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TOM TAT

Muc tiéu: Danh gia két qua sém diéu trj b6 tro
sau moé ung thw biéu mo tuyen da day bang phac dé
xa- hoa (capecitabine) dong thoi, c6 hodc khdong co
phéi hop phac dé ECX. Doi two'ng, phuwong phép:
98 bénh nhén ung thw biéu mé6 tuyén da day giai
doan I-1V (M0) (UICC 2009), @& dwot mé cét toan bo
hodc ban phén da day, co hodc khong co vét hach
D2, diéu trj xa- héa b6 trgr tai Khoa Xa tri- Trung tam
Ung Buéu Bénh vién Trung wong Hué, tir thang
9/2010 dén théng 12/2012. Phac dé bao gom
Capecitabine (Xeloda®) 645mg/m2/ngay x 25 ngay
trong suét thoi gian xa trj, téng liéu 45Gy vao giwong
u va hach vung, 180cGy/phén liéu x 25. Nhu’ng bénh
nhan cé céc yéu té tién lwong bét loi (thé md bénh
hoc kém biét hda, loai té bao nhan, té bao ché nhay,
T3-4, N+) sé dwot hoéa tri bé tro, phédc dé ECX
(Epirubicine 50mg/m2 N1, Cisplatin 60mg/m2 N1,
Capecitabine 625mg/m2- 2 ldn/ngay), 4-6 chu ky. Két
qud: Tudi trung binh 57,05+ 0,97 (36-77). Ty 1&
nam/ni: 2,6/1. Loai m6 bénh hoc kém biét hda chiém
37,9%. T4t cé cac bénh nhan déu hoan thanh ligu
trinh didu trj. Ty 1é song thém toan bé 1-nam, 2-ndm
Ian lwot la 74,9% va 58,6 % Ty 1@ séng thém khéng
tién trién 1-nam, 2- -nam lan lwot 67,3% va 56,9%.
Thét bai diéu tri bao gém tai phéat tai cho (11%), di
cdn xa (19,6%) va suy mon (15,9%). Két ludn: Xa-
héa bé tro sau mé ung thw bidu mé tuyén da day
duoc tréng doi lam tang kiém soat bénh tai ché- tai
vung va song thém.

Tir khoa: xa-héa déng thdi, capecitabine, ung thw

da day

SUMMARY

PRELIMINARY RESULTS OF POSTOPERATIVE
ADJUVANT CHEMORADIATION WITH

CAPECITABINE FOR GASTRIC CANCER

Aim: To evaluate the preliminary results of
postoperative chemoradiation using oral capecitabine
during radiation with or without ECX chemotherapy
following curative resection. Methods: Ninety-eight
patients who had underwent potentially curative
resection for stage II-IV (MO) gastric adenocarcinoma
at Cancer Center Hue Central Hospital Vietham
between September 2010 and December 2012 were
enrolled. The therapy is 4500cGy (180cGy/d) with
capecitabine (645mg/m2 b.i.d throughout
radiotherapy) followed by 4-6 cycles of ECX
(Epirubicine 50mg/m2 d1, Cisplatin 60mg/m2 d1i,

Capecitabine 625mg/m2- b.i.d) for patients with poor
prognostic factors (high grade, signet ring, mucinous
adenocarcinoma, T3-4, N+). The median follow-up
duration was 16.9 months. Results: Mean age was
57.05+ 0.97 (36-77). Male/female ratio: 2.6/1. Poorly
differentiated histologic type was most seen at 37.9%.
All patients were completed planned treatment. 1-
year and 2-year overall survival was 74.9% and 58.6
%, respectively. 1-year and 2-year progressive-free
survival was 67.3% and 56.9%, respectively.
Treatment failures included local recurrence (11%),
distant metastasis (19.5%) and cachexia (15.9%).
Conclusion: Postoperative chemoradiation therapy
for gastric adenocarcinoma is expected to increase
locoregional control rate and survival.

