néu
hach vung kich thuéc nhé hon Smm thi kha nang phat hién chi dat
1,1%, khi kich thuéc > 1cm thi kha nang phat hién hach 1a 72%. Do
nhay ciia CT trong chan doan di cin hach caa UTDD tir 25% - 80%
va ty Ié chan doan dung 1a 45%. Kha ning phat hién di cin gan cua
CT duoc nhiéu téc gia danh gia cao véi do nhay tir 28,6 -100%, trong
khi d6 khao sat di can phtic mac cua CT chi dat 0-8%.

Trong nghién ctu cia chdng toi, tit ca 54 bénh nhan déu dugc
chup CT scan bung truéc mo, kha nang phat hién khéi u da day qua
CT 6 bung 1a 49/54 truong hop (90,7%). Dau hiéu day thanh da day
trén hinh anh CT scan dugc ghi nhan & tat ca cac bénh nhan (100%),
va du hiéu mat cau trdc 16p 1a thuong gap (91,8%).
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4.2.5. Pic diém mo bénh hoc va dd biét hoa

Trong nghién ciu cia chang toi, ung thu biéu md tuyén éng
thudng gap nhat chiém ty & 92,6%, ung thu biéu mo té bao nhan
chiém 3,7%, loai tuyén nhay chiém 3,7%. Vé d6 biét hoa: loai biét
hoa t6t chiém 24,1%, loai biét hoa vira chiém 38,9% loai biét hoa
kém chiém 37,0%.

Nguy&n Ngoc Hung nghién ctiu 300 bénh nhan UTDD cho két
qua 50,7% loai tuyén éng, 12,3% loai tuyén nhan, 14% loai tuyén
nhay va 16,7% loai khong biét hda. Nghién ctru caa Nguyén Vin Bang
trén 203 bénh nhan cho thiy loai biét hoa tot chiém 64,53%, loai biét hoa
vira chiém 19,21%, loai biét héa kém chiém 13,97% va loai khdng biét
héa chiém 2,46%. Mitsuru Sasako nghién cau trén 1034 bénh nhan cho
két qua thé biét hda chiém 40,91%, thé khong biét héa chiém 58,8%, su
khac nhau Vé ty 18 cc loai biét hda giita hai nhém nghién ctu trén theo
chding tdi ¢d thé do su khac nhau vé c& mau nghién ctu.

4.2.6. Tinh trang di can hach vung

Két qua nghién ctru caa ching toi phan I6n khong c6 di cin hach
(giai doan NO) chiém 68,4%, di can 1 - 2 hach (giai doan N1) chiém
24,1%, di cin 3-6 hach (N2) chiém 5,6%, rit it (1,9%) truong hop di
cin > 7 hach (N3). Két qua ty 1& xam Iin hach vung cua ching tdi
thip hon cac nghién ctru cua tac gia nudc ngoai do trong nghién ctu
cua chung tdi c6 29,6% bénh nhan vét hach D1 va 70,4% vét hach
D2, trong khi cac nghién ciru nuéc ngoai co ty 1é vét hach D2 cao
hon hodc déu vét hach D2.

4.3. DPAC PIEM TRONG VA SAU PHAU THUAT
4.3.1. Két qua trong md

Trong nhitng nim gan day, PTNS diéu tri ung thu da day da
duoc khing dinh vé tinh an toan, kha thi v& mit ung thu hoc nén
ngay cang dugc ung dung rong rai, mo rong chi dinh cho ca ung
thu da day giai doan tién trién tai chd. Tai bénh vién Trung uong
Hué phiu thuat cit da day noi soi diéu tri UTDD duoc trién khai tir
nhitng nim 2007 cho dén nay ngay cang ung dung rong rai va
thuong qui nho vao doi ngii phau thuat vién duge dio tao bai ban,
c6 nhiéu kinh nghiém trong phau thuat ung thu da day, dic biét la
viéc duoc trang bi day du cac trang thiét bi, dung cu chuyén dung.

Két qua nghién ctu cua ching ti c¢6 32 bénh nhan mé mo
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(59,3%) va 22 bénh nhan mé noi soi (40,7%). Thoi gian mé mé trung
binh la 165,3 + 47,0 phdt, thoi gian md Mo ngan nhat: 60 phat, dai
nhat: 240 phat. Thoi gian mo noi soi trung binh 13 153,6 + 38,5 phlt,
thoi gian mo noi soi ngan nhat 90 phut, dai nhét: 210 pht. Sy khac
biét vé thoi gian mo gitta mé mé va md ndi soi khong ¢ ¥ nghia
thng ké (p = 0,29 > 0,05).

Ty 1é vét hach D1 la 29,6% va vét hach D2 1a 70,4%. Ty Ié vét
hach D2 cao hon vét hach D1 & ca 2 phuong phap phau thuat mo
va phau thuat noi soi (p = 0,006).

C6 46 bénh nhan (85,2%) dugc md téi lap luu thong tiéu hoa theo
kiéu Polya va 8 bénh nhan (14,8%) theo kiéu Roux - en -Y.

Tét ca 54 bénh nhan trong nghién ctru nay déu duoc ghi nhan
khéng c6 tai bién trong mo.

4.3.2. Két qua sau phiu thuat
4.3.2.1. Bién chirng sau phéu thugt

Trong nghién ciru nay khong co bénh nhan ndo c6 bién chimg sau
phglu thuat. Két qua nay co thé giai thich duoc vi nhimg bénh nhén c6
bién chimg sau phau thuat thuong 1a nang, thoi gian nam vién dai, bénh
nhén suy giam stre khoe nhiéu sau m6 nén thudng tir chdi diéu tri xa - hda
bb trg sau phau thuat.
4.3.2.2. Thoi gian co trung tién

Nhiéu nghién cru so sanh cho thay thoi glan trung tién sau md &
nhém PTNS ngin hon c6 y nghia thong ké so voi nhém md mo.

Trong nghién cru cua chdng toi, thoi gian bénh nhén c6 trung tién
sau md trung binh 12 3,8 * 1,7 ngay, sém nhat 1 ngay, mudn nhat 7
ngay. Khi so sanh thoi gian c6 trung tién giita 2 phuong phap mo, két
qua nghién ctu nay cho thiy sy khac biét vé thoi gian co trung tién
gifta 2 phuong phap mé mé va mé ndi soi khdng ¢ ¥ nghia thong ké
(p = 0,411).
4.3.2.3. Thoi gian niam vign

Thoi gian nam vién sau mé trung binh: 10,4 + 2,4 ngay, nhanh
nhét 5 ngay, cham nhat 16 ngay.

Két qua nghién ctu caa ching t6i ghi nhan thoi gian nam vién sau
mé trung binh & nhém bénh nhan dwoc md mé (10,9 + 2,5 ngay) dai
hon & nhoém bénh nhan mé noi soi (9,7 = 2,1 ngay), tuy nhién su
khéc biét nay rat nho va khong c6 ¥ nghia thong ké (p>0 ,05). Trong
cac nghién cttu so sanh khac, két qua cho thdy thoi gian nam vién
ctia nhém PTNS ngén hon so véi nhém mé mé.
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4.4. KET QUA VE PHUONG DIEN UNG THU HQC
4.4.1. S6 lwgng hach nao vét dwogc

Trong mo cat da day do ung thu, nao vét hach dong vai tro rat quan
trong trong diéu tri, c6 tinh triét cin va 1a phau thuat tiéu chuan dugc
cac nudc trén thé gisi 4p dung. Theo Hiép hoi Ung thu ctia My thi s6
lwong hach nao vét duoc it nhat 12 15 hach. Tuy nhién, theo Hiép hoi
Ung thu da day cua Nhat Ban thi khong dé cap dén s6 luong hach nao
vét ma 1a nhdm hach nao can vét tiy theo vi tri u da day va cit da day
phuong phap nao. S6 hach lympho nao vét duoc cua cac tac gia trong
nuée tir 10,9 - 37,2 hach. Theo cac tac gia chau A, sé hach nao vét
dugc trung binh 1a 31 hach (7 - 78 hach). S6 hach nao vét duoc & cac
tac gia phuong Tay va M§ thap hon, tir 18 - 30,3 hach. Trong nghién
ctru caa ching t6i, sé luong hach lympho nao vét duoc trung binh la
17,02 + 1,64 hach. S6 hach nao nhiéu nhat 1a 21 hach, it nhét 1a 15
hach, nhiéu nhat 1a 7 hach di can.

