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Két qua buwéc dau ciia héa xa tri dong thoi tien phau
thuat ung thu thuc quan nguc giai doan II, III dwoc sw
dung Ki thuat xa tri diéu bién thé tich cung tron 4D

Preliminary outcomes of neoadjuvant chemoradiotherapy with four-
dimensional volumetric-modulated arc therapy for Vietnamese patients
with stage II and III thoracic esophageal cancer

Doﬁn~Trung Hiép, Nguyén Manh Ha, Tran Ba Bach, . Bénh vién DKQT Vinmec Times City
Nguyen Dinh Long, Duwong Vian Nghia, Pham Dirc Huan

Tom tat

Muc tiéu: Danh gia budc dau két qua lam sang hda xa tri dong thai tién phau thuat diéu tri ung thu
thuc quan nguc mé dugc bang ky thuat DIBH-VMAT. Déi tuong va phuong phdp: 22 bénh nhan du tiéu
chuan dugc lua chon, héa tri hang tuan vaéi carboplatin (AUC = 2), paclitaxel (50mg/m? da) vao cac ngay
1,8, 15, 22 va 29, két hgp dbng thai xa tri DIBH-VMAT liéu 41,4Gy, phan lién 1,8Gy/ngay, trai liéu thudng
quy, trudng chiéu bao pha u nguyén phat, hach di can va vung hach nguy co dén chédng 2. Banh gia dap
Ung sau két thac héa xa tri déng thai tién phau thuat 3 tuan va chuyén phau thuat triét can. Két qua:
Thai gian theo déi trung binh 17,4 thang (4,5-43,8 thang), tat ca bénh nhan hoan thanh phac d6 hoa xa
tri tan b6 trg va phau thuat triét can. Doc tinh sém doé ba chi gap gidm bach cau lympho & 2 trudng hop
(9,1%). Bién ching phau thuat gap & 2 truong hop (9,1%), rd miéng ndi diéu tri bao ton 2 trudng hgp
(9,1%) hep miéng ndi vita can nong ndi soi. Khong cé doc tinh/bién chiing d6 4 va 5. C6 14 trudng hgp
(63,6%) dat dap Ung bénh hoc hoan toan, tat ca bénh nhan déu dat phau thuat triét can RO (triét can vi
thé). C6 4 bénh nhan tai phat miéng néi ngay viing ria trudng chiéu tai c6, xa tri lai va dat dap ing hoan
toan. Phan tich séng thém: S6ng thém toan bo trung binh 21,1 thang, s6ng thém toan bd 1 nam, 2 nam
va 3 nam dat lan lugt 95,2%, 95,2% va 83,3%. S6ng thém khong tién trién tai ché-tai ving 1 ndm, 2 nam
va 3 nam lan lugt 1a 89,9%; 75,6% va 54,0%. K&t ludn: Hoa xa tri tan bé trg st dung ki thuat DIBH-VMAT
trén BN ung thu thuc quén nguc giai doan I, Il mé dugc cho ty 1& dap ting tét, doc tinh/bién chiing chap
nhan dugc. Can theo déi séng thém dai han va thu thap thém BN dé phan tich sau hon.

Tt khéa: Ung thu biéu mé té€ bao vay thuc quan (ESCC), hoa xa tri tan bé trg (NACRT), xa tri nhin tha
cudi thi thé ra (DIBH), xa tri diéu bién thé tich cung tron (VMAT).