Keywords: concurrent chemoradiation,
capecitabine, gastric cancer
DAT VAN BE

Ung thw da day (UTDD) la mét trong muoi loai
ung thw phd bién nhét va la nguyén nhan t&» vong ung
thw dirng hang the hai trén thé gidi. Tai Viét Nam,
theo ghi nhan ung thw 2010, UTDD dung hang the 2
trong 10 loai ung thv thwong gap nhét & nam (ty &
méc chuén theo tudi 24,5/100.000 dan) va dung hang
thir 5 trong 10 loai ung thw thuwdng gap nhat & niy (ty
I& méc chudn theo tudi 12,2/100.000 dan) [1] Phau
thuét la phwong phap di didu tri chudn, ty 1& séng thém
toan bd cao ddi voi giai doan sém. Tuy nhién, phan
I¥n UTDD & Viét Nam d& & giai doan tién trién tai
thoi diém chan doan, tién lweng rat kém véi nguy co
cao tai phéat tai chd va di cin xa sau phau thuat don
thuan. DA c6 rat nhidu nd lwc trong viéc cai thién tién
lwong bénh vai hoa tri bd tro cd hodc khong cé phdi
hop xa tri, hodc héa tri quanh md. Nhidu thtr nghiém
lam sang cho thdy phac dd xa- héa sau mé trén nén
tang S5-fluorouracil (5-FU) lam gia tang ty 1é séng
thém toan bd. Capecitabine, mét loai fluoropyrimidine
ubng, da duwoc chirng minh c6 hiéu qua tvong duwong
5-FU truyén tinh mach lién tuc trong mot sb thiy
nghiém pha Ill déi v&i ung thw da day di can.

Muc tiéu ctia dé tai: Panh gia ket qua sé'm diéu tri
bd tro sau md ung thw biéu m6 tuyén da day béng xa
tri két _hop capecitabine.

POI TUONG VA PHUONG PHAP NGHIEN Cl'U

D6i twong:

98 bénh nhan (BN) ung thw biéu mé tuyén da day
giai doan II-IV (MO) (UICC 2009), d& dwoc mo cat
toan bd hodc ban phan da day, c6 hodc khong c6 vét
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hach D2, diéu tri xa- héa bd tro tai Khoa Xa tri- Trung
tam Ung Buwéu Bénh vién Trung wong Hué, tir thang
9/2010 dén thang 12/2012.

Phwong phap:

Phac do: Xa-hoa tri dong thi c6 hodc khong co
két hop hoa tri bd tro phac dd ECX. B4t ddu 4- 6 tudn
sau phau thuét.

Plan 1: Xa- héa tri ddng thoi:

- Xa tri: Tédng liu 45Gy vao giwdng u va hach
viing, 180cGy/phan liéu x 25. Xa tri theo hinh thai thé
tich bia 1ap ké hoach v&i ky thuat 4 trwong chiéu
(trwdc-sau, bén).

- Hoa tri: Capecitabine
645mg/m?/ngay x 25 ngay.

Plan 2: Héa tri bd tro: Phac d& ECX (Epirubicine
50mg/m2 N1, Cisplatin 60mg/m2 N1, Cape(:|tab|ne
625mg/m2- 2 Ian/ngay) 4-6 chu ky ap dung_cho
nhibng BN c6 cac yéu t tién lwong bét loi: thd mo
bénh hoc kém biét hoa, loai t& bao nhan, té bao ché
nhay, T3-4, N(+).

Phwong phdp nghién ctru: Nghién ctru héi ctru
va tién ctru, mo ta theo doi doc. Phan tich s6 ligu trén
phan mém SPSS 16.0 for Windows.

