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Panh gia budc dau két qua hoa xa tri dong thoi két hop
hoéa tri bé trg trwéc phau thuit bénh nhin ung thuw truc
trang giai doan II, 111

The initially results of neoadjuvant chemoradiation followed by
consolidation chemotherapy for stage II, I1I rectal cancer patients

Nguyén Hai Hoang*,**, Nguyén Thj Nga*, *Bénh vién Ung budu Nghé An,
Nguyen Viet Binh*, Vii Hong Thang*** **Tryong Pai hoc Y Ha N,

***Beénh vien K
Tém tat

Muc tiéu: BDanh gia két qua dap tng hoan toan trén lam sang (cCR) va cac yéu t6 lién quan & bénh
nhan ung thu truc trang giai doan II-lIl dugc diéu tri bang hoa xa tri tdn bé trg theo sau héa tri ciing ¢
(lidu phap tan bé trg toan dién) trudc phau thuat. Béi tuong va phuong phdp: 36 bénh nhan ung thu truc
trang giai doan Il Ill tai Bénh vién Ung buéu Nghé An tir thang 4/2022 dén thang 4/2023 dugc diéu tri
hda, xa tién phau gom xa tri diéu bién liéu (IMRT) 50,4Gy/28 phan liéu dong thai véi Capecitabine
825mg/m? x 2 lan/ngay x 5 ngay/tuan, theo sau dé la 12-16 tuan héa chat ciing c6 bang FOLFOX hodc
CAPEOX. Danh gia dap ting trén Iam sang sau khi hoan thanh xa tri 6-12 tuan va 18-24 tuan bang tham
truc trang, ndi soi truc trang va MRI tiéu khung. Danh gia mai lién quan gidia cac dac diém lam sang va
cCR. Két qua: Ty |& cCR sau xa tri 6-12 tuan la 11,1% va 18-24 tuan la 36,1%. Cé su khac biét c6 y nghia
thong ké vé ty Ié cCR gitra cac nhém: U T2-3 (43,3%) so vai T4 (0%), hach NO (100%) so véi N1 (40%) va
N2 (22,7%), u dang sui (66,7%) so véi dang sui loét (20,8%) va u < 4cm (72,2%) so véi u > 4cm (0%)
(p<0,05). Két ludn: Ty lé cCR tai thai diém sau khi két thic xa tri 18-24 tuan cao hon tai thai diém 6-12
tuan. Cac khéi u < T3, hach NO, chiéu dai u < 4cm, hinh théi u dang sui c6 ty 1é cCR cao.

Turkhéa: Ung thu truc trang, dap ing hoan toan trén 1am sang, liéu phéap tan bé trg toan dién.

Summary

Objective: To evaluate the clinical complete response (cCR) and related factors in stage II-lll rectal
cancer patients treated with neoadjuvant chemoradiation followed by consolidation chemotherapy
(total neoadjuvant therapy) before surgery. Subject and method: 36 rectal cancer patients at stage II-llI
underwent preoperative chemoradiationof 50.4Gy/28fx concurrent with Capecitabine 825mg/m?, twice
a day x 5 days/week followed by 12-16 weeks consolidation chemotherapy of FOLFOX or CAPEOX from
April 2022 to April 2023 at Nghe An Oncology Hospital. Treatment response were assessed at the time of
6-12 weeks and 18-24 weeks from the last day of radiotherapyby digital rectal examination, flexible
rectoscopy, and pelvic MRI. The relationship between clinical factors and cCR was evaluated. Result: The
cCR rates were 11.1% at 6-12 weeks and 36.1% at 18-24 weeks post radiotherapy. There were statistically
significant differences in cCR rates among the following groups: tumor stage T2-3 (43.3%) versus T4 (0%),
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nodal stage NO (100%) versus N1 (40%) and N2 (22.7%), scarbrous tumor (66.7%) versus ulcerated - scabrous
tumor (20.8%), and tumor length < 4cm (72.2%) versus > 4cm (0%) (p<0.05). Conclusion: The percentage of
patients who achieved cCR at 18-24 weeks was higher than at 6-12 weeks after the end of radiotherapy.
Tumors < T3, lymph nodes NO, tumor length < 4cm, scarbrous morphology had high cCR rates.

