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TOM TAT:

Muc tiéu: Danh gia két qua diéu tri va tinh an toan hoa chit bo trg sau hoa xa tri tién phau va
phau thuat trén bénh nhan ung thu tryc trang tién trién tai cho tai Bénh vién K.

Phwong phap nghién ciru: Nghién coru moé ta hdi ctru, 103 bénh nhan ung thu truc trang
(UTTT) duogc chan doan 1am sang g1a1 doan II (T3 4NO0) hodc giai doan III (T Nl -2) sau khi
duoc diéu tri hoa xa tri dong thoi tién phiu va phiu thuat triét can nhan dugc dleu tr1 hoa tri bo tro
6 chu ky Capecitabine hodc 6 chu ky XELOX. Panh gia séng thém khong bénh, song thém toan
b, tinh an toan ciia hoa chit bd trg.

Két qua: Tir thang 01/2017 dén thang 12/2018, 103 BN UTTT trung binh, thap giai doan II va
I1I dugc hoa xa tri tan bo tro, phau thudt triét cin va diéu tri hoa chat bo trg tuyén vao nghién ciru.
Trung vi thoi gian theo ddi 52,5 thang (6,5-66,8). Song thém khong bénh (DFS) 3 nam dat 86,2%
(95%CI 82,8-89 6) Sbng thém toan bo (0S) 3 ndm dat 92,2% (95%CI 86,9 - 97.5). Cac tac dung

khong mong mudn trén hé tao huyét va ngoai hé tao huyét cia phac d6 bo tro 1a it, chi yéu do 1
va do 2.

Két lugn: Diéu tri hoa chit bd trg phac dd XELOX, Capecitabine cho bénh nhan UTTT sau hoa
xa tri tién phau va phau thut triét can la phuong phap dicu tri hiéu qua va an toan.

Tir khéa: Hoa tri b tro, ung thu tryc trang.

Giai thich them: HXT: Hoa xa tri déng thoi; yp chan dodn giai doan sau hoa xa tri.

‘Bénh vién K

*Chiu trach nhiém chinh: Tran Thang
Email: tranthangncc@gmail.com
Ngay nhan bai: 06/8/2024

Ngay phan bién khoa hoc: 29/8/2024
Ngay duyét bai: 20/9/2024

112



¢ 7“? chi
UNG THU HOC Sé 76.2024

Viét Nam

UNG THU HOC

RESULT OF ADJUVANT CHEMOTHERAPY IN PATIENTS
WITH LOCALLY ADVANCED RECTAL CANCER AFTER
PREOPERATIVE CHEMORADIOTHERAPY AND TME AT K HOSPITAL

SUMMARY

Objective: Evaluation of the efficacy and safety of adjuvant chemotherapy in patients with
locally advanced rectal cancer after preoperative chemoradiotherapy and TME at K Hospital

Methods: This retrospective descriptive study analyzed patients with clinical stage 11 (T3-
4NO0) or stage I1I (Tany N1-2) received adjuvant chemotherapy with 6 cycles of Capecitabine or
6 cycles of XELOX after preoperative chemoradiotherapy and TME. Overall survival (OS) and
disease-free survival (DFS) were analyzed.

Results: From January 2017 to December 2018, 103 patients diagnosed with lower and middle
rectal cancer stage Il and III who received neoadjuvant concurrent chemoradiation followed by
surgery and adjuvant chemotherapy were enrolled in this study. The Median follow-up time was
52.5 months (6.5-66.8 months). The mean 3-year-DFS and 3-year-OS were 86.2% (95%CI 82.8-
89.6) and 92.2% (95%CI 86.9 - 97.5), respectively. The rate of hematologic and non-hematologic
adverse effects was low, mostly grade 1 and 2.

Conclusion: XELOX, Capecitabine as postoperative chemotherapy for patients with rectal
cancer treated with neoadjuvant therapy followed by surgery was a safe and effective modality.

Keyword: Adjuvant chemotherapy, rectal cancer.

1. DAT VAN DE

Tai Viét Nam, ung thu dai truc trang
(UTDTT) dtng thu 5 trong cac loai ung thu
v6i ty 16 mac moi 1a 13,4/100.000 dan va ding
thir 6 vé ty 1¢ tir vong trong cac bénh ung thu
thuong gap véi ty 1€ tr vong 1a 7,0/100.000
dan. Bénh xu hudng ngay cang gia tang [1].