KET QUA VA BAN LUAN

Dac diém bénh nhan

UTDD c6 thé gdp & moi Itra tudi nhwng chd yéu
sau 40 tudi. Trong nghién clru cua ching toi, bénh
nhan nhé nhat 1a 22 tudi, tudi méc bénh trung binh la
57,5+ 11,7. Két qua nay twong ddng v&i nhidu nghién
clru trong va ngoai nwéc [2,3,5,6]. Ty 1é nam/nir
trong nghién ctru 1a 2,6/1. Nhiéu nghién ctu ciing
cho théy trong UTDD nam g&p nhiéu hon ni, v&i ty
1& thay ddi tlr 1,4-3/1. Bénh nhan & giai doan IlI/IV
chiém 53,1%, thdp hon so cac nghién clru cla céc
tac gia Singapore va Han Québc voi ty 1& bénh g|a|
doan HI/IV chiém tir 60- 83%[5,6]. Trong nghién ctu
cla chung t6i c6 mét sy khac biét trong danh gia giai
doan bénh gitra chdn doan hinh anh, mé t& phau
thuat va két qud mé bénh hoc. C6 nhirng khéi u theo
ghi nhan cla phau thuét vién & giai doan T3 hoac T4
nhwng nha giai phau bénh chi danh gia & muc xam
1&4n 16p co (T2). Bay la mot thue t& con tén tai va la
nguyén nhan co thé ly giai bénh & giai doan II trong
nghién ctru nay & murc cao (46,9%). V& dai thé va vi
tri u, thucyng gap nhét 1a cac khéi u thé 10ét, sti (hodc
phédi hop) va & vi tri hang-mon vi (44,9%) va than vi-
b& cong nhé- bd cong Ién (49,4%), phu hop voi
nhiéu nghién ctru trong va ngoai nuéc[3,4,5,6].

Bang 1: Bac diém bénh nhan

Dé&c diém (s bénh nhan)

(Xeloda®)

S6 bénh nhan (%)

Gi6i (98)
Nam 71 (72,4)
NG 27 (27,6)

Tudi trung binh
Giai doan (95)

57,05 0,97 (36- 77)

I 44 (46,9)
1T 37(38,5)
v 14 (14,6)
Vi tri u (89)
Tam vi 5(5,6)
Théan vi- Bo cong nhé- Bd cong 44 (49,4)
I&n

Hang mén vi 40 (44,9)
Dai thé (59)
Loét 25 (42,4)
Sui 18 (30,5)
Tham nhiém 1(1,7)
Phéi hop 15 (25,4)
Do biét hoa (95)

Biét hoa tbt 24 (25,3)
Biét hoa vira 28 (29,5)
Biét hoa kém 36 (37,9)
Té bao nhan 4(4,2)
Té bao ché nhdy 3(3,2)

Vé mo bénh hoc, loai biét hda kem chiém 37,9%,
loai t& bao nhan (4, 2%) va t& bao ché nhay (3,2%).
Ty 1é nay 1& thap so nhiéu nghlen cru. Trong nghién
ctru cla Chee Kian Tham va céng s, ty |é md bénh
hoc grade 3 trong tirng nhém bénh nhan thay dbi tt
63,6- 76,9% [5]; ty 1é loai kém biét hda trong nghién
ctru cta Pham Duy Hjén va cs. la 54,8% [2]. Day
duwoc xem la nhirng yéu t6 mé bénh hoc bat lgi va
bénh nhan d&u dwoc chi dinh héa tri bd trg phac dd
ECX sau xa tri.

Triéu chirng khéi bénh

Bang 2: Th&i gian kh&i bénh va triéu chirng

Triéu chirng khéi bénh (%)
Pau bung 84,9

St can 54,5

N6n mlra 52,3

Xuét huyét 51,1

Kho tiéu, day bung 46,6
Chan an- mét moi 39,8

Thoi gian khéi bénh TB 6,43 thang (1-37)

Thoi gian khéi bénh trung binh 6,43 thang. Day la
khoang thei gian bénh nhan dén kham tai cic co s&
y t& va duoc didu tri theo triéu chirng nhwng bénh
khéng cai thién truwdc khi co6 chan doan xac dinh la
ung thw. C6 dén 18,9% céac bénh nhan xuat hién triéu
chirng trwéc d6 12- 37 thang nhwng van khéng chan
doan xac dinh dwgc bénh. Bay la mét trong nhirng ly
do lam tang ty 1&é UTDD giai doan mudn. Cac triéu
ching thwdng gap la dau bung thugng vi, sit can,
nén mra, déy bung kha tiéu, xuat huyét tiéu héa... So
sanh v&i cac nghién ctru khac ciing thay ghi nhén
dau bung thwong vi 1a ddu hiéu bénh pho bién nhét,
ty 1€ > 95%. Ty Ié gap cac triéu chirng con lai mac du
khac nhau & tirng nghién cteu nhung déu & murc cao,
cho thay tinh chat goi y cla céac triéu chirng kha rd
dé huwong dén chén doan ung thu.