Keywords: Rectal cancer, clinical complete response, total neoadjuvant therapy.

1.Pat van dé

Ung thu tryc trang (UTTT) la bénh ly &c tinh phé
bién cla dudng tiéu hoa, trén thé gidi hang nam cé
732.210 ca mac mdéi va téi 339.022 ca tir vong. Tai
Viét Nam, méi nam c6 khoang 9.399 ca mdi méc va
4.758 ca tirvong [6].

Trudc day, hoa xa tri déng thai (CRT) tan bé trg,
sau do la phau thuat va hoa tri bé trg la phuong
phap diéu tri tiéu chudn & nhing bénh nhan (BN)
ung thu truc trang giai doan lI-lll. Tuy nhién, ti 1é dap
Ung hoan toan vé mé bénh hoc chi tir 10-30%, ty 1é
di can xa cao va dudi 50% bénh nhan tuan thu du
lich trinh hoa chat sau phau thuat [11]. Hién nay, liéu
phap tan bd trg toan dién (TNT) la mét phuong
phap ti€p can dugc khuyén cao cho bénh nhan ung
thu truc trang giai doan tién trién tai chd, sir dung ca
héa tri va hod xa tri trudc phau thuat gép phan cai
thién nhirng han ché clia phuong phap diéu tri tiéu
chuén trudc day.

Két qua tir nhiéu phan tich téng hop cho thay
TNT khong chi lam tang ty 1é dap Ung hoan toan
trén mo bénh hoc, ma con gilp tang ty 1& BN dung
nap diéu tri. Bén canh d6, phuong phap nay con
giup tang kha nang bao tén co quan, thong qua hoa
tri liéu c6 hé théng dé ngan chan sém su khai phat
cla vi di can, cai thién thoi song thém khéng bénh
va song thém toan bé ma khéng gia tang cac tac
dung phu nghiém trong [12]. TNT theo trinh tu hoa -
xa tri tan bé trg theo sau hoa tri ciing ¢é c6 ty |é dap
(ng hoan toan trén mé bénh hoc cao hon dang ké
so vGi phac dé tiéu chudan. Sau khi diéu tri CRT cac
bénh nhan dat dugc cCR cho két qua pCR cao hon
[13]. Theo nghién cliu clia Gérard va cong su (2015),
bénh nhan dat dugc cCR sau diéu tri CRT cling dugc
chiing minh dem lai két qua vé thai gian séng thém
khong bénh va thai gian s6ng thém toan bd 3 ndm
lan lugt 87% va 100%, ty |é tai phat tai chd 5,5% [3].
C6 nhiéu cach danh gia cCR khac nhau, trong dé,

viéc dua vao tham kham bang tay, ndi soi va MRI
tiéu khung dugc st dung phé bién hon ca.

Tai Viét Nam chua c6 nhiéu nghién ctu danh gia
két qua diéu tri TNT vi vay chung t6i tién hanh
nghién ctu “Déanh gia budc dau két qua hoa xa tri
déng thoi két hgp hoa tri bé trg trudc phiu thuat
bénh nhan ung thu truc trang giai doan Il, IllI” véi 2
muc tiéu:

Ddic diém lam sang, cdn lam sang bénh nhédn héa
xa tri déng thai két hop hod tri bé tro trudc phdu thudt
ung thu truc trang giai doan Il Ill.

Ddnh gid két qua cCR va cdc yéu t6 liéen quan &
nhém bénh nhadn trén.

2. Déi tugng va phuong phap

Nghién cltu mo ta tién ctu két hgp hoi ctu trén
36 BN ung thu truc trang giai doan Il lll dugc hda xa
tri dong thoi két hop hoa tri cling ¢é trudc phau
thuat ti thang 4/2022 dén thang 4/2023 tai Bénh
vién Ung budu Nghé An.

Tiéu chudn lua chon bénh nhdn

Chan doan mé bénh hoc qua ndi soi sinh thiét la
ung thu biéu mé tuyén cda truc trang thap hoac
trung binh

Tudi > 18.