4.4.2. M6 bénh hoc 2 bo dién cit

Khoang cach tir bo trén cta thuong tén dén by mat cit trén dong
vai trd quan trong trong phau thuat cit da day. Dé phong ngira tai
phét tai miéng ndi, cac khuyén cao méi nhit caa Hiép hoi Ung thu
da day cua Nhat Ban vad My déu cho rang khoang cach nay it nhat
la 5 - 6 cm. Viéc thuc hién duong cit dudi ngang ta trang dam bao
khoang cach 2 cm tir mon vi dén bo mit cit dudi.

Két qua 54 bénh nhan trong nghién ctiu cia ching t6i déu 1am md
bénh hoc 2 bo dién cit, két qua 100% mau xét nghiém khéng thay té
bao ung thu trén vi thé. Diéu nay cho thiy két qua phau thuat cit da
day trong nghién ciru nay da dam bao an toan vé mit ung thu hoc.
4.4.3. Di ciin, tai phat sau diéu tri

Ti 18 di cin va tai phat sau diéu tri danh gia hiéu qua cua
phuong phéap diéu tri mot bénh ung thu vé phuong dién ung thu
hoc. Tai phét tai da day it xay ra ¢ giai doan sém, thuong xay ra
sau md cat da day do ung thu giai doan tién trién tai chd.

Tong cong c¢6 5 bénh nhan (9,2%) tai phat va 12 bénh nhan
(22,2%) di can xa sau diéu tri. Di can hach 6 bung va di can gan la
thudng gap nhét, véi ty 1 75,0% va 66,7%.

Giorgio Arcangeli hda xa doéng thoi sau md 40 bénh nhan véi
5FU truyén tinh mach cho két qua tai phat ngoai truong chiéu: 20%,
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trong truong chiéu: 2,5%; Sup Kim nghién ciu hoa xa dong thoi sau
mb 80 bénh nhan véi 5FU-LV, két qua tai phét tai chd 6%. Nhu vay,
tinh trang tai phat va di can trong nghién cuu cta ching toi twong
duong vai nhiéu nghién ciru khac trong va ngoai nudc.

45. KET QUA PIEU TRI XA - HOA SAU PHAU THUAT

4.5.1. Pc tinh do xa - héa tri ddng thoi trén co quan tao huyét

Nghién ciru ctia chung t6i ghi nhan cac doc tinh theo huéng din
ctia Hiép hoi Xa tri My (RTOG). Két qua nghién ctru cta chung toi
cho théy ddc tinh giam bach cau chu yéu do 1 va dd 2 chiém 46,3%,
khong c6 bénh nhén bi giam bach cau do 3, do 4. Poc tinh giam bach
cau hat cing tuong tu, chi giam d6 1 va 2 (26,0%), khong c6 d6 3 va
d6 4. Phan 16n bénh nhan (87,0%) khong c6 giam tiéu cau, rat it bénh
nhan (3,4%) giam tiéu ciu d6 3 va khong c6 do 4. Poc tinh giam
Hemoglobinn mau ciing it gap, chi c6 18,5% d6 1 va 3,7% do 2,
khdng c6 d6 3 va do 4.

Mattia Falchetto Osti [98] nghién ctru trén 55 bénh nhan hoéa xa
ddng thoi véi Capecitabine cho thiy doc tinh giam bach ciu do 1:
14%, do 2: 18%, d6 3: 4%; giam Hemoglobin d6 1: 5%, do 2: 7%, 3
2%; giam tiéu cau do 1: 9%, do 2: 4%. Mot sb phac dd xa - hoa déng
thoi véi 5-FU truyén tinh mach cho két qua doc tinh trén hé tao huyét
tuong duong voi phac do xa - hoa dong thoi véi Capecitabin duong
ubng nhu két qua cua tac gia Giorgio Arcangeli hoa xa dong thoi 40
bénh nhéan véi 5FU truyén tinh mach cho két qua doc tinh cdp giam
bach cau chiém 20%, giam tiéu cau chiém 25%.

Nhu vay, tuy ty 1€ doc tinh do xa - hoa trén co quan tao huyét
giita cac nghién ctru cling nhu cta ching t6i c6 khac nhau, nhung tat
ca cac nghién ctru déu cho thay chu yéu gip 0 do 1 va 2, d6 3 - 4
chiém ty 1é thap.

4.5.2. Pjc tinh do xa - héa tri dong thoi ngoai co quan tao huyét

Theo huéng dan caa AJCC va RTOG vj tri cac ching hach can xa
bo trg sau phau thuat dbi véi ung thu & phan xa da day bao gom:
hach canh da day, hach trén tuy, hach than tang, hach tinh mach cura,
hach dau tuy, hach tuy ta trang 1y xudng duéi mom ta trang 3 - 5cm.
Vi vay thé tich xa tri bao phii thém cac co quan lan can gy nén doc
tinh chii yéu 1 & hé tiéu hoa.

Két qua nghién ctru cua chung toi cho thiy doc tinh trén hé tiéu
hoa 1a budn non - ndn, tiéu chay. Budn nén, ndn rét it xay ra va chi
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c6 6 do 1 va 2 (26%), khong c6 d6 3 va do 4. Khong cd bénh nhan
nao tidu chay sau xa - hoa déng thoi.

Mattia Falchetto Osti nghién ciru trén 55 bénh nhan hoa xa dong
thoi voi Capecitabine nhan thay doc tinh tiéu chay do 1 chiém 5%,
d6 2: 5%, d6 3: 2%; budn non hodc non dd 1 chiém 9%, do 2: 20%.
Mot s6 phac d6 xa - hoa dong thoi ¢ Cisplatin cho ty 1& cac doc tinh
ngoai co quan tao huyét cao hon két qua nghién ciru ciia chiing toi.
Tac gia Giorgio Arcangeli hoa xa dong thoi 40 bénh nhéan véi 5-FU
truyén tinh mach cho két qua doc tinh cép budn nén - ndn d 2, 3, 4:
22,5%, tiéu chay do 2, 3, 4: 2,8%.

Nhu viy, tuy doc tinh trén hé tiéu hoa do xa - hoa 1a khong thé tranh
khoi do vi tri va thé tich xa trj & vung bung, nhung cac ddc tinh trén hé
tiéu hoa bao g@)m budn ndn, ndn, tiéu chay déu xay ra & mic do nheg va
khong c6 bénh nhan nao phai ngung diéu trj do cac doc tinh nay.

4.6. KET QUA SONG THEM SAU PIEU TRI
4.6.1. Song thém toan bd

Chung t6i theo ddi duoc 54 bénh nhan (100%) sau diéu tri, véi
thoi gian theo ddi trung binh 1a 35,4 + 14,7 thang, dai nhat la 65,4
thang, ngan nhat 14 9,7 thang. Tong cong c6 27 bénh nhéan da tir vong
tinh dén ngay két thac nghién ciru (30/8/2018). Theo wée lwong séng
thém Kaplan-Meier, trong nghién ciu cua ching tdi thoi gian sdng
thém toan bo trung binh 1a 43,16 + 2,92 thang. Xac suét séng thém
toan bd sau 1 nam, 2 ndm, 3 nim, 4 nam, 5 nam lan luot 12 94,4%;
74,1%; 58,4%; 53,1% va 26,5%.

Tac gia Lé Manh Ha (2013) nghién ciu 119 bénh nhan UTDD
sau phau thuat triét can vét hach D2 cd ty 1& séng thém toan bo 5
nam 1a 28,8%. B&o céo nghién ctru trén 58 bénh nhan diéu tri bd trg
UTDD giai dot II, III V5 Duc Hiéu va cong su (2009) cho két qua
thoi gian séng thém toan bo trung binh 1a 50,3 thang; ty 1é séng sau 1
nam, 2 nam, 3 nam va 5 nam tuong ung 100%, 66%, 48,9% va
44,7%. Mattia Falchetto Osti nghién cuu trén 55 bénh nhan héa xa
dong thoi voi Capecitabine cho két qua song thém toan bo sau 2 nim
1a 83%, sau 3 nam la 59,3%, sau 5 nim la 48%. Nhu vay vé két qua
séng thém toan bo cua ching toi twong dwong véi cac nghién ciu
cua cac tac gia nudc ngoai.