Két qua diéu tri

Song thém toan bo1-ndm: 74,9%, 2-nam: 58,6%
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Séng thém toan bd

—Séng them
10 —H=Kidm duyét
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Biéu dé 1: Song them toan bo
Séng thém khoéng tién trién
1-nédm: 67,3%, 2-ndm: 56,9%.
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Biéu db 2: Séng thém khong tién trién
Thét bai diéu trj
Bang 3: That bai dieu tri

Thét bai diéu trj Sb bénh nhan (%)
Thoi gian theo ddi trung binh 16,9 + 0,7 thang
(6- 29 thang)
Thét bai diéu trj 32/82 (39,1)
Téi phat tai chd 3(3,7)
Dican 10 (12,2)
Téai phat + Di can 6 (7,3)
Suy mon 13 (15,9)
Vi tri di can
O phiic mac 9(9,1)
Gan 5(5,1)
Phéi 2(2)
Co Psoaps 1(1)
Thanh bung 1(1)

Ty lé tai phat sau phau thuat triét can ung thw da
day lén dén 82% sau 5 nam, nhét la va&i cac giai doan
T3-T4 [7,9]. Theo Zhen Zhang, dbi véi UTDD md
duwoc, tiv T2 tré 1€n hodc N+, viéc diéu tri bd tro va
tan bo tro co thé glup cai thién tét hon két qua dleu tri
[11]. Cac sb liéu tlr cac thtr nghiém lam sang gan day
deu ung hé viéc diéu tri xa- héa sau mé dbi véi UTDD
tién trién tai chd tai ving [8,9,10,11]. Nghién ctru
Mayo Clinic trén 62 bénh nhan la thi nghlem d4u tién
so sénh két qua cla xa- héa hau phau va phau thuat

don thuan. Két qua cho thay & nhém phéi hop ty &
kiém soat tai ché dat 61% trong khi & nhém phau
thuat don thuan 1a 45%. Ty |& séng thém 5-ndm &
nhém phéi hop cling cao hon (20% so véi 4%) Th
nghiém pha lll Intergroup 0116 (Macdonald vacs.) so
sanh nhém xa- héa bd tro voi nhém quan sat, cho
thdy hiéu qua cai thién ty 1& sbéng thém toan bod cao
hon & nhém didu tri phéi hop. Qua theo d&i 7 ndm:
thoi gian sdng thém trung binh cao hon (35 thang so
véi 26 thang), séng thém toan bd 3-ndm cao hon
(50% so v&i 41%), ty |& that bai tai ché- tai viing thap
hon (19% so v&i 29%,; va 65% so v&i 72%). Bang lwu
y trong th&r nghiém nay, chi cé 10% cac bénh nhan
duwoc phéu thuét vét hach D2. Trong khi d6, mét
nghién ctru cua Han Quoc (Klm va cs. 2005) voi c&
mau I&n (544 bénh nhan- tit c& déu dwoc phau thuat
vét hach D2 sau d6 xa tri phdi hop dong thoi voi 5-
FU) cho ket qua dang khich lé: nhém phéi hop héa-
xa sau md cho ty I& séng thém toan bd 5-nam cao
hon (57% so v&i 51%), thdi gian séng thém trung
binh cao hon (95,3 thang so v&i 62,6 thang), ty 1&
kiém soét tai ché cao hon (22% so v&i 15%) trong khi
khong c6 sw khac biét vé ty 1& di can xa. Nghién ciu
clla cac tac gid Ha Lan dan két qua t mét nghién
ctru ctia Nhat Ban ap dung xa tri phéi hop dong thoi
voi S1 (Mot | tién chat cta 5FU) trong diéu tri bd tro
UTDD da mé vét hach D2 cho thay da lam tang ty |&
song thém toan bd 3-nam tlr 70,1% Ién 80,1%. Piéu
nay da chirng td vai trd bd tro clia xa-héa ddng thoi
trong ung thw da day, ngay ca v&i nhirng treong hop
da phau thuat triét can [5,7,11].