Giai doan bénh II- Il

Chi s6 toan trang ECOG 0-1.

Khong c6 chéng chi dinh héa chat, xa tri.

Dong y tham gia vao nghién cuu.

Tiéu chudn loagi trcr

Cac bénh nhan khéng du cac tiéu chuan lua
chon trén.

Cé6 bénh ly 4c tinh khac trong vong 5 nam.

Da xa tri vung chau hoac hoa chat trudc do.

Phu n(r c6 thai hoac cho con bu.

Khong c6 d hé so theo doi.
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Quy trinh nghién ctiu

DPanh gia trudc diéu tri: Cac BN dugc thuc hién
danh gia ban dau bang tham kham triéu ching co
nang, tham kham truc trang bdng tay, xét nghiém
mau, CEA, siéu am & bung, ndi soi dai truc trang sinh
thiét, CT 16ng nguc, MRI/CT ti€u khung, chup xa hinh
xuong toan than néu co triéu chiing nghi nga di can
xuang. Chan doan giai doan bénh dua vao phan loai
nam 2017 cda Hoi Ung thu My. Hoi chdn diéu tri
thong qua Tiéu ban tiéu hoa.

Hoa xa tri déng thai truéc mé: xac dinh thé tich
xa tri theo hudng dan dong thuan qudc té nam 2016
(trich dan tai liéu tham khao). Lap ké hoach xa tri
diéu bién liéu (IMRT) 45Gy/25phan liéu/khung chau,
sau do, nang liéu 5,4Gy/3 phan liéu tai u (md rong
bién 2cm quanh u) va mac treo truc trang tuong
Ung, phan liéu quy udc: 1,8Gy/ngay. Panh gia ké
hoach xa tri dua trén théng s6 két qua tinh liéu tai
thé tich diéu tri va cac co quan nguy cap: Liéu chi
dinh bao pht = 95% PTV, liéu t6i thiéu dat 95% liéu
chi dinh va liéu t6i da <110% liéu chi dinh cling nhu
dam bao gidi han liéu l1én cac ca quan nguy cap theo
QUANTEC Va RTOG 0822. Héa chat Capecitabine
825mg/m? hai lan méi ngay trong cac ngay xa tri (5
ngay/tuan).

Sau héa xa tri déng thai 1-2 tuan chuyén héa
chat ciing ¢6 sau hoa xa tri dong thoi bang phac dé
CAPEOX hoac mFOLFOX6 12-16 tuan.

Sau héa chat cing c6 2-4 tuan, danh gia dap
ing cCR va hodi chdn phau thuat.

Phuong tién nghién cuu:

Hé thong 2 may gia téc tuyén tinh da nang
Precise & Synergy Flatform va hé théng chup CT-
mo6 phong, hé théng lap ké hoach xa tri véi phan
mém MONACO (version 5.11), phan mém MOSAIQ
quan ly va luu trr thong tin bénh nhan do héang
Eleckta cta Anh.

Mdy chup MRI 1.5 Tesla hang GE cta My.

Hoa chat Cisplatin, 5-FU, Oxaliplatin, Leucovorin va
cac thuéc ho trg va phuong tién truyén héa chat khac.

Cdc chi tiéu nghién cuu:

Dénh gid ddp ung lam sang u va hach sau khi
két thac hoa xa tri déng thai 6-12 tuan va 18-24 tuan
bang tham truc trang bang tay, néi soi truc trang
6éng mém va MRI ti€u khung.

Panh gia dap ung hoan toan trén lam sang khi
dam bao tat ca cac tiéu chi sau: tham truc trang
khoéng s& thdy khoi u; noi soi 6 hinh anh seo phang,
trang va gian mach, khéng cé loét, khong c6 nét;
MRI cé tin hiéu T2 gidam ma khong cé tin hiéu trung
gian, khong thdy hach va trén MRI-DW khong nhin
thay khoi ¢ tin hiéu tu B8000-B10000 va/hoac
khong c6 tin hiéu den trén ADC, c6 tin hiéu trén
thanh phia trén khéi u la tot [8].