Mot sb nghién ciru dung 5FU trong Xa - hoa dong thoi nhu Sup
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Kim nghién ciru 80 bénh nhan véi 5FU-LV, két qua song thém toan
b6 sau 5 nam 1a 62%; Alexandre A. A. Jacome nghién ctru trén 104
bénh nhan héa xa dong thoi véi 5FU-LV, két qua séng thém toan
b6 sau 3 nam 1a 64,4%; Park. S.H nghién cttu 290 bénh nhan giai
doan IB - IV héa xa ddng thai véi 5FU-LV, trung vi thoi gian theo
doi 1a 49 thang cho thay ty Ié séng thém toan bo sau 5 nim 1a 60%.
Michele Orditura hoa xa dong thoi sau md bénh nhan giai doan 111 -
IV véi 5FU-LV cho két qua song thém toan bo sau 1, 2, 3 nam lan
luot 12 85%; 62,6% va 50,1%, két qua séng thém toan bo qua cac
nghién ctu 1a khac nhau va khac véi két qua cua ching toi ¢ thé
do su khong ddng nhét vé ty Ié cac giai doan 1am sang.
4.6.2. Song thém khéong bénh

Thoi gian séng thém khong bénh trung binh 1a 40,17 + 3,24
thang. Xéc suat sbng thém khong bénh sau 1 nim, 2 nim, 3 niam, 4
nam, 5 nam lan luot 12 85,2%:; 66,7%; 54,8%:; 48,7% va 26 1%.

Nghién ctu V& Bac Hiéu va cong su (2009) thay rang thoi gian
séng thém khong bénh trung binh 45,5 thang; ty I song sau 01 nam,
02 nam, 03 nam tuong tng 78,7%, 51,1%, 44,7%. Sup Kim hoa xa
ddng thoi 80 bénh nhan vai 5FU-LV, trung vi thoi gian theo ddi 48
thang (dao dong: 3 - 83 thang) cho két qua séng thém khong bénh
sau 5 nam la 59%; Park. S. H nghién ctru 290 bénh nhan giai doan
IB-1V hda xa dong thoi voi SFU-LV, trung vi thoi gian theo ddi 1a 49
thang cho thay ty 1é sbng thém khong bénh sau 5 niam 1a 57%. Nhu
vay, ciing nhu séng thém toan bo, séng thém khdng bénh khéac nhau
gitra cac nghién ctu va khac véi ching t6i c6 thé do su khong dong
nhét vé giai doan 1am sang.
4.6.3. Phin tich cac yéu t6 lién quan dén song thém khong bénh

Séng thém khong bénh & nhom khong ¢ di can hach ving N(-)
(45,0 + 3,9 thang) dai hon nhom c6 di can hach vang N(+) (29,7 =
4,6 thang), su khac biét gitra séng thém khong bénh va tinh trang di
can hach ving c6 y nghia thng ké (p = 0,034 < 0,05). Két qua nay
phu hop véi y van.

Sbng thém khong bénh ¢ nhom ung thu biéu md tuyén éng (41,8
+ 3,4 thang) dai hon nhém ung thu biéu mo tuyén nhay (16,3 + 2,5
thang) va ung thu biéu mé té bao nhan (21,5 + 9,0 thang), su khac
biét gitra séng thém khdng bénh va loai md bénh hoc co ¥ nghia
thong ké (p = 0,033 < 0,05).
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KET LUAN

Qua nghién ciru 54 bénh nhan ung thu biéu md tuyén phan xa da
day giai doan tién trién tai chd duoc diéu tri bang phau thuat két hop
xa - hoa sau md tir thang 01/2013 dén thang 12/2015 tai Bénh vién
Trung wong Hué, va duoc theo ddi dén 30/8/2018 chiing toi rut ra két
luan nhu sau:

1. Pic diém 1am sang, can 1am sang cia ung thw biéu md tuyén
phan xa da day giai doan tién trién tai chd

Tudi trung binh 58,56 + 10,28 tudi; nhém tudi 51 -70 chiém ty l¢
cao nhat (74,0%), ty 1& nam/nix 14 2,6/1.Dau thuong vi 1 tridu ching
1am sang thuong gap nhat (94,4%).

Ty 1& chan doan chinh xé4c 14 ung thu trong sinh thiét u da day
qua nodi soi 1a 69,2%. Kha ning phat hién tén thwong ung thu da
day trén phim chup cét 16p vi tinh 13 90,7%; trong d6 dau hiéu day
thanh 12 100%, mat cau trdc l6p 1a 91,8%.

Ung thu biéu md tuyén thé dng chiém da sb (92,6%). Phan lon
(83,3%) u da xam lan I6p dén thanh mac. S6 Tuong hach vét duoc trung
binh 12 17,03 + 1,61. Giai doan Il chiém da s6 véi 87,0%, giai doan 111
la 13,0%.

2. Két qua diéu tri bang phiu thuat két hop xa - hda sau mé

Tét ca bénh nhan déu hoan thanh phac d6 xa - héa ddng thoi sau
md, vai it doc tinh 18n hé tao huyét va hé tiéu hoa. Poc tinh do xa -
hoa dong thoi 1&n hé tao huyét xay ra cha yéu 1a d6 1 va 2, khdng ¢
d6 3 va do 4. Boc tinh 1én hé tiéu hoa 1a budn ndn - nén twong doi it
gap (26%) va chi xay ra do 1 va d6 2, khong c6 trudng hop nao do 3
va do 4.

Ty 18 tai phat 1a 8,4%:; ty Ié tai phat cao hon c6 y nghia thong ké
khi u & vi tri tién mon vi, mén vi. Ty 18 di can 22,2%, di can hach
6 bung va di cin gan 1a thuong gap nhat (75,0% va 66,7%).

Thoi gian séng thém toan bo trung binh 1a 43,16 + 2,22 thang. Ty
I& séng thém toan bo sau 1, 3 va 5 nam lan luot 1a 94,4%, 58,4%
va 26,5%.

Thoi gian séng thém khong bénh trung binh 1a 40,17 + 3,24
thang. Ty & sbng thém khéng bénh sau 1, 3 va 5 nam lan luot Ia
85,2%, 54,8% va 26,1%.
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Séng thém toan bo va séng thém khong bénh theo giai doan 11A
la 47,0 + 3,3 thang va 44,2 + 3,6 thang; theo giai doan IIB 1a 30,9 +
3,6 thang va 27,1 + 4,9 thang; theo giai doan Il 1a 25,6 *+ 6,0 thang
va 22,7 * 6,8 thang.

Céc yéu to giai doan bénh, tinh trang di can hach viing va thé mo
bénh hoc lién quan c6 y nghia thong ké dén thoi gian séng thém sau
dieu tri.

KIEN NGHI

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

Ung thu da day la bénh 1y thuong gap, bénh nhan vao vién
thuong & giai doan tién trién, nén anh huong dén chién luoc va két
qua diéu tri. Vi vay, can c6 mot chuong trinh sang loc va phat hién
bénh & giai doan sém hon.

Phac d6 diéu tri bao gom phiu thuat, xa - héa tri déng thoi la an
toan, dé dung nap va la mét trong nhitng chon lra diéu tri phu hop
dbi voi ung thu da day giai doan tién trién tai chd. Nhing tién bo
trong cac ky thuat xa tri hién dai cho phép thuc hién xa tri bd trg
chinh xéc va hiéu qua, déng thoi giam bét cac doc tinh gay ra do xa
tri, nén duoc 4p dung rong réi tai cac co so diéu tri ung budu co day
da phuong tién.
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1
DISSERTATION LAYOUT

The dissertation is presented in 124 pages (references and
appendix not include). It is structured with Introduction (2 pages),
Literature review (29 pages), Materials and Methods (30 pages),
Results (33 pages), Discussion (28 pages) and Conclusion (2 pages).

The dissertation consists of 66 tables, 10 diagrams, 18 figures, and
120 references (43 in Vietnamese and 77 in English).

Appendix includes publications, references, questionnaires and
patient list.

INTRODUCTION

1. Rationale of the study

Stomach cancer is the most common malignancy of the
gastrointestinal tract and the fourth most commonly occurring cancer
worldwide. The incidence shows a wide geographical variation and
Vietnam is considered a relatively high prevalence population. Surgical
resection including total gastrectomy and nodal dissection is the
principal therapy for gastric cancer. However, only a few patients with
early stage and localized disease are eligible for curative resection,
accounting for 70% - 80%. Most of the patients are diagnosed at a late
stage and therefore have a higher risk of recurrence and metastasis after
resection. Local recurrence has been reported up to 40% — 70% by
various studies, accounting for nearly 80% of mortality, particularly for
those with locally advanced gastric cancer (defined as the tumor
penetrates the serosaT > 3 or regional nodal metastasis). Overall
survival of these patients remains low despite the improvement of
surgical techniques. The 5-year survival is 8% - 34%. Multicenter
randomized clinical trials demonstrated better treatment efficacy, lower
recurrent rate and improved survival when combining radical resection
with  neoadjuvant radiochemotherapy compared with surgery
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alone. Macdonald et al conducted a randomized phase Il trial
(The Intergroup 0116) on 556 patients to investigate the effect of surgery
plus postoperative (adjuvant) radiochemotherapy compared with surgery
only on the survival of patients with resectable adenocarcinoma of the
stomach or gastroesophageal junction. After a mean follow-up of 7
years, patients of the adjuvant group had longer 3-year survival (50% vs.
41%), lower local recurrent rate (19% vs. 29%) and lower regional
recurrent rate (65% vs. 72%) compared with those of the surgery alone
group, respectively. Up to date in the United States and other countries,
total gastrectomy plus adjuvant radiochemotherapy has been accepted as
a standard treatment of locally advanced gastric cancer.