Phac dd didu tri bd trg sau md ung thw da day tai
Trung tdm Ung Bwéu Bénh vién Trung wong Hué
dwa trén huong dan diédu tri cia NCCN [10]. Trong
héa tri bd tro UTDD, nhung phac dd c6 5-FU t6 ra
hiéu qua hon ca. Két qua tr cac nghién ctu in vivo
chirng minh fluoropynmldlne c6 tac dung lam tang
tinh nhay xa cta té bao. Chang téi thay thé 5-FU
truy&n tinh mach lién tuc béng Xeloda (Capecitabine-
mot tién chat cla 5-FU) véi muc dich tao sw thuan
tién va an toan cho bénh nhan bang dwdng udng. V6i
thoi gian theo ddi trung binh 16,9 thang, ty 1& séng
thém toan bd 1-ndm, 2-ndm 1an lwot 1a 74,9% va
58,6%; sbéng thém khong tién trién 1-ndm, 2-nam |an
lwvot 67,3% va 56,9%. Nghlen clru cla L& Minh
Quang va cs. danh gia két qua phau thuat don thuan
ung thw da day cho thdy séng thém toan bd 2-ndm
dat 59%. Day la mét ty Ié cao & Viét Nam, tuy nhién
nhw chinh tac gid nay nhin nhan, ty I&é bénh & giai
doan |, 1l trong nghién clru nay cao hon so vé&i cac
nghlen ciu da bao cao [3]. Cac nghién clu nwoc
ngoal cho théy két qua diéu tri t&t hon nhiéu, nhét 1a
& cac nwdc ving Dong A. Nghién ctru clia Hyung-Sik
Lee va cs. (Han Quéc) &p dung xa- hda bd tro sau
mdé UTDD trén 31 bénh nhan (1 chu ky FP + xa-héa
déng thoi voi capeC|tab|ne + 3 chu ky FP). Két qua
cho thay ty 1& song thém toan b va song thém khong
bénh 3-ndm 1an lwot 1a 83,4% va 82,7% [6]. Nghién
ctru clia Chee Kian Tham va cs. (Singapore) so sanh
3 phac dd b trg (Xeloda-Xa tri/ 5FU- Xa tri va nhém
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chi héa tri véi 5FU, Cisplatin, Epirubicine). Két qua
cho thdy, trung vi thdi gian séng thém khéng tai phat
& nhém xa tri phdi hop Xeloda cao hon hai nhém con
lai (52 thang so v&i 35 va 25 thang- khéng co y nghia
thong ké) trong khi khong c6 sy khac biét c6 y nghia
vé trung vi thoi gian song thém toan bé [5]. Nhung
nghién ctru trén mac du_co sw khac biét ve két qua
do khac biét v& c& mau, chon lwa bénh nhan..
nhwng d&u chirng minh vai trd cla xa- héa bd tro' sau
md UTDD trong nd lyc 1am tang ty 1& kidm soét bénh.

Trong nghién ctvu cla ching tdi, that bai didu tri
dugc ghi nhan bao gém tai phat tai chd (11%), di can
xa (19,5%) va suy mon (15,9%). Nghién clru cla
Hyung-Sik Lee va cs. cho thay ty |& tai phat tai chd
(trong gi&i han trwéng chidu xa) 1a 9,7%; ty 1& di can
xa bao gdm ca di can & phtc mac la 16,1% [6]. 7,3%
cac bénh nhan coé dong thoi tai phat va di can, di can
nhiéu vi tri, nhidu nhat |a di can & phuc mac, tiép dén
la gan va ph0| Dac biét trong qua trinh theo ddi co
dén 15,9% céc bénh nhan bj suy mon, giam 2 10%
trong lvong co thé ma khong co bét ky dau hiéu tai
phat hay di cdn ndo. Biéu nay d&t ra van d& chdm
s6c tich cye cho bénh nhan trong va sau diéu tri.

KET LUAN

Két qua budc dau diéu tri bd trg sau mb ung thw
bidu m6 tuyen da day cho thay phac dd xa- hoa tri
giup tang kiém soat bénh tai chd- tai ving. Viéc thay
thé 5-FU béng capecﬂabme tao sy an toan va tién lgi
cho bénh nhan. Nghién ctru nay 14 co s& ban dau
cho nhitng thtr nghiém 1am sang nhdm danh gia vai
trd bd trg ctia xa tri ndi riéng va phac dé phdi hop xa-
héa déng thoi néi chung trong diu tri ung thw da day
tién trién.
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