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HIEU QUA CUA CAPECITABINE PON CHAT TRONG PIEU TRI DUY TRI
UNG THU PAI TRU’C TRANG DI CAN TAI BENH VIEN K

Hoang Thi Cucl, Tran Thing!, Hoang Ngoc Tan, Vii Hong Thing

TOM TAT

Muc tiéu: Danh gia hiéu qua, doc tinh cla diéu tri
duy tri_capecitabine trong ung thu' dai truc trang di
can. Doi tugng nghlen cfu: Nghién cru dudc thuc
hién trén 68 bénh nhan ung thu dai truc trang di can,
dat dugc kiém soat bénh sau khi diéu tri bu’dc 1, tlep
tuc diéu tri duy tri capeC|tab|ne tai bénh vién K tu
10/2019 dén 2/2022. Két qua: Tudi trung binh 13 58,4
tudi; vi tri u nguyen phat hay gap nhat & truc trang Ia
42 6%, dai trang trai la 32,4%, dai trang pha| 25%;
ung thu biéu mo tuyén chiém 88,2 %, ung thu b|eu
mo tuyen nhay chiém 11,8%; giai doan bénh di cdn
ngay tr dau hay gap chiém 73,5 %. Vi tri di cn hay
gap nhat 1a gan chiém 67 /6%, sau dé la ph0| 26,5%
va phuc mac 19,1%. Ty |é diéu tri hoa chat budc 1 cod
oxaliplatin chlem 75%, phac dd cd irinotecan chiém
25%. Déc diém dap ('ng sau diéu tri budc 1: bénh dap
(g hoan toan 7,4%, bénh dap ('ng mot phan la
73,5%, bénh glu’ nguyen la 19,1%. Thdi gian song
thém bénh khdng tién trién cta dleu tri duy tri (PFS)
trung binh 13 8,7 thang Thai gian song thém bénh
khong tién trién tir khi b&t dau didu tri hod chat budc
1(PFS1) dat 15,2 thang Téc dung phu hay gép chl
yeu la do 1,2 vdl hoi chiing ban tay, ban chan 21 12%;
thiu mau 3,1%; ha bach ciu 4,8%; ha tiéu ciu
5,7%. Két Iuan biéu tri duy tr| CapeC|tab|ne trong
ung thu dai truc trang di cin glup keo dai thai gian
song thém bénh khong tién trién va doc tinh & muc
chap nhan du‘(jc

Tur khoa: Diéu tri duy tri, ung thu dai truc trang di
can, capecitabine.

SUMMARY
EFFECT OF SINGLE- AGENT CAPECITABINE IN
THE MAINTENANCE TREATMENT METASTATIC

COLORECTAL CANCER AT K HOSPITAL

Aims: This study was to evaluate the efficacy and
safety of maintenance therapy with capecitabine
following induction chemotherapy in patients with
metastatic colorectal cancer. Patient and Method:
Between October 2019 and Ferbruary 2022, 68
patients were enrolled in the study in Vietnam National
cancer Hospital. Patients who completed induction
chemotherapy and achieved disease control were
received maintenance therapy of capecitabine until
disease progression or unacceptable toxicity. Results:
Mean age was 58,4 years; 42,6% had rectal primary
tumor, 32,4% had left-sight colon primary tumor, 25%
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had right-sight colon primary tumor; metachronous
occurred in 73,5% patients. Histopathological result
were 88,2% adenocarcinoma, 11,8% mucinous
adenocarcinoma. The most common site of metastasis
was the liver (67.6%), followed by the lung (26.5%)
and the peritoneum (19.1%). The first-line regimen
with oxaliplatin-base was 75%, irinotecan-base was
25%. After induction treatment partial response was
73,5% and 19,1% had stable disease. The median
progression-free survival (PFS) after maintenance
therapy was 8.7 months. Progression-free survival
after induction chemotherapy (PFS1) was 15.2
months. The most common side effects are grade 1,2
with hand and foot syndrome 21.2%; anemia 3.1%;
neutropenia 4.8%; thrombocytopenia 5.7%.
Conclusion: Maintenance treatment with capecitabinn in
patients with metastatic colorectal cancer is effective
and does not compromise quality of life.

Keywords: maintenance treatment,
colorectal cancer, capecitabine.