In Vietnam, postoperative adjuvant radiochemotherapy has been
recently initiated, thus related data remain scarce. In addition,
findings from those studies are not highly convincing since long-term
follow-up data are not available. Therefore besides the evaluation of
effect, survival and recurrence after treatment, safety, complication
and sequelae of postoperative adjuvant radiochemotherapy must also
be further investigated. With respect to the aforementioned rationale,
the study: “Evaluation of postoperative adjuvant radiochemotherapy
for the treatment of locally advanced distal gastric adenocarcinoma”
was conducted with the aims to:

1. Describe clinical, paraclinical and pathological features of
locally advanced distal gastric adenocarcinoma

2. To evaluate the outcomes of postoperative adjuvant
radiochemotherapy for the treatment of locally advanced distal
gastric adenocarcinoma
2. Practical implication and scientific contribution of the study

Postoperative adjuvant therapy is essential for prognosis since
most of the patients present at an advanced stage. Globally,
postoperative adjuvant radiochemotherapy for advanced gastric
cancer has been so far accepted. However, this strategy has just been
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started at several cancer centers in Vietnam and thus comprehensive
and long-term data remain insufficient to confirm the role as well as
the safety of this therapy. Findings of the present study proved that
the strategy of surgical resection plus adjuvant radiochemotherapy is
safe, tolerable and acceptable for the treatment of locally advanced
gastric cancer. Significant progress in modern radiotherapy allows
targeted precise and effective adjuvant radiotherapy while reduces
undesirable effects. Therefore this treatment algorithm can be widely
reproducible at equipped cancer centers.

Chapter 1. LITERATURE REVIEW

1.1. GROSS ANATOMY OF THE STOMACH
Anatomical classification of the stomach

According to the Japanese Gastric Cancer Association, the stomach
is anatomically divided into three portions, the upper (U), middle (M),
and lower (L) parts, by the lines connecting the trisected points on the
lesser and greater curvatures. The proximal stomach is the upper part
whereas the distal stomach is the middle and lower parts.

Anatomical definitions of lymph node stations

In 1981, the Japanese Gastric Cancer Association released an
English version of lymph node classification system including 16
stations and 4 groups:

- Group N1: includes lymph node stations from 1 to 6. These are
lymph nodes located along with the greater and lesser curvatures.

- Group N2: includes lymph node stations from 7 to 11. These are
lymph nodes located along visceral vessels (common hepatic artery, left
gastric artery, celiac axis and splenic artery).

- Group N3: included lymph node stations 12, 13, 14 (locate at the
portahepatis, along the superior mesenteric artery and vein, the
posterior aspect of the pancreatic head and along the side branches of
the middle colic artery).

- Group N4: para-aortic lymph nodes (station 16)
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1.2. CLINICAL AND PARACLINICAL CHARACTERISTICS
OF GASTRIC CANCERS
1.2.1. Clinical manifestations of gastric cancer

Clinical manifestations of gastric cancer are often poor, atypical
and overlapped with other conditions. Symptoms include weight loss,
epigastric pain, nausea, vomiting, hematemesis, hematochezia...
1.2.2. Workup of gastric cancer

- An upper gastrointestinal barium enema is a classic imaging
modality to diagnose gastric cancer.

- Esophagogastroduodenoscopy and  biopsy have  excellent
diagnostic accuracy and are the most popular diagnostic tool
today. Advantages of this modality are direct visualization of the
lesion and tissue sampling for histological examination.

- Tumor markers such as CEA, CA 19-9, CA 72-4 are not typical
for gastric cancer, however, the elevation of serum levels is suggestive
of disease recurrence during follow-up.

- Laparotomy is another diagnostic tool not only to determine
gastric lesion but also to evaluate adjacent organ infiltration, local
metastasis or peritoneal metastasis.

- Abdominal ultrasound is a routine examination in the workup of
gastric cancer. This technique is feasible, cost saving, available
which allows the visualization of the stomach wall layers, wall
thickening, luminal stenosis or obstruction, infiltration, fat stranding,
local lymphadenopathy, organ metastasis or ascites.

- Computed tomography (CT) has been indicated more frequently
in the diagnosis and staging of gastric cancer. Improvements of
multidetector CT scanner with virtual endoscopy, thin slice,
multiplanar reconstruction (MPR) and 3D reconstruction technique
optimizes the evaluation of gastric wall invasion and peripheral
infiltration as well as early detection of subtle lesions (stage T1, T2)
and lymphadenopathy > Smm.

- Endoscopic ultrasound (EUS) is a valuable tool for a more precise
preoperative assessment of the tumor staging, gastric wall penetration,
and perigastric lymphadenopathy. EUS provides both intra- and
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extraluminal visualization of the Gl tract and allows detection of subtle
lesions in a minimally invasive fashion. However, this procedure
requires designated equipment and well-trained operators.

- PET/CT has a critical role in tumor staging, detection of
recurrence and subtle metastases which are negative on other imaging
modalities. Dasen et al (2009) reported the sensitivity and specificity
of PET/CT are 81% and 78-100%, respectively.

1.3. HISTOPATHOLOGICAL FINDINGS AND TUMOR
STAGING OF GASTRIC CANCER

1.3.1. Macroscopic findings: Based on Borrmann’s classification,
the gross appearance of advanced gastric carcinomas can be divided
into type | for polypoid growth, type Il for fungatinggrowth, type Il
for ulcerating growth, and type IV for diffusely infiltrating growth
which is also referred to as linitis plastica in signet ring cell
carcinoma when most of the gastric wall is involved by infiltrating
tumor cells.

1.3.2. Microscopic  findings: Histologically, gastric carcinoma
demonstrates marked heterogeneity at both architectural and
cytologic level, often with co-existence of several histologic
elements. Lauren’s classification (1965) and WHO (1997) have been
largely accepted.

- Lauren classification: intestinal type and diffuse type
adenocarcinoma are the two major histologic subtypes, plus the
indeterminate type as an uncommon variant. This classification is
clinically relevant and has prognostic value.

- WHO classification:

WHO classification recognized 4 main types of gastric
adenocarcinoma (papillary, tubular, mucinous, signet-ring cell type)
as well as specific types of carcinoma (adenosquamous, sgquamous
cell, small cell and undifferentiated carcinomas) and rare entities.
Pathologists also classify gastric cancer into well-differentiated,
intermediately differentiated and poorly-differentiated types with
worsening prognosis, respectively.
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1.3.3. Staging: based on the TNM grading system of UICC 2009:

+ T: Primary tumor (Tx, Tis, T1, T2, T3, T4)

+ N: Regional lymph node (Nx, N1, N2, N3)

+ M: Distal metastasis (MO, M1)

1.4. SURGICAL RESECTION FOR LOCALLY DISTAL
ADVANCED GASTRIC CANCER
1.4.1. Surgical technique

Surgical resection technique for locally distal advanced gastric
cancer are followed:

- Resection margin: The type of gastrectomy depends on the site
of the primary tumor with the resection margin aimed at a 5 cm
minimum from the palpable edge of the tumor. The lower resected
margin should be 2 — 3 cm proximal to the pylori. The lesion tends
to progress cranially, however rarely beyond this extent.

- Greater and lesser omentectomy and transverse mesocolonectomy.

- Lymph node dissection: The extent of lymphadenectomy
includes D1, D1+ or D2, however this extent as well its
therapeutic efficacy remains controversial.

- Radical resection of involved organs such as colon, pancreas tail,
liver or other metastasis (ovary).

- Restoration of the digestive tract with reconstruction technique
of Billroth Il (Polya or Finsterer) or Roux-en-Y.

1.4.2. Minimally invasive operation

Laparoscopic gastrectomy has gained popularity in the treatment
of gastric cancer thanks to the improvement of technology such as
harmonic scalpel and experience of operator in laparoscopic surgery.
In Japan, laparoscopic D2 lymphadenectomy is feasible and safe with
a lower mortality rate compared to open surgery.

