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TOM TAT

Muc tiéu: Danh gia dac diém tai phat va yéu t6 tién luong sau héa xa trj ddng thoi tan bé tro theo phac dé6 CROSS
va phau thuét & bénh nhan carciném té bao gai thuc quan.

Déi twong, phwrong phap: Nghién ctru héi ctru loat ca trén 46 bénh nhén giai doan Il - I, diéu tri tai Bénh vién
Ung Buéu TP.HCM (12/2020 - 6/2024).

Két qua: Ty Ié dép (g hoan toan (pCR) dat 47,8%. Trong thoi gian theo d6i trung vi 26,7 thang, tai phét xay ra &
9 bénh nhén (18,7%), chu yéu trong 2 ndm déu tién sau két thic diéu tri. Toan bd tai phat Ia di can xa, chi yéu & phdi,
5 trrong hop (55,6%). Nhém dat pCR c6 ty 16 téi phat thdp hon dang ké so véi nhém khéng pCR (5% vs 33%). Séng
con khéng bénh va séng con toan bé ciing tét hon & nhém pCR.

Két luan: Bap ting moé hoc hoan toan sau héa xa tri 1a yéu té tién luong quan trong gilp gidm nguy co tai phat
va cai thién séng con. Phac d6 CROSS Ia lwa chon diéu tri hiéu qua cho carciném té bao gai thuc quan tai Viét Nam.

Ttr khéa: Ung thuw thue quén, héa xa tri tan bé tro, tai phét.

ABSTRACT
RECURRENCE PATTERNS AFTER NEOADJUVANT CHEMORADIOTHERAPY AND SURGERY IN
ESOPHAGEAL CANCER

Nguyen Thi Thoai An"?, Quan Anh Tien?3, Pham Hung Cuong®*

Objectives: To evaluate recurrence patterns and prognostic factors after neoadjuvant chemoradiotherapy (CROSS
protocol) and surgery in patients with esophageal squamous cell carcinoma.

Methods: A retrospective case series was conducted on 46 patients with stage Il - lll disease at Ho Chi Minh Oncology
Hospital (12/2020 - 6/2024).

Results: The pathological complete response (pCR) rate was 47.8%. After a median follow-up of 26.7 months,
recurrence developed in 9 patients (18.7%), mainly within the first two years post-treatment. All recurrences were distant
metastases, primarily in the lungs (5 cases, 55.6%). The pCR group had a significantly lower recurrence rate compared to
the non-pCR group (5% vs. 33%). Disease-free survival was also significantly better in the pCR group.

Conclusion: Pathological complete response after chemoradiotherapy is an important prognostic factor associated
with lower recurrence risk and improved survival. The CROSS protocol is an effective treatment strategy for esophageal
squamous cell carcinoma in Vietnam.

Keywords: recurrence, neoadjuvant chemoradiation therapy, esophageal cancer.
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I. PAT VAN PE

Tai Viét Nam ung thu thuc quan la bénh ly
ac tinh duong tiéu hoa co tién lugng xau, theo
GLOBOCAN 2022, xut d¢ va tir suét lan luot la
3,1 va2,9/100.000 dan.

Céc thir nghiém 1am sang ngiu nhién va phan
tich gop cho thdy, & bénh nhan ung thu thyc quan
giai doan con tai chd tai vung, hoa xa tri déng thot
tan bo trg két hop voi phiu thuat cai thién sdng con
khong bénh va sdng con toan bd so voi phiu thuat
don thuan. Cu thé, trong nghién ctiru CROSS, trung
vi sdng con toan bd & nhém didu tri phdi hop 12 49,4
thang so v6i 24,4 thang khi phiu thuat don thuan.
Ti 1¢ dap ung hoan toan vé mit mo hoc (pCR) dat
49,0%, day 1a mot yéu tb tién lugng tot [1]. Mic du
két qua kha quan, ti 1& tai phat & nhoém pCR 1én t6i
21% [2].