Summary

Objective: To retrospectively evaluate the preliminary clinical outcomes of neoadjuvant
chemoradiotherapy (NACRT) followed by surgery for resectable locally advanced squamous cell
esophageal cancer (LA-ESCC). Subject and method: Twenty-two patients who met with criteria were
analyzed. The chemotherapeutic regimen was weekly carboplatin plus paclitaxel. We used the Deep
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Inhale Breath-Hold Volumetric-Modulated Arc Therapy (DIBH-VMAT) technique. The dose prescription
was 41.4Gy in 23 fractions, and the irradiation field included the primary tumor, metastatic lymph nodes,
and elective regional nodal area. Surgery was planned 4-8 weeks after completion of NACRT, with a right
transthoraco-abodminal esophagectomy plus two-filed LN dissection. Result: The median follow-up time
was 17.4 months (4.5-43.8 months). All patients completed the planned NACRT and surgery. Regarding
the NACRT toxicities, the grade 3 lymphopenia was observed in 2 (9.1%) patients. Regarding the
postoperative complications, two (9.1%) patients suffered anastomotic leakage, and two (9.1%) suffered
anastomotic stenosis. There was no grade 4-5 acute toxicity. Fourteen (63.6%) patients showed a
pathologically complete response, and all patients achieved RO resection. Four patients had a recurrence
at the marginal area of the irradiation field. But these were well controlled by re-irradiation. The mean
overall survival was 21.1 months. The 1-, 2-, and 3-year overall survival rates were 95.2%, 95.2%, and
83.3%, and the 1-, 2- and 3-year loco-regional progression-free survivals were 89.9%, 75.6%, and 54.0%,
respectively. Conclusion: NACRT with DIBH-VMAT in Vietnamese patients with stage lI-lll esophageal
cancer showed a high completion rate and acceptable toxicity. Response rates were also excellent.

HOI NGHI KHOA HOC XA TRI UNG THU NAM 2023

Efficacy for survival requires long-term follow-up and further analysis in more patients.
Keywords: ESCC-Esophageal squamous cell carcinoma, NACRT-Neoadjuvant chemoradiotherapy,
DIBH-Deep Inhale Breath-Hold, VMAT-Volumetric-Modulated Arc Therapy.

1.Pat van dé

Ung thu thuc quan la bénh ung thu hay gap,
dung tha 12 vé ty |é mac theo GLOBOCAN [14, 15],
da s& bénh nhan (BN) dugc chan doan & giai doan
tién trién, va hién nay chua c6 su déng thuan quéc
gia vé chién lugc diéu tri tién phau cho nhom BN
nay. Hiéu qua clia héa xa tri dong thdi tan bé trg
(neoadjuvant chemoradiotherapy - NACRT) da dugc
khang dinh trong tht nghiém CROSS [16], s6ng
thém trung binh 8 nhém NACRT téang gap déi nhom
chi phau thuat (PT) don thuan (48,6 thang so vai 24
thang). Hon nira, khi phan tich dugi nhém mo hoc la
ung thu biéu mé vay cho thdy, nhom NACRT c6
song thém trung binh 84 thang so vai 21 thang néu
chi PT. Sau céng bd két qua nghién cdu CROSS,
NACRT theo sau la PT triét can dugc coi la diéu tri
chudn ung thu thuc quan nguc giai doan tién trién
mé dugc.

Ki thuat nhin thé cuéi thi thd ra (Deep
Inspiration Breath Hold - DIBH) la mét trong cac cach
thuc cta xa tri 4D (kiém soat thai gian bén canh 3D
khéng gian), trong d6 BN dugc huéng dan thé déu,
nhin tha khi hit vao t6i da mdc dung nap dam bao
phédi gian n& va gilt dugc thai gian nhin thé du hiéu
dung. Ki thuat thanh céng la ddm bdo BN thuc hién
dong tac cé tinh hang dinh, tai lap trong qua trinh
diéu tri [9]. Ki thuat DIBH két hop cach phan liéu xa

tri diéu bién thé tich cung tron (Volumetric
Modulated Arc Therapy - VMAT) ma trong nghién
ctu nay goi véi thuat nglr DIBH-VMAT sé giup gidm
di déng thé tich chiéu xa, cac tang nguy co nhu gan,
than, tim, tdng thé tich phdi gép phan gidm liéu
chiéu mo6 lanh, gidm tac dung phu s6m, muén sau
diéu tri.