1.5. ADJUVANT THERAPIES FOR GASTRIC CANCER
1.5.1. Postoperative adjuvant radiochemotherapy

The advanced technology of medical linear accelerators have
increased the accuracy of external beam radiation treatment. The role
of postoperative adjuvant radiochemotherapy for locally advanced
gastric cancer has been investigated.
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One of the landmark trial was the Intergroup 0116 phase Il
clinical trial (Macdonald et al) conducted on 556 resectable
gastric cancer patients with T3/T4 and regional lymph node
metastasis (85%) during a period from 2001 - 2008. Results of
this trial showed that the adjuvant radiochemotherapy group had
a higher survival rate than the control group. After 7 years
follow-up, the adjuvant radiochemotherapy group had
significantly higher median survival rate (35 months vs. 26
months) and3-year survival rate (50% vs. 41%);lower rate of
local and regional recurrence (19% vs. 29% and 65% vs. 72%)
than the control group. Another study from South Korea (Sup
Kim et al 2011) conducted on 544 gastric cancer patients stage 1 - 111
(without distal metastasis) found a similar result: the adjuvant
radiochemotherapy group had a higher 5-year survival rate (57% vs.
51%) and local control rate (22% vs. 15%) than the control group.

These findings helped change the treatment strategy in the USA
and other countries and subsequently, postoperative adjuvant
radiochemotherapy has been recognized as a standard treatment for
locally advanced gastric cancer. This algorithm was based on the use
of 5-FU, a substance which increases the susceptibility of a tumor
cell to radiotherapy.

In Vietnam, Le Thi Thu Suong investigated the effect of postoperative
radiochemotherapy on stage Il gastric cancer patient who underwent radical
gastrectomy at Cho Ray hospital. Inclusion criteria were adenocarcinoma,
Karnofsky Performance Status 90-100, 5FU/Leucovorin, radiation dose
45Gy. Findings revealed that radiotherapy related adverse effects were
uncommon and therefore acceptable.

1.5.2. Adjuvant chemotherapy

Recent studies showed that the use of new medications and
multidisciplinary approach have a critical role in improving
patient’s quality of life, overall survival and reduce symptoms and
side effects. The consistent drawback of anticancer medication is
toxic to normal tissue. Therefore, research on drug combination to
maximize treatment effect and minimize toxicity to an acceptable
level sheds a light to adjuvant chemotherapy for gastric cancer.
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1.5.3. Neoadjuvant chemotherapy

Neoadjuvant chemotherapy is used to downstage of gastric cancer,
facilitate surgical resection, prevent distal metastasis in high-risk patients
such as T3/T4 grade.

Chapter 2. MATERIALS AND METHODS

2.1. MATERIALS

Fifty-four patients with locally distal advanced gastric
adenocarcinoma were enrolled in the analysis. All patients underwent
distal gastrectomy and postoperative adjuvant radiochemotherapy at
Hue Central Hospital from January 2013 to December 2015. Patients
were followed-up until August 2018.

- Inclusion criteria:

+Patients diagnosed with locally advanced distal gastric adenocarcinoma
(1/3 middle and 1/3 lo lower part), defined as T3-T4 (any N) or any T plus
N+ (nodal positive) underwent distal gastrectomy and lymphadenectomy,
confirmed by postoperative histopathological findings.

+ No evidence of tumor on 2 resected margin of stomach and
duodenum (RO).

+ Excision of a minimum of 15 lymph nodes

+ Postoperative radiochemotherapy according to the practice
guideline of NCCN 2012.

- Exclusion criteria:

+ Distal metastases recorded pre or intraoperative including
peritoneal seeding.

+ Preoperative chemotherapy.

+ Coincident malignancy.
2.2. METHODS
2.2.1. Study design

An observational prospective study with follow-up was conducted.
2.2.2. Study population

- Sample size: Sample size was estimated according to the
following formula:
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In which n = 45, with 20% oversize to avoid dropout 45 x 20% = 9.
Ultimately, the required size was 54.

- Data collection:

All patients who had locally advanced gastric cancer undergoing
distal gastrectomy plus lymphadenectomy (either by laparoscopy or
open surgery) at Hue Central Hospital, histopathologically confirmed
adenocarcinoma, KPS > 70%, and adjuvant radiochemotherapy 2 - 4
postoperative at the Oncology Center using NCCN 2012 practice
guideline were included in this study.

2.2.3. Study parameters
2.2.3.1. Patient general characteristics

- Demographic: age, sex, accommodation, occupation

- Chief complaint

- Past history of gastric diseases and medication used

- Living habits: alcohol consumption, smoking

- Onset of disease
2.2.3.2. Clinical manifestation

- General symptoms

- Functional and physical symptoms
2.2.3.3. Paraclinical findings

- Hematological and biochemistry lab findings: blood
type, hemoglobin, proteinemia, albuminemia, tumor markers (CEA,
CA 19-9, CA 72-4), urea, creatinine, SGOT, SGPT.

- Imaging findings: abdominal ultrasound, gastric endoscopy and
biopsy, chest X-ray, contrast-enhanced computed tomography.
2.2.3.4. Histopathological findings and staging

Tumor size T1, T2, T3, T4; Regional lymph node: number of
metastatic nodes, number of dissected nodes; resection margins.
2.2.3.5. The technique of distal gastrectomy and lymphadenectomy

Surgical technique: the choice of surgical technique of laparoscopy
or open was down to the preference of operators. The extent of
lymphadenectomy was D1 involved perigastric nodes (stations 1, 3, 4,
5,6, 7) or D2 (stations 1, 3, 4, 5, 6, 7, 8, 9, 11). Restoration of the digestive
tract was performed using Polya or Roux - en - Y technique.
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2.2.3.6. Intraoperative evaluation

- Duration of operation (minute)

- Quantity of dissected lymph node

- Evaluation of tumor invasion

- Complications
2.2.3.7. Perioperative evaluation

- Monitoring of postoperative complications

- Length of hospitalization, fart and first diet
2.2.3.8. Postoperative adjuvant radiochemotherapy

All patients underwent adjuvant radiochemotherapy 2 — 4 weeks
postoperative at Oncology Center.

Protocol of adjuvant radiochemotherapy: Total dose at the tumor
bed and regional lymph nodes 45Gy, 1.8Gy/day x 25 days, 5
days/week. Oral Capecitabine (Xeloda®), dose 1250mg/m?body
surface/day twice daily x 25 days at the time of radiotherapy.
2.2.3.9. Side effects of radiochemotherapy

Side effects of radiochemotherapy were assessed after every single
session of therapy using clinical examination, hematological, liver and
kidney functions test and graded according to the criteria of the
American Radiation Therapy Oncology Group (RTOG 2014).
2.2.3.10. Evaluation of performance status before
radiochemotherapy

Performance status was evaluated using Karnofsky scoring
system (KPS).
2.2.3.11. Evaluation during follow-up

Postoperative follow-up was scheduled at 3, 6, 12, 18, 24, 36 and >
60 months.

Clinical examination

The survival rate, mortality rate, cause of death, general condition,
functional symptoms and physical symptoms.

Paraclinical findings

- Hematological findings: blood count (red blood cell, white blood
cell, platelet), hemoglobin

- Lab test: Proteinemia, tumor markers (CEA, CA 72-4, CA 19-9).
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- Abdominal ultrasound, chest X-ray, thoracoabdominal CT scan (if
indicated) for the assessment of local and regional recurrence and
distal metastasis.

- Gastric endoscopy (if indicated): biopsy if recurrence is highly
suspected.

Follow-up

Patients were asked for a periodical check-up
at 3, 6, 12, 18, 24, 36 and > 60 months, giving 2 options

- Hospital visit: according to a follow-up appointment.

- Home visit: patients were examined at the home-based visit, if they
failed to follow appointment at least twice.
2.2.3.12. Long-term evaluation

- Tumor recurrence, metastasis

- Overall survival
2.2.4. Data analysis

Data were collected using a standard questionnaire and analyzed
using SPSS 20 including descriptive comparative and survival analysis.

Chapter 3. RESULTS

3.1. DEMOGRAPHIC

- Mean age: 58.56 + 10.28. The age group of 51- 60 was the most
populous (46.2%).

- Sex: Male 39 (72.2%), female: 15 (27.8%), male/female: 2.6/1.

- 74.1% lived in rural area.

- 57.4% were farmer.
3.2. CLINICAL AND PARACLINICAL CHARACTERISTICS
3.2.1. Clinical characteristics

- Past history of medically treated gastric ulcer: 15 patients, (27.8%),
alcohol consumption or smoking: 36 patients (66.7%).

- Epigastric pain was the most common chief complaint (81.4%).

- The mean time from symptoms onset to admission was 8.9 +
10.3 months (range, 1 - 36 months).

- Weight loss: 27.8%.