Trong khi 75% bénh nhan cta nghién cou
CROSS c¢6 giai phau bénh 1a carcindém tuyén, thi
& Viét Nam carcindm té bao gai la thé mé hoc chu
yéu. Hoa xa tri dong thoi tan bd tro trong ung thu
thuc quan da dugc Bénh vién Ung budéu TP.HCM
trién khai tir nam 2018, véi phac do tuong tu nhu
nghién ctru CROSS. Vay thi ddc diém that bai dicu
trj & carcindm té bao gai thuc quan nhu thé nao?
Chung t6i thyc hién nghién ctru nay nham khao sat
dic diém tai phat, sng con va cac yéu té anh huong
dén tai phat & bénh nhan ung thu thuc quan giai
doan tai chd tai vung duoc hoa xa tri déng thoi tan
b trg két hop v6i phiu thuat.

II. POI TUQONG VA PHUONG PHAP NGHIEN
cUU
2.1. Thiét ké nghién ciru va ddi twong nghién ctru

Daiy la nghién ctru loat ca, hdi ciru nhitng bénh
nhan ung thu thuc quan duoc diéu tri bang hoa
xa tri dé)ng thoi tan b trg két hop phau thuat tai
Bénh vién Ung buéu TPHCM tur thang 12/2020
dén thang 6/2024 thoa man céc tidu chuan sau:
c6 giai phau bénh 1a carcindém té bao gai, xép giai
doan II, IIT theo AJCC 8th. Bénh nhan méc dong
thoi cac bénh ly ung thu khac, hoac phat hién c6
di cin xa trong luc phau thuat s& dugc loai trir
khdi nghién curu.

2.2. Quy trinh nghién ctru

Bénh nhan duoc hoéa xa tri déng thoi theo phac
dd ciia nghién ctru CROSS, lidu xa 41,4 Gy/23 phan
lidu v6i hoa tri paclitaxel - carboplatin hang tudn.
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Sau hoan tit hoa xa , téi thiéu 4 - 6 tudn, bénh
nhan duogc phau thuat cit thuc quan va nao hach
vung theo phuong phap McKeown. Toan bd bénh
phiam duoc giri tron dé danh gia dap tng mé hoc.
Pap tng hoan toan (pCR) khi khong con té bao
ac tinh & ca budu va hach. Sau d6, bénh nhan
duogc theo doi dinh ky mdi 3 - 6 thang. Chan doan
tai phat khi c6 bang chtng trén hinh anh hoc hoic
moé hoc. Song con khong bénh duoc tinh tir ngay
phau thuat dén khi bénh nhan tai phat, di can.
Séng con toan bo dugce xac dinh tir ngay phiu
thuat dén khi bénh nhan tir vong hoic thoi diém
chdm dirt nghién ctru.

2.3. Phén tich s6 liéu

Phén tich s6 liéu bang phan mém STATA 20.0.
Str dung phép kiém Mann - Whitney U dé so
sanh hai bién sé dinh luong khong c6 phan phdi
chuan. Phép kiém Chi binh phwong hodc Fisher
dung dé so sanh 2 nhém bién sé dinh tinh. Dé
danh gia cac yéu t6 anh huong tai phat, phan
tich hoi quy logistic ap dung cho phén tich don
bién va da bién. St dung phuong phap Kaplain-
Meier dé udc luong séng con toan bd va sbng
con khong bénh. Gia tri p < 0,05 duogc xem la
khéc biét c6 y nghia thong ké.

III. KET QUA
3.1. Pic diém dan sé nghién ctru

Chung t6i tuyén chon duoc 46 bénh nhan phu
hop dua vao nghién ctu véi 100% la nam gidi. Ty
1¢ d4p g hoan toan (pCR) sau hoa xa tri dong thoi
1a 47,8%. Phan tich dic diém nhom bénh theo tinh
trang pCR khong thay c6 sy khac biét c6 ¥ nghia vé
cac dic diém bénh hoc va diéu tri (Bang 1).

Trudce diéu tri, c6 28 bénh nhan (58,3%) duoc
chan doan giai doan bang PET - CT. Vé dic diém
bénh hoc, ¢ ca hai nhom, budu grad 2 chiém wu
thé gan % sb truong hop. Giai doan budu ¢T3
chiém ty 18 cao nhat (77 - 92%). Vé dic diém
diéu tri, hon 50% bénh nhan trong nghién ctru
duoc xa tri béng k¥ thuat IMRT. Hon 80 % bénh
nhan hoan thanh 5 chu ky héa tri, cac truong hop
con lai gian doan hoa tri la do ddc tinh huyét hoc
d6 3,4. O hai nhénh, lan lugt 73% va 62% bénh
nhan duogc phﬁu thuat sau 8 tuan két thuc hoa xa.
Xét chung trén ca nhom bénh nhéan, s hach trung
binh dugc xét nghiém giai phdu bénh sau mé 1a
20 £ 6 hach.
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Bang 1: Dic diém dan s6 nghién ctru phan b theo dap ung hoan toan

