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Tom tat

Muc tiéu: Danh gia hiéu qua budc dau cda diéu tri tan bd trg toan dién (total neoadjvant therapy-
TNT) truéc phau thuat trong diéu tri ung thu truc trang (UTTT) giai doan [I-lll va nhan xét mét s6 tac
dung khéng mong muén clia phuong phap diéu tri nay. B4i tuong va phuong phdp: Nghién ciu mo ta
hoi ctru trén 35 bénh nhan (BN) UTTT vi tri 1/3 gilta, dudi giai doan lI-lll dugc tién hanh héa xa tri (HXT)
50,4Gy/28Fx két hgp hda chat capecitabine 825mg/m?/ngay x 28 ngay xa, hda chat tan bo trg sau HXT
va phau thuat dugc tién hanh sau hoa chat 4-6 tuan. Két qua: Sau diéu tri TNT c6 74,3% BN gidm giai
doan u va 94,3% BN giam giai doan hach; 100% BN c6 dap Ung trén giai phau bénh trong do ty 1é dap
Uing hoan toan la 31,1%; Ty lé bao tén co that chung dat 74,3%, véi UTTT thap dat 46,7%; Cac tac dung
khéng mong mudn trong qua trinh héa xa tri, héa chat chu yéu & dé 1, 2. Két ludn: Diéu tri tan bé trg
toan dién trudc phau thuat cho ty & dap Ung trén gidi phau bénh cao, véi cac tac dung khong mong
muon chap nhan duoc.

Turkhéa: Tan bé trg toan dién, ung thu truc trang.

Summary

Objective: To evaluate the early results of total neoadjuvant therapy (TNT) pre-operative in stage |, Il
rectal cancer patient at 108 Military Central Hospital and commented on some of the side effects and
toxicity of this treatment. Subject and method: A descriptive retrospective study in 35 patients with stage
Il and Il rectal cancer who received radiation therapy dose of 50.4Gy in combination with Capecitabine
at the dose of 835mg/m? X 2 times/day on the days of radiation therapy, then added neoadjuvant
chemotherapy and followed surgery with total mesorectal excision 6-8 weeks later. Result: After TNT,
there was 74.3% reduction in tumor stage and 93.4% reduction in lymph node stage, 100% of patients
responded on pathology in which the completie response pathology (pCR) rate was 73.4%; Overall
sphincter prevention rate reached 74.3%, with low rectal cancer reached 46.7%. Side effects were mainly
at grade 1, 2. Conclusion: Total neoadjuvant therapy resulted in high rates of tumor and lymph node
downstaging and sphincter preventation with acceptable side effects.
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1.Pat van dé

Ung thu truc trang (UTTT) la bénh ly ac tinh phé
bién & dudng tiéu hoda trén thé gidi ciing nhu tai Viét
Nam. Theo thong ké cla Globocan thi ung thu dai
truc trang 6 ty 1é mac mai cao thi 3 sau ung thu va
va phéi. Riéng & Viét Nam trong nam 2020, UTTT la
bénh diing th 5 vé ty 1&é mac méi va ty lé ti vong
cao [1]. Trong nam 2022, phéac d6 diéu tri tan bé trg
UTTT da dugc cap nhat, diéu tri tan b trg toan dién
trudc mo (total neoadjuvant therapy-TNT) la nhiing
Iua chon uu tién cho bénh nhan UTTT & giai doan II-
lll. Cac nghién ctu chdng minh hiéu qua cla phac
d6 nay da dua két qua kha quan nhu ty 1& pCR gop la
22,4% [2], thai gian séng thém khong bénh va s6ng
thém toan b6 3 nam la 76% va tac dung khong
mong muén chdp nhan dugc [3]. Tai Bénh vién
Trung uong Quan déi 108, nham nang cao chat
lugng diéu tri cho bénh nhan, sau khi c6 su thong
nhat clia ti€éu ban ung thu, ching toi da dua phéac doé
TNT vao diéu tri cho bénh nhan tu thang 5/2022.
Hiéu qua clia phac dé da dugc chiing minh & céac
nghién clu qudc té, tuy nhién tai Viét Nam chua c6
bdo cdo nao chinh thic nao, vi vay ching toi tién
hanh nghién ctu v6i 2 muc tiéu: 1. Bdnh gid két qua
budc ddu cta phdc dé héa xa tri két hop héa chdt tan
bé tro trudc phéu thudt; 2. Nhdn xét mét sé tdc dung
khéng mong muén cua phuong phdp diéu tri nay.