Tai Trung tdm xa tri Vinmec Times City, hé
thong quan ly nhip thé tich hgp (Real-time Position
Management (RPM) Respiratory Gating System,
Varian Medical Systems, Palo Alto, CA) dugc trang bi
tur 9/2017 va dau nam 2018 bat dau dugc ap dung
trong xa tri 4D cac ung thu 16ng nguc, trong dé cé
ung thu thuc quan. Chang t6i tién hanh nghién cdu
nay nham muc tiéu: Bdnh gid két quad lam sang ban
dau cua NACRT su dung ki thudt DIBH-VMAT diéu tri
tién phdu ung thu thuc quén nguc mé dugc giai doan
I, Ill sau do PT triét can.

2. Déi tugng va phuong phap
2.1.Déi tuong
Tiéu chudn chon déi tuong

22 BN ung thu biéu mé vay thuc quan nguc, giai
doan II, 1l theo hé thong chia giai doan cda Uy ban
lién My vé ung thu (AJCC-American Joint Committee
on Cancer) [3], giai doan dugc xép dua trén thong
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tin toan dién tur ndi soi thuc quan, phim chup *FDG-
PET/CT, thé trang diém ECOG 0-2, tudi 18-75 tudi,
chua tung xa tri l6ng nguc do bénh ung thu khac,
khong bi bénh ung thu truéc dé. Tat ca BN dugc
diéu tri tir thang 1/2018 dén thang 10/2022. Tat ca
BN dugc phé duyét chién lugc diéu tri, phac do tai
H6i dong quan ly da chuyén khoa bénh ung thu
(tumor board), dugc PT vién thuc quan danh gia cé
thé mé dugc.

Tiéu chudn loai trir

Cac BN ung thu thuc quan nguc trén, c6 khong
c6 khéd nang nhin thé hiéu dung dé thuc hién ky
thuat DIBH.

2.2. Phuong phdp
Nghién cttu mé ta héi clu cé theo déi doc.
2.2.1. Ki thudt xa tri

Xdc dinh cdc thé tich

Thé tich u dai thé (Gross Tumor Volume - GTV)
bao gbm GTVp (u nguyén phat), GTVn (hach di can),
Thé tich bia 1dam sang (Clinical Target Volume - CTV)
bao gobm CTVp (u nguyén phat), CTVn (hach di can)
la thé tich u dai thé cong thém ving mé xung
quanh udc tinh c6 thé bi xam nhap vi thé, CTVp =
GTVp + 2cm phia trén - dudi, 0,5cm cac phia trudc
sau va trai phai. Béi v6i CTVn = GTVn + 0,5cm tat ca
cac huéng, c6 lugc bd nhitng vung CTV chéng lan
lén vung khi ctia cdy phé& quan - phéi, mé tim, than
dét song, cubng mach khong cé bang chiing nghi
ngd bi xam lan. Vung hach du phong dugc xac dinh
tuy trinh trang di can hach, u nguyén phat
(CTVupaimica): Cac vung hach thugng don, trung that
trén, dugi carina d6i véi u thuc quan nguc trén, cac
vung hach tir trung that trén dén quanh tam vi néu
u thuc quan nguc gitta va dudi. V& nguyén tac, viing
hach du phong bao trong truong chiéu xa tuong
duong nao vét hach chdang D2 cla PT nao vét hach
triét can cda ngoai khoa. Thé tich bia lap ké hoach
(Planning Target Volume - PTV) = CTV + 5mm dén
10mm tuy tung ca bénh.

Xac dinh cac co quan nguy co (OARs - Organs at
Risk): tim, phdi, tay séng, tuyén giap, gan, than, tuy
dugc vé.
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DIBH-VMAT

Tat ca BN dugc huéng dan thuc hanh ki thuat
hit vao t6i da va nhin thé cudi thi ddm bao tinh én
dinh, tai lap va duy tri dugc t6i thi€u 16-20 giay.

Trai liéu xa tién phdu

41,4Gy téng liéu, chia 23 budi xa 1,8Gy/phan
liéu cac ngay ti Thi 2 dén Thi 6 hang tuan, nghi
Tht 7, Cht Nhat.

2.2.2. Héa chdt két hop déng thoi

BN dugc truyén hoa chat hang tuan Carboplatin
AUC 2 két hgp paclitaxel liéu 50mg/m2 BSA (dién
tich da bé mat co thé - Body Surface Area) trong 5
tuan chiéu xa tuong duong cac ngay 1, 8, 15, 22 va
29 cta liéu trinh.