2 Khoéng dat
o e Tong bat pCR : ..
Dac diém N = 46 n=22 pCR Giatrip
n=24
Do tudi
(trung vi & 05 léch chudn) 56 (44-73) 56,2 57,3 0,7
Do 0 9 3 (14%) 6 (25%)
) Po 1 23 12 (55%) 11 (45%)
Nudtnghen | b 8 4 (18%) 4 (17%) 08
Po 3 6 3 (14%) 3 (13%)
Chiéu dai budu (cm)
, +
(trung vi = d6 léch chudn) 4617 4.9 43 0.11
o 1/3 nguc gilra 20 9 (41%) 11 (46%)
Vitbuou | e dusi 26 13 (59%) 13 (54%) 0.7
Grad 1 3 3 (14%) 0 (0%)
Grad md hoc | Grad 2 35 17 (77%) 18 (75%) 0,08
Grad 3 8 2 (9%) 6 (25%)
. _|eT2 7 5 (23%) 2 (8%)
Giai doan butu | .4 39 17 (77%) 22 (92%) 0.17
cNO 23 9 (41%) 14 (58%)
Giai doan hach | cNI1 19 11 (50%) 8 (33%) 0,47
N2 4 2 (9%) 2 (8%)
o 3D 18 9 (41%) 9 (38%)
Kythuatxa |\ iy 28 13 (59%) 15 (62%) 0.81
3 3 0 (0%) 3 (13%)
Chu ky hoa tri | 4 2 1 (5%) 1 (4%) 0,23
5 41 21 (95%) 20 (83%)
1‘;}1111 %&l})k;t <8 tudn 15 6 (27%) 9 (38%) 046
A 0 0 B
dén phia thuae |~ S D 31 16 (73%) 15 (62%)
Phuong phép | 2 vung 43 22 (100%) 21 (87%) 0.08
nao hach 3 vung 3 0 (0%) 3 (13%) ’

3.2. Pic diém tai phat

V6i trung vi thoi gian theo di 1a 26,7 thang (8 — 66 thang), ¢ tong cong 9 bénh nhén tai phat di cin xa,
chiém ti 1& 18,7%.

Trung vi thoi gian tai phat 13 9,8 thang , nho nhét 3 thang , 16n nhat 24,2 thang.

Trong d6, & nhoém pCR chi ¢6 1 bénh nhén tai phat (5%), di cin phdi va phin mém tai thoi diém 6
thang, 8 bénh nhan con lai thuoc nhoém khong dat duoc pCR (33%). Céac trudng hop tai phat cha yéu xay
ra trong 24 thang sau khi hoan tat diéu tri, trong d6 phan 16n truong hop di can sém (< 12 thang) chiém
77,8% (Biéu dd 1).
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Biéu db 1: Ti 1¢ tich liy cac trudng hop tai phat theo thoi gian

V& co quan tai phat, 100% truong hop 14 di cin xa, khong c6 bénh nhan nao tai phat tai chd tai viing. Trong
9 bénh nhan, c6 6 truong hop di can don doc (mot vi tri) chiém ty 1€ 66,7% va 3 truong hop di can nhiéu vi tri,
chiém 33,3%. Xét riéng g co quan, di can phdi 1a nhiéu nhat, 5 truong hop (55,6%) (Bang 2).
Bang 2: Cac co quan tai phat

Vi tri di ciin S6 lwgng Ti 1§ %
Di can gan don doc 2 22,2
Di can phoi don doc 3 33,3
Di cin tuyén thuong than 1 11,1

Di can > 2 vi tri
* Phoi + hach ¢o

« Phdi + phan mém 3 33,3
¢ Phan mém + hach c6
Tong cong 9 100

Dua vao md hinh hdi quy logistic, trong phén tich don bién, dap ing hoan toan tai budu 1a yéu t6 anh
huong dén tai phat co su khac biét c6 ¥ nghia thong ké. Budu khong dat ypTO co nguy co tai phat gap 11
1an so v6i budu tan hoan toan. Tuy nhién , khi dwa vao mé hinh hoi quy da bién c6 kiém soat dong thoi
v6i cac yéu té khéac, bang phuong phap loai bé ngugc (backward elimination) mbi lién hé gitra dap tng
budu va tai phat khong con dat y nghia thong ké. (Bang 3)