2. Péi tugng va phuong phap

Nghién cltu mé ta hoi cu trén déi tugng gom
35 BN UTTT dugc chdn doan xac dinh bang mé bénh
hoc Ia ung thu biéu mé, diéu tri tir thang 5/2022 dén
3/2023 tai Bénh vién TWQD 108.

Tiéu chuén lua chon bénh nhan:
Giai phau bénh [a ung thu bi€u mo tuyén & truc trang.
Giai doan I, lll theo AJCC 8.

3.Két qua

Tuditur 18 trg lén.

Piém toan trang ECOG 0-1 diém.

Xét nghiém cong thdc mau va chiic nang gan,
than phu hap.

Dong y tham gia vao nghién cuu.

Tiéu chudn loai trur

C6 bénh nang két hap.

Khéng dong y tham gia vao nghién ctu.

Bénh nhan khéng hoan thanh dugc diéu tri héa
xa tri dong thaoi.

Cdc buéc tién hanh

BN dugc chan doan xac dinh 1a UTTT, hoan thién
cac cac XN danh gia giai doan, danh gia toan trang
trudc diéu tri.

BN héi chan tiéu ban ung thu va dua ra phac do6
diéu tri.

Tién hanh diéu tri héa xa tri tién phau phac dé:
Xa tri khung chau + nang liéu tai u: 50,4Gy/28Fx két
hop hoéa chat capecitabine 1650mg/m?/ngay xa
(xem xét giam liéu véi ting bénh nhan cu thé).

Két thuc héa xa tri, diéu tri hoa chat tan bé tro:
Phac d6 mFOLFOX6, hodac CAPEOX. S6 chu ky cua
ting bénh nhan phu thuéc vao muc dé dung nap
hoéa chat va cac tac dung khong mong muédn.

Panh gid két qua diéu tri: Dap Ung trén giai
phau bénh theo muc d6 thoai lui clia u (Mandard
Score [4, 5]).

Panh gid mot s6 tac dung khong mong mudén
theo tiéu chudn danh gia cac bién c8 bat loi theo
phién ban 5.0 (Common Terminology Criteria Events
ver 5.0) ctia Vién Ung thu Quéc gia Hoa Ki nam 2017.

Xurly sé liéu: S& dung phan mém SPSS 20.0.

3.1. Bdc diém chung ctia nhém bénh nhén nghién ciru

Bang 1. Mét s6 dac diém chung cia bénh nhan

Pac diém S6 BN Tylé %
Tudi phat hién bénh trung binh (nhé nhat-16n nhat) 61,17 £9,6 (35-75)
GiGi tinh Nam 20/35 571
N 15/35 42,9
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Pac diém S6 BN Tylé %
Giai phau bénh Ung thu bi€éu mé tuyén 35/35 100
M d6 biét héa Biét hoa vira 34/35 97,1
Biét hda kém 1/35 2,9
Pau bung 13/35 371
Triéu chiing lam sang bai tién nhay mau 30/35 85,7
Mot ran 27/35 771
Tao long that thudng 14/35 40
Sut can 15/35 42,9
Giai doan u cT2 2/35 5,7
cT3 33/35 94,3
cN1 9/35 25,7
Giai doan hach
cN2 26/35 74,3
oy Trung binh 20/35 571
Vitriu
Dudi 15/35 42,9
o Khoéng 20/35 57,1
Sut can
Sut < 10% 15/35 429
ECOG 0-1 35/35 100
Xa tri Liéu 50,4Gy/28Fx 35/35 100
. buliéu 27/35 77,1
Hoa chat capecitabine U
Gidm liéu 20% 8/35 22,9
Héa chat
8 chu ky 19/35 54,3
7 chu ky 3/35 8,6
mFOLFOX6 6 chu ky 3/35 8,6
4 chuky 1/35 2,9
1 chu ky 4/35 11,4
3 chu ky 1/35 2,9
CAPEOX ey !
5 chuky 3/35 8,6