- Presentation on admission: epigastric pain (94.9%), vomiting
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with or without hematemesis (16.7%), hematochezia (11.1%).
3.2.2. Paraclinical characteristics

- Anemia (defined as hemoglobin < 10g/dL) 18.5%, decreased
proteinemia (3.7%), and decreasedalbuminemia (37.5%). All of these
patients received blood and albumin transfusion up to normal range
prior to operation.

- Blood type: type O was the most prevalent (42.5%), followed by
type A (31.5%), type B (20.4%) and type AB (5.6%).

- Elevated CEA (> 5ng/ml), CA 19-9 and CA 72-4 were observed
in 12 (22.2%), 3 (5.6%) and 8 (14.8%) patients, respectively.

- Forty-one patients underwent preoperative abdominal
ultrasound while 13 did not (yet CT were available). Gastric
lesions and/or regional lymphadenopathy was evident on
ultrasound in 51.2% cases.

- All individuals (n = 54) underwent gastric and biopsy prior to
operation. The most common site of the tumor was antrum (57.3%). A
preoperative endoscopic biopsy was not available in 2 patients due to
uncooperative state. These patients were diagnosed with gastric cancer
based on typical clinical and imaging findings. Postoperative
histopathological results confirmed adenocarcinoma.

- On endoscopic gross view, the ulcerative type was the most
common (48.2%), followed by an infiltrative type.

- On CT: 74% of the tumor was seen at the pyloric antrum. The
sensitivity of CT was 49/54 (90.7%). Wall thickening and focal wall
infiltration were the most common findings (100% and 91.8%,
respectively).

- Postoperative histopathological findings:

+ Antrum was the most common site (48.1%). The ulcerative type
was the most prevalent (59.3%), polypoid and infiltrative types were
less common. Regarding tumor size, 75.9% of the tumor was < 3cm.
Two patients had tumor size > 7cm (3.7%).

+ Resection margin: all individuals had negative evidence of
malignancy at 2 resection margins.

+83.3% of the tumor was classified T3, 92.6% was tubular
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adenocarcinoma, in which 75.9% was intermediate to poor differentiation.

+ All patients had > 15 dissected lymph nodes, mean 17.02 + 1.64
(range, 15 - 21 nodes), the highest number of positive node was 7.

+ 68.4% NO, 24.1% N1 (1-2 positive nodes), 5.6% N2 (3-6
positive nodes), 1.9% N3 (= 7 positive nodes).

+ Staging: 87.0% stage 11, 13.0% stage I1I.

3.3. TREATMENT OUTCOMES
3.3.1. Intraoperative outcome

- 59.3% of patients underwent open surgery compared to 40.7% of
laparoscopic resection.

- The mean time of open surgery was 165.3 + 47.0 minutes
(range, 60 - 240 minutes).

- The mean time of laparoscopic resection was 153.6 + 38.5
minutes (range, 90 - 210 minutes).

- One patient was converted to open surgery due to extensive
tumor invasion to the pancreas (1/22 = 4.5%).

- The rate of D1 lymphadenectomy was 29.6%, D2 was 70.4%.

- Restoration of the digestive tract was performed using Polya technique
in 85.2% and Roux-en-Y technique in 14.8%.

- Intraoperative complication was not observed in all 54 patients.
3.3.2. Perioperative outcomes:

- The mean time of fart was 3.8 = 1.7 days (range, 1 - 7 days).

- The mean time from operation to the first diet was 5.3 + 1.3 days
(range, 3 - 9 days).

- Mean length of postoperative hospital stay was 10.4 + 2.4 days
(range, 5 - 16 days).

3.3.3. Evaluation prior to adjuvant radiochemotherapy

- All patients had KPS > 80%, in which 96.3% had KPS 80-90%.

- All patients underwent a baseline CT scan for adjuvant
radiochemotherapy planning.

- 36 patients  underwent  gastric  endoscopy  prior  to
radiochemotherapy, in which 21 (58.3%) had normal anastomosis, 15
had anastomotic edema (41.7%) without stenosis.

3.3.4. Toxicity of concurrent radiochemotherapy
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All patients completed the postoperative regimen:

- Hematological toxicity was of level 1 and 2 whereas only 3.7%
of level 3 and none of level 4.

- Nausea and vomiting rarely occurred and mostly at level 1 and 2
(26%), none of level 3 and 4. No patient experienced diarrhea after
radiochemotherapy. Elevated creatinine level was not evident.
Elevated liver enzyme was observed in 11.1% patient (all of level 1)
while the rest of patients had a normal range.

3.3.5. Long-term outcomes

- Mean follow-up duration was 35.4 = 14.7 months (range, 9.7 —
65.4 month).

-5 patients (9.2%) had simultaneous local recurrence and
metastasis. The mean time of recurrence was 21.33 £ 17.76 months
(range, 6.67 — 50.3 months).

- Post-treatment distal metastasis was documented in 12 patients
(22.2%), in which 5 patients had simultaneous local recurrence and
metastasis. The mean time of metastasis was 14.64 + 12.93 months
(range, 4.3 — 50.3 months). Lymph node and liver metastases were the
most common sites (75.0% and 66.7%, respectively). More than 2
sites of metastasis were seen in 91.7% of cases.

- Survival:

* Overall survival

The mean follow-up duration was 35.4 + 14.7 months (range, 9.7
— 65.4 months). Twenty-seven patients have been reported death until
the study endpoint (30/8/2018).

Overall survival rates at 1, 2, 3, 4 and 5 years were 94.4%; 74.1%);
58.4%; 53.1% and 26.5%.

* Disease-free survival

Disease-free survival rates at 1, 2, 3, 4 and 5 years were 85.2%;
66.7%; 54.8%; 48.7% and 26.1%.

* Stage-adjusted overall survival

The overall survival rate of stage Il was significantly longer than
that of stage 111 (p = 0.004).

* Disease-free overall survival

Disease-free overall survival of stage Il was significantly longer
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than that of stage 11l (p = 0.02).

* Disease-free  overall  survival adjusted  for  regional
lymphadenopathy (N)

Patients without regional lymphadenopathy had significantly
longer disease-free overall survival than those with regional
lymphadenopathy (p = 0.034).

Chapter 4. DISCUSSION

4.1. PATIENTS’ DEMOGRAPHIC
4.1.1. Age and sex

In this series, mean age was 58.56 + 10.28 years (range, 32 — 78
years), in which the age group 51 - 60 years was the most
prevalent (46.2%). Thirty-nine patients were male (72.2%) and 15
were female (27.8%), male/female ratio was 2.6/1. These findings
were in keeping with domestic and international published data.
4.1.2. Geography and occupation

Majority of patients in this study was farmer (57.4%) which was
in concordant with domestic reports.

4.1.3. Chief complaint and time from onset

Epigastric pain was the most common chief complaint of gastric
cancer patients, however, when symptomatic, the disease is usually
diagnosed at a late stage with a large tumor burden.

In the present study, epigastric pain was the chief complaint in
75.8%, the patients had the mean time from onset was8.9 + 10.3
months. Our results were similar with those of domestic data since the
study population was mostly patients at locally advanced stage (11, 111).
4.2. CLINICAL AND PARACLINICAL CHARACTERISTICS
4.2.1. Functional symptoms

The presentation of gastric cancer is usually vague such as loss of
appetite, bowel discomfort, weight loss, epigastric pain at a later
stage, vomiting (with or without hematemesis), hematochezia, and
pale skin.

In this study, 16.7% of patients presented with vomiting, 18.5%
with Gl bleeding. Vu Hai et al investigated 50 patients with early
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stage of gastric cancer found 14% of patients had nausea/vomiting. In
our study we recruited patients with more advanced stage, thus the
incidence of Gl bleeding was higher than that of other researches.
4.2.2. Physical symptoms

For the manifestation of gastric cancer, patients usually present at
an advanced stage when symptomatic. In our series, 3 (5.1%) patients
admitted with a palpable epigastric mass. Le Van Quang et al studied
on 89 gastric cancer patients of advanced stage (Il — V) reported
36% of a clinically palpable mass. Another study of Do TrongQuyet
et al (n = 105) revealed that 9.5% of patients had a palpable
epigastric mass. The high incidence of a palpable mass in those series
could be attributed to their study population which included mostly
advanced stage gastric cancer.

4.2.3. Gastric endoscopy and biopsy

Most investigators advocate the diagnostic accuracy of gastric
endoscopy and biopsy was 90% - 100%. The more specimens
were taken, the higher the accuracy achieved.