Biang 3: Phan tich don bién va da bién cic dic diém lién quan dén tai phat

Phén tich don bién Phén tich da bién
Bién ddc 13p OR (khodng tin o OR (khodng tin o
cdy 95%) Gia trip cdy 95%) Giatrip
Tubi 0,9 (0,84 - 1,06) 0,34 0,9 (0,7 - 1,06) 0,25
Vi tri bu6u (giita/ dudi) 1,02 (0,3 - 3,4) 0,97 0,8 (0,14 - 4,80) 0,83
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Phién tich don bién Phin tich da bién
Bién dc lap OR (khoéng tin L OR (khodng tin o
cay 95%) Giatrip cay 95%) Giatrip
Chiéu dai budu 0,89 (0,54 - 1,46) 0,66 1,22 (0,7 -2,1) 0,46
Do mo hoc (Grad 1,2/3) | 0,46 (0,97 -2,21) 0,33 1,07 (0,13 - 8,3) 0,94
Giai doan hach ¢cNO/cN+ | 2,03 (0,50 - 7,60) 0,29 1,61 (0,24 - 10,73) 0,62
Giai doan bénh (II/1IT) 2,03 (0,54 - 7,64) 0,29 -
ypT (ypTO0/ypT+) 11,14 (2,3 - 52,5) 0,002 -
ypN (ypNO/ypN+) 3,7 (0,93 - 14,8) 0,061 1,24 (0,21 -7,1) 0,8
bép tng pCR *
0,05 (0,005 - 0,45 0,07 0,05 (0,005 - 0,45 0,07
(pcmkhéng pCR) b ( b b ) b b ( b b ) b
* Pdp 1mg pCR: ddp tmg hoan toan vé mé hoc & ca budu va hach
3.3 Pic diém séng con
8 ’ pCR =3
pCR
3| Khéng pCR g
= &P c Khéng pCR
p=0,002 p=0,056
g1 g
) 20 20 80 g0 Thang = 20 4D 80 80

Song con khong bénh

Song con toan bo

Biéu dd 2: Song con khong bénh va sdng con toan bd theo pCR

Phén tich sdng con theo biéu d6 Kaplan - Meier cho thay mdi lién hé dang ké gitra tinh trang dap ung
mo hoc hoan toan va tién lugng bénh (biéu dd 2). Ty l¢ séng con khong bénh ¢ nhoém dat pCR vuot trdi
so voi nhom khong dat pCR, véi su khac biét c6 y nghia thdng ké (p = 0,002). Trong khi do, ty 1é song
con toan bd ¢ nhom dat pCR ciing cao hon, tuy chua dat ngudng y nghia théng ké (p = 0,056), cho thiy

xu hudng cai thién song con & nhom nay.

IV. BAN LUAN

Hoa xa tri tin b trg cho ung thu thuc quan giai
doan tai chd tai vung tré thanh diéu tri vu thé cho
cac truong hop phau thuat dugc. Véi viée ap dung
phac do cua nghién cru CROSS vio cac truong
hop c6 giai phiu bénh 1a carcindm té bao gai tai
Viét Nam, ti 16 pCR rat kha quan, dat gn 50%.
Nhitng truong hop dat dugc pCR c¢6 ti 1¢ tai phat
thip hon, x4c suat séng con khong bénh va song
con toan b cao hon phan nhém con lai.

136

Trong nghién ctru ctia chiing t6i, cac truong hop tai
phat (18,7%) chu yéu xay ra trong 2 niam dau sau diéu
tri voi di cin phoi chiém uu thé. Diéu nay ciing trong
dong vai dit liéu clia tac gia Nagaki, trén 127 bénh nhan
carcindm té bao gai, cho thiy khoang 50% truong hop
tai phat xay ra trong nam dau, va hau hét trong vong 3
nam sau diéu trj bt ké dap tmg voi hoa xa tri [3]. Diéu
ndy nhin manh tim quan trong cua theo ddi sat trong
nhitng nim dau sau diéu tri, dat ra gia thuyét can cac
bién phap diéu tri bo trg nhdm giam tai phat som.
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Vé dic diém co quan tai phat, toan bd cac
truong hop that bai diéu tri trong nghién ctu 1a
do di can xa. Theo két qua 10 ndm ctia nghién ciru
CROSS, ti 1& tai phat tich lily tai chd tai vung, di
cin xa va phdi hop ca hai lan lugt 1a 8%, 27% va
13%, v6i di can xa chiém uvu thé [4]. Su khac biét
trong dic diém tai phat co thé phan anh hiéu qua
kiém soat tai chd cua hoa xa tri, song cling can tang
cuong kiém soat di cin xa bang cac bién phap diéu
tri toan than mai.