Diéu tri UTTT giai doan tai chd 1a diéu tri
da mo thic trong d6 phau thuat dong vai tro
chinh. Hoa xa tri truéc phau thuat lam giam
nguy co tai phat tai chd & bénh nhan ung thu
tryc trang tién trién tai chd c6 kha ning phiu
thuat. Do dé, phau thuat triét can sau héa xa tri
tién phau 1a didu trj tiéu chuan cho ung thu truc
trang tién trién tai chd.

Trai nguoc voi ty 1€ tai phat tai chd, ty 1¢ di
can xa van khong dugc cai thién. C6 khoang
30% bénh nhan dugc diéu tri triét cin s& tlen
trién di cin xa [2]. Bénh tai phat xa do cac ton
thuong vi di can ngay tir thoi diém phiu thuat.
Hoa chat bo tro toan than nham loai bo cac tén
thuong nay gitp cai thién két qua diéu tri.

Hién nay, cac trung tam diéu tri ung thu tai
Viét Nam dé ap dung thudng quy diéu tri bo trg
hoa tri sau hoa xa tri tién phéu va ph?lu thuat cho
bénh nhan ung thu tryc trang tién trién tai chd
nhung chua c6 nhiéu nghién ctru danh gia két
qua va tinh an toan. Do vay chiing i tién hanh
nghién ciru dé tai “Panh gia két qua hoa tri bo
tro sau hoa xa tri tién phau va phau thuét ung thu
truc trang tai Bénh vién K” véi 2 muyc tiéu:
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- Panh gia thoi gian séng thém cua diéu tri
bd tro sau hoa xa tri tién phau va phau thuat
triét can bénh nhan ung thu truc trang giai doan
tién trién tai chd tai Bénh vién K.

- Panh gia mot sb tac dung khong mong
mudn ctia phac dd hoa chat bo tro.

2. POl TUONG VA PHUONG PHAP
NGHIEN cU’U
2.1. Béi twong nghién clru

103 bénh nhan dugc chan doan (UTTT)
trung binh, thip giai doan II (T3-4N0) hoic
giai doan IIT (T, bty N1-2) dugc diéu trj hoa chét
bd tro sau hoa xa tri tién phiu va phau thuat
triét can tai Bénh vién K tr thang 01/2017 dén
thang 12/2018.

2.1.1 Tiéu chuéan Iwa chon

Bénh nhan duoc chan doén xac dinh UTTT
trung binh hoac thap, giai doan II hoac I1I c6 mo
bénh hoc ung thu biéu mé tuyén.

Thé trang chung t6t: Chi s6 toan trang tir 0 -
2 theo thang diém ECOG.

Puoc diéu tri HXT tién phau theo phac db
(capecitabine + xa tri 45-50,4Gy).

Pugc phau thuat triét cin.

Pugc diéu tri hoa chit bd tro phac dd
Capecitabine don tri hodc XELOX sau phau
thuat tri€t can toi thiéu 3 chu ky.

Chtic ning gan than, huyét hoc trong gidi
han binh thuong.
2.1.2. Tiéu chuan loai trir

Bénh nhan méc cac ung thu khac kém theo.

Bénh nhan mac cac bénh ndi khoa tram trong
nguy co tr vong gan.
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Thoi gian diéu tri héa chat bo trg > 8 tuan
sau phau thuat triét can.

2.2. Phwong phap nghién ciru
Thiét ké nghién ciru

Nghién ciru mé ta hoi ciru.
Cédc bwéc tién hanh

Buoc 1: Luya chgn, danh gia bénh nhan theo
ding céc tiéu chuan lya chon va loai trur, thu
thap thong tin trude di€u tri: Lam sang, can
lam sang.

Burée 2: Panh gia két qua diéu tri.

- Séng thém khéng bénh (DFS: Disease
Free Survival).

- Thoi gian séng thém toan bo (OS: Overall
Survival).

- Panh gid cac doc tinh: Theo CTCAE
phién ban 5.0 [3].

X ly s6 liéu
Cac thong tin thu thap duoc ma hoa va sur ly
trén phan mém - SPSS v26.0.