Tu thang 5/2022 dén thang 3/2023 c6 35 BN
hoan thanh phac d6 diéu tri, gém 20 nam va 15 n,
V@i tudi trung binh 1a 61 tudi, trong dé bénh nhan
thap tudi nhat 1a 35 va cao tudi nhat la 75 tudi.
100% c6 két qua gidi phau bénh la ung thu biéu
mo tuyén, véi phan I6n l1a biét hda via. Triéu
ching lam sang chl yéu la r6i loan dai tién, cé
nhay mau theo phan va mét ran, trong d6 mét ran
gap & 77,1%, phan c6 nhay méau gap & 85,7%, dau
bung chi gap & 37,1%. 100% bénh nhan c6 diém
toan trang ECOG: 0-1 diém. C6 15/35 bénh nhan

sut can, cht yéu < 10% trong luong ca thé. 35/35
bénh nhan trong nghién clu hoan thanh phac dé
héa xa tri bao gém: xa tri khung chau + nang liéu
tai u 50,4Gy/28Fx két hgp hda chat capecitabine
liéu tiéu chudn la 825mg/m2 x 2 lan/ngay x 28
ngay xa. Cé 22,9% bénh nhan giam liéu hoa chat
20% trong qua trinh xa. 100% bénh nhan diéu tri
héa chat tan bo trg sau 2-4 tuan. Trong d6 co6 4/35
truong hgp BN chi diéu tri dugc 1 chu ky
mFOLFOX6 do céac bién ching trén hé tao huyét
muc d6 nang.
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3.2. Ddnh gid ddp trng sau diéu tri tdn bé tro toan dién

Bang 2. Pap (ing trén giai phau bénh sau phau thuat theo Mandard

Muc dé dap ling S8 BN Ty 1é %
TRG1 11/35 314
TRG2 13/35 37,2
TRG3 7/35 20
TRG4 4/35 11,4
TRG5 0/35 0

Danh gia so sanh giai doan u trudc diéu tri c6 11/35 trudng hgp dap (ng hoan toan (TRG1). 100% bénh

nhan dap Ung trén giai phau bénh. Khéng co trudng hop nao mé u gil nguyén hay tién trién. Ty |é dién cat
am tinh dat 100%.

Bang 3. So sanh giai doan ctia u (T) trén MRI trudc diéu tri (cT) va giai doan sau phau thuat (ypT)

ypTO ypT1 ypT2 ypT3 Giam giai doan T
cT2(n=2) 1 1 0 0 2/35 (5,7%)
cT3 (n=33) 10 2 12 9 24/35 (68,6%)
Téng s6 11 3 12 9 26/35(74,3%)

C6 26/35 bénh nhan giam giai doan u sau phau thuat.

Bang 4. So sanh giai doan ctia hach (N) trén MRI truéc diéu tri (cN)

va giai doan sau phau thuéat (ypN)

ypNO ypN1 ypN2 Giam giai doan N
cN1 8 1 0 8/35 (22,9%)
cN2 21 4 1 25/35(71,4%)
Téng s6 29 1 33/35(94,3%)

C6 24/35 trudng hgp khong c6 hach di can sau phau thuat. C6 2/35 truong hop gilt nguyén giai doan
hach khi so sanh trudc va va diéu tri.