Pép tmg hoan toan (pCR) la yéu t6 du doan
manh mé& nguy co tai phat va tién luong séng con.
Trong nghién ctru nay, chi c6 5% bénh nhan trong
nhom pCR tai phat, so vdi 33% ¢ nhom khong dat
pCR, tir d6 cho thdy xu huéng bénh nhan dat pCR
dat duoc song con dai hon. Tuong tu, nghién ciru
da trung tdm cua Zhao va cong su trén 582 bénh
nhan carcindm té bao gai, bénh nhan c6 ypTON+,
ypT+N+ c6 ty 18 tai phat gan gip d6i so voi ypTONO
(44,4%, 54,2% so v6i 22,3%) [5]. Két qua nay cho
thay, dap ing hoan toan tai buéu nguyén phat chua
du dam bao tién lwong tdt néu bénh nhan con di
can hach sau hoa xa.Hon nita, cac nghién ctru ciing
chi ra rang, con ypN(+) 1a mot yéu té tién doan
manh nguy co di can xa so vdi ypT(+). Nguoc lai
ypT(+) thudng lién quan dén tai phat tai chd [5, 6].

Chinh vi vay, t6i wu hoa phac dd tan bd trg nham
tang ty 1& pCR co thé gitip cai thién két cuc bénh.
Trong khi hoa xa tri dong thoi cho ty 1& pCR dat
tu 43,2 - 49,0% (nghién cdtu CROSS, NEOCRTE
501012), thi ty 18 nay ¢ héa tri tin hd tro rat thap,
chi 2,5 - 4,5% (OEO2, RTOG 8911, JCOG 9907)
[1,7-10]

Nghién cuu cia chung t61 con mot s6 han ché
nhu ¢& mau nhé va thoi gian theo dodi chua du dai
dé danh gia toan dién két cuodc diéu tri. S6 luong
bién cd it ciing 1am han ché sitc manh thong ké ciia
phan tich dudi nhém céc yéu té anh hudng tai phat.
Tuy vay, voi quy trinh chan doan va diéu tri thong
nhat va c6 tinh chinh x4c cao, nghién ctru budc dau
cling cho thiy dugc hiéu qua cua hoa xa tri dong
thoi tan bo trg & carcindm té bao gai thuc quan va
nhan manh vai tro ciia pCR nhu 12 mét yéu t6 tién
lwgong manh cho nguy co tai phat.

V. KET LUAN

Hoa xa tri dong thoi tan bd tro véi phac do

CROSS cho thiy hiéu qua dang khich 1¢ ¢ bénh
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nhén carcindém té bao thuc quan giai doan tai chd
tai ving véi ty 18 pCR gan 50%. Tai phat chii yéu
1a di cin xa, nhiéu nhét 1a di can phdi, xdy ra trong
hai nam dau sau hoan tat diéu tri. Pat duoc pCR
c6 lién quan dén nguy co tai phat thap, tir do, cai
thién sdng con khong bénh va séng con toan bd so
v6oi nhom khong dat duge pCR.

DPao dirc nghién ciru

Dé cuong nghién ciru di duoc thong qua Hoi
déng dao duac cua Bénh vién Ung budéu TP.HCM
ngdy 23/10/2023. Tét ca cic bénh nhan déu duoc
giai thich ky vé loi ich va cac bién ching co thé
xay ra khi diéu tri. Moi thong tin ctia bénh nhan
déu dugc bao mat va chi su dung cho muc dich
nghién ctru.

Tuyén b vé xung dot lgi ich
Cac tac gia khang dinh khong c6 xung dot 1gi ich
do6i véi cac nghién ctru, tac gia, va xuat ban bai bao.
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