All of 54 patients in our analysis underwent preoperative
endoscopy. There were 2 patients who did not undergo biopsy due
to their uncooperative state. However, these patients were
diagnosed with gastric cancer due to typical imaging findings
(polypoid mass on endoscopy and wall thickening and infiltration
on CT scan). The most common site of the tumor was antrum
(57.3%), the ulcerative type was the most common gross
endoscopic view (48.2%) whereas polypoid and infiltrative types
were less common.

4.2.4. CT scan findings

The ability of CT scan in detecting lesions depends on various
factors in which tumor size is the most important. The rate of
regional lymphadenopathy < 5mm detection on CT scan was 1.1%,
increased to 72% when node size > 1cm. The sensitivity of CT scan
in the detection of metastatic lymph node was 25% - 80%, specificity
was 45%. CT is highly appreciated by various authors in the
diagnostic ability of liver metastasis with the sensitivity of 28.6 -
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100% compared to 0 — 8% in the diagnosis of peritoneal seeding.

All of our patients in this study underwent preoperative baseline
abdominal CT scan. The sensitivity of CT in the detection of gastric
mass was 49/54 (90.7%). Wall thickening was seen on all patients
(100%) and wall infiltration was observed in 91.8% of cases.

4.2.5. Histopathological findings and differentiation

Tubular adenocarcinoma was the most common type of gastric
cancer (92.6%), followed by signet ring cell carcinoma (3.7%) and
adenosquamous carcinoma (3.7%). Well-differentiated carcinoma
was reported in 24.1%, intermediately differentiated in 38.9% and
poorly differentiated in 37.0% of cases.

Nguyen Ngoc Hung et al studied on 300 gastric cancer patients
found that 50.7% had tubular adenocarcinoma, 12.3% had a signet
ring cell carcinoma, 14% adenosquamous carcinoma and 16.7%
undifferentiated. Another research of Nguyen Van Bang including
203 gastric cancer patients revealed that 64.53% of tumors were well
differentiated, 19.21% were intermediately differentiated, 13.97%
were poorly differentiated and 2.46% were undifferentiated. Findings
of Mitsuru Sasako et al (n = 1034) showed that 40.91% of tumors
were differentiated and 58.8% were undifferentiated. The
discrepancy in findings of these aforementioned series was attributed
to the difference in sample size.

4.2.6. Regional lymph node metastasis

Most of our patients (68.4%) had negative regional
lymphadenopathy (NO), 24.1% had 1 - 2 positive nodes (N1), 5.6%
had 3 - 6 positive node (N2) and 1.9% had > 7 positive nodes (N3).
The incidence of regional lymphadenopathy in our series was lower
than those of international data. This can be explained that in our
study, 29.6% of  patients underwent D1 nodal dissection
and 70.4% underwent D2 nodal dissection whereas the rate of D2
nodal dissection in other researches was much higher or exclusive.
4.3. INTRA AND PERIOPERATIVE EVALUATION
4.3.1. Intraoperative evaluation

Laparoscopic gastrectomy has been recently proven to be safe
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and feasible in the management of gastric cancer, therefore, the
technique has been widespread and its indication has been expanded
to a locally advanced stage. This technique was first developed at
Hue Cental Hospital in 2007 and has been widely and routinely
indicated for the treatment of gastric cancer thanks to well trained
and experienced operators in addition to modern equipment and
medical supplies.

In this study, 32 patients (59.3%) underwent open surgery and 22
patients (40.7%) underwent laparoscopic surgery. The mean time of
open surgery was 165.3 = 47.0 minutes (range, 60 — 240 minutes).
The mean time of laparoscopic surgery was 153.6 + 38.5 minutes
(range, 90 - 210 minutes). However, the difference is the mean time
of these two operation techniques did not reach statistical
significance (p > 0.05).

The rate of D1 Ilymphadenectomy was 29.6%, D2
lymphadenectomy 70.4%. The rate of D2 lymphadenectomy was
higher than D1 lymphadenectomy in both open and laparoscopic
surgery (p = 0.006).

Restoration of the digestive tract using Polya technique was
performed on 46 patients (85.2%) and Roux - en -Y technique on 8
patients (14.8%).

Intraoperative complications were not observed in all patients.
4.3.2. Postoperative outcomes
4.3.2.1. Perioperative complications

Perioperative complications were not observed in all patients.
This might be due to the fact that patients with perioperative
complications are usually critically ill, have long hospital stay and
compromised physical health which was not considered candidates
for adjuvant radiochemotherapy.
4.3.2.2. Time to the first fart

Investigators observed that time to the first fart was significantly
shorter in the laparoscopic group compared to the open surgery group.

The mean time to first fart in our study was 3.8 £ 1.7 days (range,
1 - 7 days). There was no statistically significant difference in the
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mean time to first fart between 2 operation techniques (p = 0.411).
4.3.2.3. Length of hospital stay

The mean length of hospital stay was 10.4 + 2.4 days (range, 5 -
16 days).

Patients in the open surgery group had longer mean length of hospital
stay than those in the laparoscopic group (10.9 + 2.5 days vs. 9.7 + 2.1
days), however, the difference was not statistically significant (p >
0.05). This finding was in line with other comparative studies which
advocate shorter hospital stay for the laparoscopic group.

4.4. ONCOLOGICAL FINDINGS
4.4.1. Number of dissected lymph nodes

In the surgical management of gastric cancer, radical
lymphadenectomy is critical and is considered a standard technique
which is widely recognized. The American Cancer Association
recommends excision of a minimum of 15 lymph nodes. However,
the Japanese Gastric Cancer Association does not highlight the number
of dissected nodes but underscores the station and group of lymph
node according to the tumor location and resected techniques.
Domestic data reported the number of dissected nodes ranged
from 10.9 — 37.2 nodes. Other Asian investigators claimed the average
number of dissected nodes was 31 nodes (range, 7 - 78 nodes).
Conversely, Western operators had a lower number of dissected nodes,
varying from 18 — 30.3 nodes. In our study, the average number of
dissected lymph node was 17.02 + 1.64 nodes (range, 15 - 21 nodes),
in which the highest number of positive node was 7.

4.4.2. Histopathological findings of resection margins

Length of proximal resection margin is utmost importance in
gastrectomy. In order to prevent recurrence at the anastomosis, the
American and Japanese Gastric Cancer Association recommend a
proximal resection margin of at least 5 - 6 cm and a distal resection
margin of at least 2 cm from the pylorus.

All of our patients had negative resection margins on
histopathological examination. This proved that all the operations
were warranted in terms of oncology.

4.4.3. Post-therapeutic metastasis and recurrence
The rate of metastasis and recurrence after treatment indicates
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the efficacy of a therapy. Recurrence is not frequent for early
gastric cancer but more prevalent after gastrectomy for locally
advanced gastric cancer.

Post therapeutic recurrence was evident in 5 patients (9.2%) and
metastasis in 12 patients (22.2%), in which abdominal lymph node and
liver were the most common sites (75.0% and 66.7%, respectively).

Giorgio Arcangeli et al usedconcomitant hyperfractionated
radiotherapy and 5-fluorouracil protracted venous infusion (5-FU
PVI)to treat 40 with gastric cancer and concluded thatthe 5-year
actuarial incidence of relapse was 39%, 22%, and 2% for distant
metastases, out-field peritoneal seeding, and in-field local-regional
recurrences, respectively. The local recurrent rate reported by Sup Kim
et al in a study of postoperative adjuvant radiochemotherapy with 5FU-
LV on 80 patients were 6%. The rate of metastasis and recurrence in our
study was similar to that of other global observations.

4.5. OUTCOMES OF POSTOPERATIVE ADJUVANT
RADIOCHEMOTHERAPY

4.5.1. Toxicity of concomitant radiochemotherapy on
hematopoietic organs

Toxicity was documented according to the practice guideline of
RTOG. Our results showed that leukocytopenia was mostly of level 1
and 2 (46.3%), none of level 3 and 4. A similar finding was seen with
neutrophil leukocytopenia which was of level 1 and 2 (26.0%)
without level 3 and 4. Majority of patients (87.0%) had their platelet
level count within the normal range, 3.4% patients had
thrombocytopenia level 3. No thrombocytopenia level 4 was seen.
Decreased hemoglobin was not frequent, 18.5% of level 1 and 3.7%
level 2, level 3 and 4 were not seen.