Bang 5. Ty lé phau thuat va bao ton co that

PT cét trudc thap PT TaTME .
2 i s y w - PT Miles
(Bao ton co that) (Bao ton co that)
n Tylé % n Tylé% n Tylé %
U 1/3 gilra 3 15 16 80 1 5
U 1/3 duéi 0 0 7 46,7 8 533
Téng 3 8,6 23 65,7 9 25,7

Trong nhém bénh nhan ung thu truc trang 1/3 gila thi ty 1& bdo ton co that dat 95% trong khi & nhém
bénh nhan ung thu tryc trang 1/3 dudi thi ty 1& bao ton co that la 46,7%. Ty |é bao ton co that chung 26/35

(74,3%).
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3.3. Cdc tdc dung khéng mong muén

Bang 6. Tac dung khéng mong muén khi diéu tri héa xa tri

Tac dung phu Khong bol boll bolll-1v
(n=35) n Tylé% n Tylé % n Tylé% n Tylé%

Giam bach cau 28 80 6 17,1 1 2,9 0 0
Giam huyét sac té 30 85,7 5 14,3 0 0 0 0
Gidm tiéu cau 32 91,4 3 8,6 0 0 0 0
Tang men gan 31 88,6 4 114 0 0 0 0
Tang creatinin 35 100 0 0 0 0 0 0
Viém tryc trang do xa 32 91,4 3 8,6 0 0 0 0
Viém da do xa 0 32 91,4 3 8,6 0 0 0

Tac dung phu ch yéu la d6 |, Il, khéng cé céac tac dung phu dé IlI-IV. Trong d6 ha bach cau dé 1 chiém

17,1%, ha tiéu cau la 8,6%.

Bang 7. Tac dung khéng mong muén khi diéu tri héa chat

Téc dung phu Khong bol boll bolll - IY i
n—35) n | Tyle% | n |Tyle%| n | Tyle% | n T},’/o"-*
Giadm bach cau 25 71,4 11,4 4 11,4 2 5.8
Giam huyét sac té 27 771 8 229 0 0 0 0
Gidm tiéu cau 16 45,7 14 40 2 57 3 8,6
Tang men gan 28 80 6 17,1 1 29 0 0
Tang creatinin 34 97,1 29 0 0 0 0

Téac dung phu ha bach cau dé IlI-IV gép & 5,8%,
gidm tiéu cau do llI-IV 12 8,6%.

4.Ban luan

Ung thu truc trang la loai ung thu la bénh ly ac
tinh dudng tiéu héa phd bién. Piéu tri ung thu truc
trang la diéu tri da mé thiic bao gébm phau thuat,
héa chat, xa tri véi uu thé cia mdi phuong phap
diéu tri l1a khac nhau. Véi nhitng bénh nhan giai
doan xam lan, diéu tri xa tri tién phau, két hop phau
thuat va hoa chat bé tro la diéu tri chuan va da
chiing minh dugc nhiéu lgi ich trong viéc giam ty lé
tai phat, di can xa va cai thién thsi gian song con.
Trong nghién clu cta chung t6i, két hop gitta hoa
xa tri tién phau va hoa chat tan bé trg trudc phau
thuat budc dau da mang lai hiéu qua so vaéi diéu tri
tiéu chuan. Trong mot nghién ciru phan tich téng

hgp nam 2021 [6], cac tac gid da so sanh gilra hda
chat tan bé trg toan dién so véi diéu tri tiéu chuin
thi két qua cho thay hiéu qua rd rét & nhdm TNT vé
ty 1é dap ung hoan toan trén giai phau bénh (pCR),
DFS va OS, trong dé pCR cai thién hon ro rét (OR =
1,77; 95%Cl (1,28-2,45), p=0,0005). Trong nghién ctu
cla chung téi, ty 1é dap Ung trén gidi phau bénh dat
100%, trong dé dap Ung hoan toan la 31,4%. tuong
tu nhu két qua clia moét s6 tac gia khac trén thé gidi
nhu cla tac gia Zhiwei Zhai [7] pCR la 32,7%, tac gia
Perez [8] la 33%. Ty & pCR cla chuing t6i cling cao
han khi so sanh vé6i cac nghién cdu vé diéu tri chuan
clia mot s6 tac gia trong nudc nhu Nguyén Van Hiéu
[9] va cOng su la 6,7%, hay cia Nguyén Xuan Kién
[10] va cédng su la 15,6%. Tuy nhién trong nghién
cltu clia chung t6i, do thdi gian theo déi con ngén
nén lgi ich ctla TNT véi DFS va OS chua dugc chiing
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minh nén can thai gian nhiéu hon dé danh gia van
dé nay.