Xuly sé lieu
XU ly s6 liéu bang phan mém SPSS 25.0.
3.Két qua

Trong thoi gian tUr thang 4/2022 dén thang
4/2023 c6 36 BN ung thu bi€éu mé tuyén truc trang
giai doan Il lll dugc dua vao nghién ctiu cia chung toi.

Bang 1. Dac diém bénh nhan

Piéc diém n Tylé %
Tudi trung binh (nhé nhat - 16n nhat) 60,89 + 3,93 (54-68)
Gisi Nam 18 50
N 18 50
Pai tién phan c6 mau 32 88,9
Pau bung ha vi 29 80,6
Triéu ching Thay d6i khuén phan 22 61,1
Mét ran 14 38,9
Ban tac ruot 2 5,6
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Pac diém n Tylé%
22 61,1
ECOG
1 14 38,9
L, <5cm 16 44,4
Vitriu
>5cm 20 55,6
Sui 12 333
Hinh thai u
Sui loét 24 66,7
. . i < 1/2 chuvi 19 52,8
Kich thudc u so véi chu vi
> 1/2 chu vi 17 47,2
. <4cm 18 50
Chiéu dai u
>4cm 18 50
T2 2 56
T T3 28 77,8
T4 6 16,7
NO 4 11
N N1 10 27,8
N2 22 61,1
Il 4 11
Giai doan
1} 32 88,9
< 5ng/ml 12 333
CEA > 5ng/ml 14 38,9
Thiéu thong tin 10 27,8

Két qua cho thdy, tudi trung binh cta BN la
60,89 + 3,93 (54-68). BN va6i ECOG = 0 va ECOG =1
chiém tilé 1an lugt la 61,1 % va 38,9%, BN dén vién vi
dau bung ha vi chiém ti [& nhiéu nhat 1a 88,9%, bénh
nhan c6 triéu ching dai tién phan lan mau la 80,6%,
chi c6 2 BN (5,6%) c6 triéu ching ban tac ruét phai
lam hdau mon nhan tao truéc diéu tri.

Vé vi tri u, BN c6 vi tri u cach ria hau mén > 5cm
va < 5cm lan lugt 1a 55,6% va 44,4%. BN c6 khoiu <
1/2 chu vi va 47,2% BN c6 khéi u > 1/2 chu vi. Vé

chiéu dai khéi u, c6 50% BN c6 khéi u < 4cm va 50%
BN c6 khéi u > 5cm. Trong nghién ctu nay, 33,3%
BN c6 két qua dinh lugng CEA < 5ng/ml, 38,9% BN
c6 CEA = 5ng/ml va 27,8% BN bi thi€u thong tin dinh
lugng CEA trudc diéu tri. Hau hét bénh nhan trong
nhém nghién cliu c6 danh gia giai doan u T3 (77,8%
BN), khéi u T2 va T4 c6 ti lé 1an lugt 1a 5,6% va 16,7%,
khéng c6 bénh nhan nao co6 khoi u xép giai doan T1.
Da6i v6i giai doan hach, NO, N1 va N2 chiém ti 1é lan
luot I3 11,1%, 27,8% va 61,1%.

Bang 2. Két qua dap (ing diéu tri

cCR Non-cCR
n Ty1e % n Ty 16 % P
18-24 tuan 13 36,1 23 63,9
N 0,012
6-12 tuan 4 11,1 32 88,9
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Trong nghién ctu cta ching toi, ty 1& bénh Ung khong hoan toan (Non-cCR) lan luot la 63,9% va
nhan dat cCR sau xa 18-24 tuan 12 36,1% cao hon &  88,9%, khdng c6 bénh nhan tién trién sau diéu tri.
thoi diém 6-12 tuan la 11,1% (p=0,012). ty |& dap

Trude diéu tri Sau diéu tri

Hinh 1. MRI va ndi soi truc trang trén BN trudc va sau diéu tri TNT tai Bénh vién Ung budu Nghé An
BN N.T.X 58 tudi, ung thu truc trang cT3N1MO, GPB: AC. Hinh anh phia trén la MRI trudc va sau diéu
tri cia bénh nhan (Mai tén dé chi vi tri u, mi tén xanh chi vi tri hach trudc diéu tri va vi tri tuong Ung sau
diéu tri). Hinh anh phia dudi la u trudc va sau diéu tri trén noi soi truc trang cta BN (trudc diéu tri, u cach
RHM 7cm, kéo dai 4cm, dang sui chiém 1/2 chu vi; sau diéu tri khéng thady u trén hinh anh noi soi).