In a study of MattiaFalchettoOsti on 55 patients undergoing
concomitant radiochemotherapy with Capecitabine showed that
leukocytopenia varied: level 1 (14%), level 2 (18%) and level 3 (4%);
decreased Hemoglobin level 1 (5%), level 2 (7%) and level 3 (2%);
thrombocytopenia level 1 (9%) and level 2 (4%). Another
concomitant radiochemotherapy regime using intravenous 5-FU
showed similar hematopoietic toxicity with the regime using oral
Capecitabin. Giorgio Arcangeli reported 20% of leukocytopenia and
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25% of thrombocytopenia when using the regime of concomitant
radiochemotherapy with intravenous 5FU on 40 patients. Even
though the percentages of toxicity on hematopoietic organs differ
across studies, all of them agreed on the level of toxicity which
confined to level 1 and 2, level 3 and 4 were rarely seen.

4.5.2. Toxicity of concomitant radiochemotherapy on non-
hematopoietic organs

According to the practice guideline of AJCC and RTOG locations of
lymph node station necessitate adjuvant radiochemotherapy after
gastrectomy for distal gastric cancer are: paragastric, suprapancreatic,
celiac axis, portahepatis,nodes at the posterior aspect of the pancreas head
and duodenopancreatic lymph nodes. Radiation applied to the adjacent
organs, therefore, induces toxicity mostly to the digestive system.

We observed toxicity to the digestive system including
nausea/vomiting and diarrhea. However, nausea/vomiting rarely
occurred and mostly level 1 and 2 (26%) without level 3 and 4. None of
the patients reported diarrhea after concomitant radiochemotherapy.

MattiaFalchettoOsti studied on 55 patients undergoing concomitant
radiochemotherapy using Capecitabine and reported that the rate of
diarrhea level 1 was 5%, level 2 was 5%, level 3 was 2%; the rate of
nausea/vomiting level 1 was 9%, level 2 was 20%. Another concomitant
regime using Cisplatin demonstrated a higher incidence of toxicity to
non-hematopoietic organs than that of our study. Giorgio Arcangeli
treated 40 patients with concomitant radiochemotherapy using
intravenous 5-FU showed the rate of nausea/vomiting level 2, 3, 4 was
22.5%, diarrhea level 2, 3, 4 was 2.8%. Toxicity of radiochemotherapy
on the digestive system was unavoidable due to the field and volume of
radiation, however, the manifestation of toxicity including nausea,
vomiting, and diarrhea was of a mild degree and none of the patients had
to quit the therapeutic course.

4.6. SURVIVAL AFTER TREATMENT
4.6.1. Overall survival

All of the patients were follow-up after the therapy with a mean
duration of 35.4 £ 14.7 months (range, 9.7 — 65.4 months). Twenty-
seven patients died at the completion of this study (30/8/2018). The
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Kaplan-Meier estimated the overall survival of our study was 43.16 +
2.92 months. Overall survival rate after 1, 2, 3, 4 and 5 years were
94.4%, 74.1%, 58.4%, 53.1% and 26.5%, respectively.

According to Le Manh Ha (2013), the 5-year survival of 119 gastric
cancer patients undergoing radical gastrectomy and D2
lymphadenectomy was 28.8%. Another study of Vo DucHieu et al
(2009) on58 patients undergoing adjuvant radiochemotherapy for
gastric cancer stage Il, Il revealed a mean overall survival of 50.3
months. The overall survival rate after 1, 2, 3, 4 and 5 years were 94,4%;
74,1%; 58,4%; 53,1% and 26,5%. Data of Mattia Falchetto Osti
involving 55 patients receiving concomitant radiochemotherapy using
Capecitabine concluded that 2-year, 3-year, and 5-year overall survival
was 83%, 59.3%, and 48%. The overall survival of our patients was in
keeping with those of international investigators.

Other series of concomitant radiochemotherapy using 5FU such as Sup
Kim studied on 80 patients receiving 5FU-LV, the 5-year overall survival
was 62%; Alexandre A. A. Jacome on 104 patients, the 3-year overall
survival was 64.4%; Park. S.H on 290 patients at stage 1B—1V, the 5-year
overall survival was 60% after a median follow-up of 49 months. Another
series by Michele Orditura recruiting patients with gastric cancer stage IlI-
IV using 5FU-LV showed that 1-year, 2-year and 3-year overall survival
was 85%, 62.6% and 50.1%. The overall survival rates were
heterogeneous across studies which can be attributed to the difference in
stage of enrolled patients.

4.6.2. Disease-free survival

Disease-free survival rate was 40.17 £+ 3.24 months. Disease-free
survival rates after 1, 2, 3, 4 and 5 years were 85.2%, 66.7%, 54.8%,
48.7% and 26.1%.

Vo Duc Hieu et al (2009) found that disease-free survival
rate was 45.5 month; survival rates after 1, 2 and 3 years were 78.7%,
51.1% and 44.7%. Sup Kim et al treated 80 patients with concomitant
radiochemotherapy using 5FU-LV found that 5-year disease-free
survival was 59% after a median follow-up of 48 months (range, 3 -
83 months). Similarly, Park. S. H studied on 290 gastric cancer
patients of stage IB-1V undergoing concomitant radiochemotherapy
using 5FU-LV showed that 5-year disease-free survival was 57%
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after a median follow-up of 49 months. Again, disease-free survival
rates differ across studies. The discrepancy can be due to the
heterogeneity of the study population in terms of disease stage.

4.6.3. Associated factors of disease-free survival

Patients without regional lymph node metastasis (N-) had longer
disease-free survival than those with regional lymph node metastasis
(N+) (45.0 £ 3.9 months vs. 29.7 + 4.6 months). Disease-free survival
was significantly associated with regional lymph node metastasis (p
< 0.05). This finding was in keeping with the literature.

Patients with tubular adenocarcinoma had longer disease-free
survival than those with adenosquamous carcinoma and signet ring
cell carcinoma (41.8 = 3.4 months vs. 16.3 + 2.5 months and 21.5 +
9.0 months). There was a statistical association between disease-free
survival and histopathological type of the tumor (p < 0.05).

CONCLUSION

Findings from our study on 54 patients with locally advanced
distal  gastric  adenocarcinoma  undergoing  postoperative
radiochemotherapy from 01/2013 to 12/2015, were followed-up until
August 30", 2018 at Hue Central Hospital:

1. Clinical and paraclinical characteristics of locally advanced
distal gastric adenocarcinoma

The mean age was 58.56 + 10.28 years; the age group of 51 -70 years
was the most common (7.0%), the male/female ratio was 2.6/1.
Epigastric pain was the most common clinical manifestation (94.4%).

The diagnostic accuracy of gastric endoscopic biopsy was 69.2%.
The sensitivity of CT scan in the detection of the gastric tumor was
90.7%; in which wall thickened was seen in all cases (100%) and wall
infiltration was seen in the majority of cases (91.8%).

Tubular adenocarcinoma was the most common histological type
(92.6%). A majority of tumor invaded to the serosa (83.3%). The
average number of dissected lymph node was 17.03 £ 1.61 nodes. Most
of the tumor was at stage 11 (87.0%), stage 111 (13.0%).

2. Outcomes of postoperative adjuvant radiochemotherapy
All patients completed their postoperative radiochemotherapy
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with mild side effects on the hematopoietic organs and digestive
system. Toxicity on the hematopoietic organs was mostly within the
level 1 and 2 without level 3 and 4. Toxicity on the digestive system
was uncommon (26%), manifesting with nausea/vomiting and
diarrhea of level 1 and 2 without level 3 and 4.

The recurrent rate was 8.4%. The recurrent rate was significantly
higher if the tumor located at the antrum. The rate of metastasis
was 22.2%, in which abdominal lymph node and liver were the
most common sites (75.0% and 66.7%, respectively).

The overall survival rate was43.16 + 2.22 months. Overall
survival after1l, 3 and 5 years were 94.4%, 58.4% and 26.5%,
respectively.

Disease-free survival rate was 40.17 £+ 3.24 months. The disease-
free survival rate afterl, 3 and 5 years was 85.2%, 54.8%,
and 26.1%, respectively.

Overall survival rate and disease-free survival rate of stage IA
was 47.0 = 3.3 months and 44.2 + 3.6 months, respectively; of stage
11B was 30.9 + 3.6 months and 27.1 £ 4.9 months, respectively; of
stage 111 was 25.6 £ 6.0 months and 22.7 + 6.8 months, respectively.

Tumor stage, regional lymph node metastasis, and histological
type were significantly associated with survival.

RECOMMENDATIONS

Gastric cancer is a common malignancy and patients usually
present at an advanced stage which adversely affects treatment
strategy and outcomes. Therefore a screening program for early
detection and management of gastric cancer is crucial.

Postoperative concomitant adjuvant radiochemotherapy is
safe, tolerable and an alternative for locally advanced gastric
cancer. Dramatic improvement of technology in radiotherapy
allows accurate and effective radiation delivery and reduces
toxicity, thus this algorithm should be widely indicated at
designated cancer centers.
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