2.2.3.Ddnh gid ddp ting

BN sau két thuc héa xa tri dong thai dugc danh
gia dap ung vao tuan tha 3-4, tot nhat la dung '*FDG
- PET/CT danh gia dap uing, tiéu chuan danh gia dap
Ung theo RECIST (Response Evaluation Criteria In
Solid Tumor) phién ban 1.1. Boc tinh dugc danh gia
theo CTCAE (Common Terminology Criteria for
Adverse Events) phién ban 5.0 nam 2017.

2.2.4. Phdu thudt

BN sau két thic hoa xa tri dong thoi dugc danh
gia dap Ung vao tuan thua 3 - 4, tot nhat la dung
"FDG - PET/CT danh gia dap ung, hoac CT nguc
bung c6 tiém thudc can quang, sau dé BN dugc PT
theo ké hoach trong khoang thai gian 4 - 8 tuan sau
két thuc diéu tri tan bé trg bang PT cat doan thuc
qguan, nao vét hach dat chang 2. Ngoai ra, BN dugc
chuan bi va tién hanh phac d6 cham séc chu phau
héi phuc sé6m (ERAS - Enhance Recovery After
Surgery guideline protocol) [8].

2.2.5. Phén tich s6 liéu

Kiém dinh Mann-Whitney U Test va Fisher's
Exact Test dugc st dung véi bién dinh tinh, phan
tich séng thém dugc uéc lugng theo phuong phap
Kaplan-Meier, gia tri p<0,05 dugc coi cé y nghia
théng ké.
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3.Két qua

3.1. Bdc diém chung nhém déi tuong nghién ciru

Bang 1. Cac dac diém chung ciia nhém BN trong nghién ciu
(ECOG= Eastern Cooperative Oncology Group)

Dac diém n | %
Tudi (ndm) Trung binh (khoang) 61(57-71)
GiGi Nam 22 100
N 0 0
0 4 18,2
ECOG (Eastern Cooperative Oncology Group) | 1 12 54,5
2 6 27,3
Body Mass Index <18 3 13,6
(BMI) =18 19 86,4
Tién s dling rugu Co 22 100
Hut thudc 1a Cco 20 90,9
Bénh tiéu dudng () 5 22,7
Tang huyét ap Co 2 91
L. A s I 6 27,3
Giai doan lam sang m 16 727
Nguc trén 0 0
Vi tri u nguyén phat Nguc gilra 10 45,5
Nguc dudi 12 54,5

Nhdn xét: Tubi trung binh 61, toan bd BN 1a nam gidi, c6 st dung rugu, 90,9% c6 hut thudc 13, da s6 c¢6 diém
toan trang tot 16/22 (72,7%) miic ECOG 0, 1, hau hét giai doan Il (72,7%), chi gép thuc quan nguc gila, dudi.

3.2. Déc tinh va dung nap

Bang 2. Pdc tinh cip cia liéu trinh diéu tri tan bé tro

Péc tinh n (%)
- P61 | Po2 P63 | DPo4 Do 5
Huyét hoc
Thi€éu mau 4(18,2) 4(18,2) 0 0 0
Giam bach cau 5(22,7) 3(13,6) 0 0 0
Giam bach cau lympho 8(36,4) 3(13,6) 2(9,1) 0 0
Giadm bach cau hat 8(36,4) 4(18,2) 0 0 0
Gidm tiéu cau 4(18,2) 2(9,1) 0 0 0
Ngoai hé huyét hoc
Mét moi 8(36,4) 14 (63,6) 0 0 0
Buén nén 6 (27,3) 3(13,6) 0 0 0
Non 4(18,2) 2(9,1) 0 0 0
Viém thuc quan 8(36,4) 6(27,3) 0 0 0
Viém da 3(13,6) 0 0 0 0
Tang men gan 5(22,7) 1(4,5) 0 0 0
Viém phéi 3(13,6) 1(4,5) 0 0 0
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Nhdn xét: Tat cd BN déu hoan thanh liéu trinh héa xa tri tan bd trg. Doc tinh huyét hoc cha yéu la ha
bach cau lympho (59,1%), trong dé c6 02 BN ha dé 3. Ngoai ra cac doc tinh khac déu chi & mic do 1, 2 - chap
nhan dugc. Déi véi nhom doc tinh cap ngoai hé huyét hoc thi mét mai la hay gap nhat véi 63,6% cé mét moi
dd 2, c6 01 BN tiéu dudng trong nhom cé viém phéi dé 2 can dung corticoid hd trg va dap tng tot.