Bang 3. Két qua cCR sau 18-24 tuan va cac yéu té lién quan

cCR Non-cCR
n Tylé % n Tylé% P
T2-T3 13 433 17 56,7
T 0,003
T4 0 0 6 100
NO 4 100 0 0
N N1 4 40 6 60 0,013
N2 5 22,7 17 77,3
i i B .| =1/2chuvi 8 42,1 11 57,9
Kich thudc u so véi chu vi - 0,502
> 1/2 chu vi 5 294 12 70,6
‘ ) Sui 8 66,7 4 333
Hinh thai u — 0,011
Sui loét 5 20,8 19 79,2
. <4cm 13 72,2 5 27,8
Chiéu dai u <0,001
> 4cm 0 0 18 100
<5ng/ml 4 333 8 66,7
CEA 0,322
> 5ng/ml 2 14,3 12 85,7
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Vé phan tich duéi nhém, tai thoi diém sau xa tri
18-24 tuan, c6 su khac biét ro rét vé ty lé dap ung
hoan toan gitta cdc nhém vé giai doan u, giai doan
hach, chiéu dai u va hinh théi u (p<0,05). Cu thé, ty lé
dap ung hoan toan cao hon & nhém T2-3 so véi T4,
NO so v&i N1-2, thé sui so vai thé sui - loét va u <
4cm so vGi u > 4cm. Tuy nhién, khong thay su khac
biét c6 y nghia théng ké vé ty & dap ting hoan toan
gitta cdc nhom vé kich thudc u so véi chu vi va CEA
(p>0,05).

4. Ban luan

Trong nghién ctu cta chung t6i, ty & nam/n(r la
1/1, khac v&i nghién ctu ctia V6 Van Xuan (2012) ty
I& nay la 1,33/1 [1], theo Joshua D va céng su (2006)
ty 1& nay la 1,7/1 [7]. Su khac nhau nay c6 thé do s6
lugng bénh nhan trong nghién cdu cda ching t6i
con it. PO tudi trung binh cda BN trong nhém
nghién cutu la 60,89 + 3,93, tuong tu véi nghién cdu
clia V6 Van Xuan (2012) vai tudi trung binh la 60,7.
Cac BN ¢ thé trang t6t ECOG = 0 chiém ti lé 61,1%.
Li do vao vién thudng gdp nhat la dau bung ha vi va
dai tién phan lan mau (88,9% va 80,6%), c6 2 BN
(5,6%) co trieu ching béan tac ruét lam hau moén
nhan tao, két qua nay ciing tuong ty véi mot sé cac
nghién clu trong va ngoai nudc [1], [7].

Ti 1é BN dat cCR sau xa tri 6-12 tuan va 18-24
tuan lan lugt la 11,1% va 36,1%, mot s6 cac nghién
clu trén thé gidi cing cho ti I& cCR 10-40% [4].
Trong nghién ctu clia ching t6i két qua cCR cao
hon & nhom BN dugc danh gia sau khi két thuc xa tri
18-24 tuan so vdi thai diém 6-12 tuan, khac biét cd y
nghia théng ké vai p=0,012. Diéu nay cling phu hgp
vGi mot sé nghién ctiu da cong bo. Theo nghién clu
cla Petrelli va cac cong su, thai diém danh gia cCR
sau xa tri 6-8 tuan da dugc ching minh c6 lién quan
dap ung 1am sang cao hon nhém 2 tuan (71.7% véi
53,1%, p=0,007) [10]. Pang chu vy, viéc kéo dai thdoi
gian sau khi két thuc danh gid 6-12 tuan & nhiing
bénh nhan gan dap tng hoan toan cé khoang 90%
cac bénh nhan nay dat dugc cCR [5]. Nghién cudu
trén 54 bénh nhan nam 2022 clia Asoglu O va cdng
su cho két qua cCR dat dugc dudi moét nira (44%) s6
trudng hgp trong thai gian chd 8-10 tuan sau CRT,

19% sau 12-16 tuan, 20% sau 16-22 tuan va 17% sau
20-26 tuan va danh gia ban dau déi véi cCR dudng
nhu khéng du va phai doi téi 26-30 tuan, dac biét &
nhimng bénh nhan c6 khéi u & giai doan tién trién [2].