3. KET QUA

Tir 04/01/2017 dén 14/12/2018, 103 bénh
nhan ung thu tryc trang trung binh, thip giai
doan II va III dugc héa xa tri tan bd trg, phau
thuat triét can va diéu tri hoa chét bé tro tuyen
vao nghién cuu. Trung vi thoi gian theo doi
52,5 thang (6,5-66,8). 100% bénh nhan dugc xa
tri bang k¥ thuat 3D-CRT két hop capecitabine
duong udng. 76,7% bénh nhan duogc bd tro
bang phac d6 XELOX. 86,4% duoc diéu tri di
6 chu ky. 99% bénh nhan nhan duoc >90% liéu
tiéu chuan. Pic diém bénh nhan trong Bang 1.
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Bang 1: Bdc diém bénh nhan nghién ctru

Tudi

Trung vi 59 (27-82)
> 65 Tubi 29 (28,2%)
Gioi

Nam 63 (61,2%)
NG 40 (38,8%)
ECOG PS

0 80 (77,7%)

1

23 (22,3%)

Khoang cach tir u nguyén phat dén ria hau mén

<5cm 70 (68%)
5<va<10cm 33 (32%)
Do biét héa u

Biét hoa cao 3 (2,9%)

Biét hoa vira

80 (77,7%)

Biét hda kém, té bao nhan, ché nhay

20 (19,4%)

Giai doan trwéc diéu tri

Giai doan Il

24 (23,3%)

Giai doan Il

79 (76,7%)

Pap rng sau hoéa xa ftri

Pap ng hoan toan

21 (20,4%)

Dap r’ng mot phan

72(69,9%)

Bénh &n dinh

10 (9,7%)

Loai phau thuat

Phau thuat cat doan trwc trang

31 (39,8%)

Phau thuat Miles

60 (58,3%)

Phau thuat Hartmann

2 (1,9%)

Phac d6 bd tror

Capecitabine

24 (23,3%)

XELOX

79 (76,7%)

Séng thém khéng bénh (DFS)

Séng thém khéng bénh DFS (%)

Biéu dé 1: Séng thém khéng bénh 3 ndm

Nhan xét: Trung vi thoi gian theo déi 52,5
thang, 16 bénh nhan tai phat chiém ty 1¢ 15,5%
(Bang 2). Song thém khong bénh (DFS) 3 nim
dat 86,2% (95%CI 82.8-89,6). Trung vi DFS 3
nim chua dat duoc (Biéu do 1).

Séng thém toan bé (0OS)

unival Function
00| e S Censond

Séng thém toan b OS (%)
=

0 10 20 30 40 50 60
Thei gian (thang)

Biéu db 2: Séng thém toan bd 3 ndm

Nhdn xét: 11 bénh nhan tir vong chiém ty 1&
10,7%. Trong do6 2 (1,9%) bénh nhan tir vong
do tic rudt. 9 (8,7%) tir vong do bénh tién
trién. Séng thém toan bo (0S) 3 nam dat 92,2%
(95%CI 86,9 - 97,5). Trung vi OS 3 nadm chua
dat dugc (Biéu db 2).
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Déc tinh ctia phdc dé

Bang 2: Déc tinh ctuia phéc dé diéu tri

| Téng | Pe1 | DPo2 D63 Db 4
Doc tinh hé tao huyeét
Thiéu mau 88 (85,4%) | 75(72,8%) 11 (10,7%) 2 (1,9%) 0
Ha bach cau 53 (51,4%) | 30(29,1%) | 23(22,3%) 0 0
Ha bach cau hat 52 (50,5%) | 32(32,1%) | 18(17,5%) 2 (1,9%) 0
Ha tiéu cau 44 (42,8%) 39 (37,9%) 05 (4,9%) 0 0
Poc tinh ngoai hé tao huyét
AST A7 (45,6%) | 47 (45,6%) 0 0 0
ALT 36 (35%) 32 (31,1%) 04 (3,9%) 0 0
Creatinin 9(8,7%) 9 (8,7%) 0 0 0
Bilirubin 9 (8,7%) 6 (5,8%) 0 2 (1,9%) 1(1,0%)
Budn ndn 22 (21,4%) 8 (7,8%) 11 (10,7%) 3 (2,9%) -
Non 9 (8,7%) 4 (3,9%) 3(2,9%) 2 (1,9%) 0
Tiéu chay 10 (9,7%) 2 (1,9%) 4 (3,9%) 4 (3,9%) 0
Hoi chirng ban tay chan 31 (30%) 26 (25,2%) 2 (1,9%) 3 (2,9%) -
DPoc TK kinh ngoai vi 24 (23,3%) | 19 (18,4%) 4 (3,9%) 1(1,0%) 0

Nhdan xét: Cac tac dung khong mong mudn
trén hé tao huyet va ngoai hé tao huyét cua phac
do bo trg la it, qhﬁ yéu do 1 va do 2 Thuong
gap qhét la thiéu mau, ha bach cau hat, ha
tiéu cau, tang AST voi ty 1€ 1an luot 1a 85,4%,
50,5%, 42,8%, 45,6%. 1 (1%) bénh nhéan xuat
hién tdng bilirubin d¢ 4 phai nging diéu tri.