3.3. Két qud phau thudt, bién ching hdu phéu

Bang 3. Két qua PT va bién chiing hdu phau (pCR= pathologic complete response - dap ting bénh hoc
hoan toan, pPR = pathologic partial response - dap ting bénh hoc mét phan)

Két qua/ Bién chiing N %

Két qua PT (RO) Co 22 100

- L pCR 14 63,6
Dép ung diéu tri oPR 3 36,4
S6 lugng hach vét dugc Trung binh (Khoang) 15(9-21)
Mau mat trong mé (ml) Trung binh (Khoang) 225 (150-330)
Thdi gian PT (phut) Trung binh (Khoang) 240 (192 - 260)
Thdi gian luu vién (ngay) Trung binh (Khoang) 82(7-12)
RO miéng noi co 2 9,1
Hep miéng noi Co 2 9,1
Loét miéng mé thong da day cé 2 9,1
Liét day qudt ngugc Co 1 4,5
Tran dich mang phdi o 1 4,5
Nhiém trung phéi Co 1 4,5
Nhiém trung vét mg o 1 4,5

Nhdn xét: Tat cad BN déu dugc mé thanh cong, két qua sau mé cho thady déu dat triét can vi thé (RO). Vé
dap ung diéu tri, c6 14/22 (63,6%) dat dap ting hoan toan bénh hoc, cac bién chiing sau mé hay gap nhat la
rd miéng ndi, hep miéng ndi. Dac biét, tat ca BN déu ra vién trong vong dudi 2 tuan, ddm bao vao diéu tri bé
trg sau mé & nhém c6 chi dinh (dap ting mét phan sau hoa xa tri tan bé trg).

3.4. Két qua phdn tich séng thém

Overall Survival (0S)
i —1overall Survival

100 H“[ —+= Censored
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Hinh 1. Biéu d6 séng thém toan bd (OS - Overall Survival)
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Thai gian theo doi 4,5 dén 43,8 thang, trung binh
17,4 thang. Tai thai diém két thuc théng ké, c6 02 BN
t& vong do dét quy, khong cé BN chét do ung thu. Ty
lé séng thém toan bd 1 nam, 2 ndm va 3 nam tuong
ung 95,2%; 95,2% va 83,3% (Hinh 1). S6ng thém
khong tai phat tai chd - viing tai 1 nam, 2 nam va 3
nam tuong ung la 89,9%; 75,6% va 54,0% (Hinh 2).

Loco-Regional Progression-Free Survival (LRPFS)

~IILRPFS
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Survival time (months)
Hinh 2. Bi€u d6 s6ng thém khong tién trién
tai ch6 - viing (LRPFS - Loco-Regional Progression-
Free Survival)

3.5. Tdi phdt

Co 4 BN tai phat miéng néi, vung ria trudng
chiéu xa, va déu dugc xa tri lai, c6 1 trudng hop dap
Ung hoan toan, 3 trudng hop dap ting 1 phan.

4. Ban luan

Chung t6i tién hanh phan tich hoi ciu két qua
ban dau va déc tinh cap clia héa xa tri tién phau su
dung ki thuat xa tri diéu bién thé tich cung tron tai
cudi thi hit vao gang suc (DIBH-VMAT) déi vai bénh
nhan ung thu biéu mé vay thuc quan nguc gida
dudi c6 chi dinh mé cho thdy két qua lam sang rat
trién vong véi ddc tinh muic chap nhan dugc.