Mot s6 tac giad trén thé gidi cho thay su lién
quan gitia cCR vGi cac dac diém nhu giai doan u,
chiéu dai u va kich thudc u so vai chu vi. Nghién ctu
nam 2021 cdia Michat Jankowski khi phan tich trén
490 BN cho két qua, c6 73 BN (14,9%) dat cCR. Trong
do, khéi u giai doan T1, T2, T3, T4 cé ti lé cCR lan luot
la 75%, 30,7%, 12,2%, 8%; giai doan NO, N+ ty |é cCR
lan lugt 26,3% va 7,5%; khéi u chiém < 40%, 50%,
60-90%, 100 % chu vi c6 ty & cCR lan lugt la 35,8%,
16,7%, 6,1%, 2,4%; khéi u c6 chiéu dai 1-3cm, 4cm, 5-
6cm, = 7cm ¢ ty 1é cCR lan luot la 36,5%, 22,9%,
7,3% va 3,4% (p<0,001) [9]. Nghién cdu ctia Gérard
va cac cbéng su nam 2015 cho thay cé mai lién quan
gitta cCR va céc yéu t6, BN khoi u c6 dudng kinh <
4cm va kich thuéc u nhé hon %2 chu vi cé cCR cao
hon (13,8% va 12,5%, p<0,05); BN giai doan T2, T3,
T4 co ty lé cCR lan luot 1a 5/18 (26,8%), 6,1% (11/177)
va 0/6 (p=0,025) [3]. Trong nghién clu cda chung toi
cling nhan thdy cCR c6 mai lién quan véi cac yéu t6é
vé giai doan u, hach, chiéu dai u va hinh thai u: Cé
43,3% BN T2-T3 dat cCR, khong cé BN T4 dat cCR
(p=0,003); BN c6 giai doan hach NO, N1, N2 c6 ty lé
cCR lan luot la 100%, 40%, 22,7% (p=0,013); BN c6
chiéu dai khéi u < 4cm c6 ty 1é cCR 72,2% va khong
c6 BN > 4cm dat cCR (p<0,001). Vé giai doan T, so
véi cac nghién cdu khac nghién ctu cldia chung toi
khéng thdy c6 BN giai doan T2 nao dat cCR c6 thé
do trong nghién ctu nay chi cé 2 BN T2 va cac BN
nay déu cé hach xé&p giai doan N2. Vé hinh thai u, BN
¢6 u dang sui dat cCR cao hon dang sui loét (66,7%
va 20,8%, p=0,011).

Ngoai ra, trong nghién ctu clia ching t6i cling
chua tim thay c6 méi lién quan gilta kich thudc u <
1/2 chu viva > 1/2 chu vi so v&i cCR (42,1% va 29,4%,
p=0,502) do trong nghién clu cla chiung t6i cac
bénh nhan cé kich thudc u 1/2 chu vi chti yéu la cac
bénh nhan N2 (14/19) va s6 lugng bénh nhan con it.
Chung téi cling nhu khong thdy c6 mai lién quan
gitta CEA va cCR nhu mot s6 nghién ctru khac trén
thé gidi [3], [9]. Vi vay, ching t6i sé tiép tuc theo doi
va phan tich thém.
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5. Két luan

Sau diéu tri TNT ty I& bénh nhan dat cCR tai

thoi diém sau khi két thuc xa tri 18-24 tuan cao
hon tai thai diém 6-12 tuan. Cac khéi u < T3, hach
NO-N1, chiéu dai < 4cm va hinh thai u dang sui lam
tang cCR.
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