Trong nghién ctu clia chung téi, trong s6 cac
BN dap ung hoan toan trén giai phau bénh (TRG1)
thi c6 10/11 trudng hgp hoan thanh du 8 chu ky
mFOLFOX6, 1 trudng hgp BN hoan thanh 6 chu ky
mFOLFOX. Néu tinh ty |é riéng trong 25 bénh nhan
diéu tri 30 6 dén 8 chu ky héa chat mFOLFOX®6 thi ty
lé pCR 1a 11/25 BN chiém 44%. Trong sO cac trudng
hop diéu tri phac d6 CAPEOX khong co trudng hop
nao dap Ung hoan toan. Két qua nay ciing tuong
duong véi cac nghién cdu trén thé gidi la ty 1é pCR
c6 xu hudng tang theo s6 chu ky mFOLFOX6 dugc
thém vao truéc khi phau thuat cla tac gia Garcia-
Aguilar [11]. Trong nghién ctu tac gid da so sanh cac
nhém BN diéu tri theo tiéu chuan va nhém bé sung
2,4,6 chu ky mFOLFOX6 truéc khi phau thuat va cho
két quad pCR I4an luct 1a 18%, 25%, 30% va 38%
(p<0,005). K&t qua cla ching té6i mét 1an nira cling
khang dinh vai tro cia TNT khi sir dung du liéu héa
chat tan bé tro.

Mot Igi ich khac ctia TNT trong viéc bao ton co
that. Trong nghién ctu cla ching toi, ty 1é bao ton
co that & ca nhom UTTT vi tri 1/3 gilra va duéi déu
cao chiém 95% va 74,3%. Két qua nay cao hon han
véGi nghién cliu trudc day ctia chiang to6i [10] khi diéu
tri bang phac dé chuan (64,1%). Diéu nay c6 thé ly
gidi do nhiéu bénh nhan dugc ap dung phuong
phap phau thuat bao tén co that ngay ca nhing
khéi u truc trang rat thap.

Cac tac dung khéng mong muén trong héa xa
tri chi gap & d6 1, 2 va hay gap la viém truc trang,
viém da. Cac déc tinh trén hé huyét hoc va gan than
cht yéu & do 1, 2 va ty 1é thap 17,1%. Trong khi dé
doc tinh do 3-4 khi diéu tri hda chat bd sung gap &
5,8% va 8,6%. Boc tinh d6 3, 4 ciing la nguyén nhan
chu yéu clia viéc bénh nhan khong hoan thanh hét
phac d6é héa chat bé sung. K&t qua nay clia ching
t6i cao han cac nghién cdu vé diéu tri chuan nhu tac
gia Nguyén Van Hiéu [9], Nguyén Xuan Kién [10]
nhung thap hon moét s6 cac nghién ctu TNT khac
nhu RAPIDO [12] v&i ddc tinh do 3 la tU 9-38%. Tuy
nhién trong cac nghién cliu cac tac gia cing khang
dinh khéng c6 bang ching cho thay déc tinh tang
lén anh hudng dén su séng con cla bénh nhan [6].
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Chung téi can nhiéu thai gian hon va s6 lugng bénh
nhan nhiéu hon dé danh gia van dé nay.

5. Két luan

Phéac dé tan bé trg toan dién trudc phau thuat
trong diéu tri ung thu truc trang cho két qua budc
dau kha quan vdi ty 1é dap Uing hoan toan trén giai
phau bénh cao, tac dung khéng mong muén & muc
chap nhéan dugc. Can tién hanh thém cac nghién
cltu véi s6 lugng bénh nhan nhiéu hon va theo doi
dai hon dé danh gia toan dién phac do nay.
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