Cac nghién cttu nhitng ndam gan day cla céc tac
gid nuéc ngoai déu cho thay, hoa xa tri tan bé trg
déi vai ung thu thuc quan nguc mé dugc cho két
qua kiém soat tai ché - vung t6t hon so véi PT don
thuan [1, 2, 5, 7, 11, 13, 16]. Berger va céng su két
luan nhirng BN dap (ng tét, ha dugc giai doan vé 0, |

sé cd két qua soéng thém toan bod va séng thém
khong bénh tot hon so véi nhom khéng ha dugc
giai doan sau diéu tri tru6c mé (p=0,022) [2]. Hon
nta, nhiing BN c6 dugc két qua PT triét can vi thé
(RO) cling c6 két qua séng thém OS va DFS (Disease
Free Survival) vugt troi véi gia tri tuong Ung
p<0,0001 va p<0,0002. Cac bdo cdo tu nghién ciu
CROSS [4, 11, 16] cing khdng dinh ré rang lgi thé
song thém cta NACRT két hgp PT vuot xa PT don
thuan véi trung binh OS 48,6 thang so vdi 24 thang
(chi s6 Hazard Ratio - HR: 0,68; khoang tin cay 95%
Confidence Interval - Cl: 0,53-0,88; log-rank p=0,03)
[11]. Phan tich dai han sau d6 cho thay, lgi thé nay
con kéo dai it nhat 10 nam sau diéu tri [4].

Hién nay & Viét Nam chua thdy c6 nghién ctu
chinh thuc vé hiéu qua, an toan cla diéu tri NACRT
két hgp véi PT diéu tri triét can ung thu thuc quan
nguc st dung DIBH-VMAT. Trong nghién ctu nay,
chuing t6i thuc hién phéac dé hda tri theo nghién ctu
CROSS, muc dung nap ctia BN Viét Nam la rat tot,
khong cé doc tinh d6 3 gdy gian doan diéu tri,
khéng c6 ca nao bién ching d6 4 va 5, cling khong
c6 BN nao phai tri hoan PT theo ké hoach. Hon nira,
cac bién ching hau phiu déu muc dé nhe, diéu tri
bdo ton. Ty lé dap Ung toan bd bénh hoc cao
(63,6%) hon nhiéu nghién cuu, ly giadi cho két qua
nay c6 thé xem xét 1a BN c6 toan trang t6t, mé hoc la
tuyp té bao vay, ki thuat xa tri d6 chinh xac cao, doc
tinh sém rat han ché, phac d6 hda tri theo tuan. Cac
chi s6 séng thém cing dang khich 1& vai OS tai 1
nam, 2 nam va 3 nam tuong Ung 95,2%; 95,2% va
83,3%. Trong 4 trudng hgp tai phat miéng n6i mac
du da PT dat triét can vi thé (R0), nhém diéu tri da
chuyén khoa ban luan dua gid thuyét rang c6 thé
reo rac té bao lién quan PT la nguyén nhén cla hinh
thai tai phat nay.

Han ché ctia nghién ctu nay la so6 lugng BN nho,
thoi gian theo déi ngan, khong c6 nhém déi ching
lich str, chua dua phan tich sau cac thong sé tinh liéu
l[dam sang. Phan tich song thém hién tai con chua c6
do tin cay cao. Tuy nhién, vdi ty |é dap ing bénh hoc
sau m& cao va doc tinh cdp & muc chdp nhan duoc,
DIBH - VMAT la ki thuat c6 tinh thuc té€ va c6 thé ap
dung réng rai han dé danh gia toan dién va sau hon.
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5. Két luan

DIBH - VMAT két hop héa tri déng thai diéu tri

tan bd trg ung thu thuc quan nguc mé dugc cho két
quéa dung nap t6t, dap ting bénh hoc sau mé cao va
bién chiing sau mé & muc chap nhan dugc. Can
thém s6 lugng BN va theo déi doc dai hon dé danh
gia sau va toan dién hon, trong dé bao gom déc tinh
mudn va séng thém dai han.
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