4. BAN LUAN
4.1. Hiéu qua diéu trj

Trong nghién ctru cua ching t6i, trung vi
thot gian theo doi 52,5 thang (6,5-66.,8), ty 1¢
song thém khong bénh (DFS) 3 nam dat 86,2%
(95%Cl 82,8-89,6) Trung vi DFS 3 nam chua
dat duoc (Bi€éu do 1).

Két qua nghién ciru cua chung tdi cao
hon so véi tac gia Yong.S.H va cong sy 2014
(nghién ctru ADORE) khi nghién ctru vai tro
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cta diéu trj bd tro trén 321 bénh nhan ung thu
truc trang sau hoda xa tri tan bd tro va phau
thuat triét can. Trung vi theo do1 38,2 thang.
Ty 1€ séng thém khong bénh 3 nam dat 71,6%
(95%CI 64,6-78,6) & nhom bénh nhén diéu tri
FOLFOX [4]. Su khac bi¢t nay la do nghién
ctru cua ching ti tuyén bénh nhin dau vao
la bénh nhéan ung thu truc trang giai doan II
(cT3-4N0) va III (cT,;  N1-2) truée dicu trj
va nghién citu ADORE lua chon bénh nhén c6
giai doan sau hoéa xa tri 1a giai doan II (ypT3-
4N0) va III (ypT,,, . ,N1-2). Vi vay, nghién ctiru
cta ching to1 c6 21 (20,4%) bénh nhan giai
doan sau hoa xa tri 1a giai doan 0 va 17 (16,5%)
la giai doan I. Hai bdo céo tir nhom nghién ctru
ung thu truc trang Pic tap trung vao phén tang
tién luong & nhitng bénh nhan da trai qua hoa
xa trj tién phau cho thiy DFS kém hon & nhiing
bénh nhan dap ung kém sau héa xa. DFS 5 nam
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ctia giai doan TO,1 lan luot 1a 86% va 95%.
Trong khi d6 DFS 5 ndm cua giai doan T3,4 1a
65 va 42%. DFS 5 nam giai doan ypNO 1a 85%
cao hon han cho véi nhém ypN1,2 lan luot 1a
65% va 18% [5], [6].

Thtr nghiém Chronicle (2014) khi so sédnh
két qua diéu tri bd tro phac d6 XELOX voi
quan sat trén bénh nhan ung thu tryc trang
da diéu tri hoa xa tri tin bo trg va phau thuat
cho thdy DFS 3 nam dat 78% thap hon so voi
nghién ctru cua ching t61 va cao hon nghién
ctru ADORE. Nghién ciru Chronicle ciing tuyén
chon bénh nhan giai doan II va III trudc diéu
tri nhung ty 1¢ dap ing sau hoa xa cia nghién
ctru Chronicle thap hon, giai doan ypTO0,1 lan
luot 14 1,7% va 3,4%; ypNO la 52,4%. Trong
khi d6, giai doan ypTO ciia chung t6i lan luot
1a 20,9%; ypNO 1a 76,7% [7].

Khi phéan tich du¢i nhom song thém cho glal
doan Il va giai doan I1I sau diéu tri hoa xa tri tién
phau, ty 1& song thém khong bénh 3 nim giai
doan IT va ITI 1an lugt 12 84,7% (78,9 - 90,5) va
75,1% (66,3 - 83,9). Theo nghién cttu ADORE
ty 18 séng thém khong bénh 3 nim giai doan
II va III 1an luot 12 81,6% va 66,6% [7]. DFS
3 niam giai doan II cua ching toi trong dong
nhu két qua cua nghién ctru ADORE nhung
giai doan III thi cao hon. Sy khac biét nay 1a do
trong giai doan III, nghién ctru cua ching t6i
cd 16% giai doan ypN2 trong khi nghién cuu
ADORE c¢6 dén 29% giai doan ypN2 [4].

11 bénh nhan tr vong chiém ty 18 10,7%.
Trong d6 2 (1,9%) bénh nhan tir vong do tic
rudt 9 (8,7%) tir vong do bénh tién trién. Song
thém toan bd (OS) 3 nam dat 92,2% (95%CI
86,9 - 97,5). Trung vi OS 3 ndm chua dat duoc
(Biéu dd 2). Khong c6 bénh nhan nao giai doan
0 va I tr vong trong thoi gian theo doi. Ty 1€

OS 3 nam giai doan II va III lan luot 12 90%
(85,3-94,7) va 83,3% (75,7-90,9). Két qua
nghién ctru ciia ching toi tuong dong nghién
cttu ADORE (2014) vdi ty 1¢ song thém toan
bd 3 nam dat 95% (91,6-98,4) va nghién ctru
Chronicle (2014) voi ty 1€ 1a 88,8% [4].

Céc bang chimg vé loi ich séng thém cua
diéu tri bd tro cho bénh nhan ung thu tryc trang
thue té con nhiéu tranh céi. Loi ich ctua hoa chat
bo tro sau diéu tri hoa xa tri tAn bd tro va phau
thuat dugc danh gia trong 4 nghién ctru ngau
nhién pha 3. Thir nghiém EORTC 22921 va thtr
nghiém PROCTOR/SCRIPT khi so sanh diéu
tri bd tro fluorouracil véi quan sat, khong cho
thdy cai thién thoi gian sdng thém [8]. Nghién
ctru Chronicle so sanh hiéu qua diéu trj bo tro
XELOX so v6i quan sat ciing khong cho thay
loi ich vé DFS va OS & thoi diém 3 nam [7].
Nghién ciru ADORE 1a nghién ctru duy nhét
cho thiy hiéu qua cai thién DFS 3 nim cia
nhém didu tri XELOX so voi fluorouracil
nhung khong khéng cho thdy hiéu qua OS ¢
thoi diém 3 nam [4]. Chinh vi vy, nghién ctru
cua ching t61 mac du ty 1€ DFS 3 nam cao hon
so v&i nghién ctru khac nhung ty 16 séng thém
toan bo 3 nim 1a twong ddng.

Thuc té trong thyc hanh diéu tri, cac béng
ching ting ho loi ich cua diéu tri bo trg sau hoa
xa tri tin bd tro chu yéu duoc ngoai suy tu loi
ich ctia hoa chit bd tro & nhém bénh nhéan xa
tri hau phau.

DPoc tinh caa phac do

Két qua nghién ctru ctia ching t6i cho thay
rang sau 4 thang diéu tri héa chét b tro phac
dd XELOX hoic Capecitabine sau HXT tién
phau va phau thuat 1a an toan (Bang 2).

Doc tinh thudong gdp trén hé tao huyét voi
moi murc do 1a thicu mau 88 (85,4%), ha bach
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cau 53 (51,4%), ha bach cau hat (50,5%), ha
tiéu cau 44 (42,8%). Céc tac dung phu chu yéu
& do 1 va do 2. Chi co 1,9% bénh nhan xuit
hién thiéu mau va ha bach cau hat do 3, khong
¢ doc tinh do 4 trén hé tao huyét. Thiéu mau
gap ¢ 85,4% la do 63,1% bénh nhan tham gia
nghién ctru ¢6 thiéu mau do 1 sau mo.

Doc tinh ngoai hé tao huyét chu yéu do 1
do 2, thuong gap la tang men gan AST, ALT,
budn non, hoi chirng ban tay ban chan, doc tinh
than kinh ngoai vi v6i moi mirc d6 lan luot 1a
47(45,5%), 36 (35%), 22 (21,4%), 31 (30%) va
24 (23,3%). 3 bénh nhan tang bilirubine toan
phan d6 3 va 4, trong d6 c6 1 bénh nhan ngimg
diéu tri do khong cai thién sau giam liéu hoa
chat. Cha yéu cac tac dung phu ngoai hé tao
huyét do 1 d6 2 va dé dang kiém soat.

Theo nghién ctru ADORE, diéu tri hoa chét
b tro sau mo 13 an toan. Poc tinh thuong gip
12 ha bach ciu, ha bach ciu hat, ha tiéu cau,
budn ndn, ddc tinh than kinh ngoai vi lan luot
13 7%, 12%, 48%, 67%. Chi yéu doc tinh d6 1
va do 2 [4].

5. KET LUAN

Diéu tri hoa chat bd trg phac d6 XELOX,
Capecitabine cho bénh nhan ung thu truc trang
sau hoa xa tri tién phau va phau thuat triét cin
1a phuong phap diéu tri hiéu qua va an toan.
Can c6 thém cac thir nghiém ngiu nhién dé
danh gia vai tro cua diéu tri bd trg cho nhém
bénh nhan nay.
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