I. DAT VAN PE

Trén thé gidi ung thu dai truc trang (UTDTT)
la mot trong cac loai ung thu hay gap. Theo ghi
nhan cta GLOBOCAN 2020, ung thu dai truc
trang duing hang thir 3 vé ty 1€ mac, ding hang
thr 2 vé ty & tr vong. Mdc du c6 nhiéu ti€n bd
trong chdn dodn va diéu tri nhung van c6
khoang 20% dén 40% sO bénh nhéan tai thdi
diém chan doan da phat hién di c&n xa. Phuang
phap diéu tri chinh cho UTDTT giai doan tai
phdt, di can la ph6i hgp hda chat vdi cac thudc
diéu tri sinh hoc nhdm muc dich kéo dai thai gian
song thém va cai thién chat lugng cudc s6ng cho
bénh nhan. Phac d6 dau tay dugc lua chon trong
diéu tri budc 1 1a hda tri phoi hogp oxaliplatin
hodac irinotecan v&i 5FU, cong thém véi thudc
diéu tri sinh hoc nhu bevacizumab, cetucimab...
V@i su phoi hgp cla hda tri va cac thude diéu tri
sinh hoc da cai thién c6 y nghia thdi gian sng
con toan b0 cua bénh nhan Ién dén gan 30
thang [4]. Tuy nhién khoang thsi gian diéu tri
hda chat tan cong vdi phac do phdi hgp nhiéu
thuGc sau khi bénh dat dugc dap (ng t6i da van
con nhiéu tranh cai, do lién quan dén van dé vé
doc tinh than kinh tich Ity cta oxaliplatin va doc
tinh trén hé tiéu hod cla irinotecan. Chinh vi thé
quan diém diéu tri duy tri ra d&i nham muc dich
van cai thién dugc két qua vé thdi gian s6ng
thém va bén canh dé gidam céc tac dung phu cla
viéc da hod tri kéo dai. Capecitabine la dang
thu6c duGng ubng cla 5FU truyén tinh mach,
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nén tang trong diéu tri ung thu dudng tiéu hoda.
S dung Capecitabine don tri liéu trong diéu tri
duy tri ung thu dai truc trang di can sau diéu tri
budc mot da chdrng minh cai thién thdgi gian s6ng
thém bénh khdng tién trién (PFS) so v6i nhanh
quan sat qua mét s6 nghién clu vdi thgi gian
séng thém bénh khong tién trién (PFS) khoang
4-6 thang [3],[5]. Bén canh d6 si dung
capecitabine dudng udng giup bénh nhan de
dang tuan thu diéu tri, giam chi phi, cac tac dung
phu trén huyét hoc va ngoai hé tao huyét de
dang kiém soat trén 1dm sang. Chinh vi vay tai
Viét Nam, capecitabine van la thudc dau tay
trong diéu tri duy tri UTDTT tdi phat di can dugc
ap dung tai moét s6 cg s& chuyén khoa ung budu
bdi tinh hiéu qua va tinh kha thi cia phac d6. Do
dd ching t6i tién hanh nghién clu nay véi muc
tiéu: Panh gid thoi gian song thém bénh khdong
tién trién va mot sé tdc dung phu khéng mong
muén cua capecitabine don tri trong diéu tri duy
tri ung thur dai truc trang tai phat, di can.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

2.1 Poi tuong nghién ciru: Gom 68 bénh
nhan dugc chén doan ung thu dai truc trang tai
phat, di can dugc diéu tri duy tri bang capecitabine
dan tri sau hoa tri ph6i hgp budc 1 tai bénh vién K
tlr thang 10/2019 dén thang 2/2022.

Tiéu chuan lua chon:

- Chan doan ung thu biéu md tuyén dai truc
trang giai doan tai phat di cdn khdng con kha
nang phau thuat triét can hoac tiém nang phau
thuat triét can.

- C6 dap Ung hodc bénh 6n dinh sau diéu tri
phac d6 hdéa chat budc 1 cd oxaliplatin hodc
irinotecan.

- S8 chu ky capecitabine t6i thiéu la 3 chu ky.

- Tén thuang di cdn do dugc trén cac phuang
tién chan doan hinh anh.

- Chirc nang gan, than va tuy xuong trong
gidi han cho phép.

Tiéu chudn loai tra: M3c ung thu th( 2,
mac bénh Iy ndi khoa tram trong khac, bod diéu
tri hodc ho sa ghi chép khong r6 rang.

1.2 Phuong phap nghién ciru va thu
thap so liéu:

e Phuong phap nghién clru: M6 ta cdt ngang
c6 theo déi doc.

e Phuong phap thu thdp sO liéu: cac bénh
nhan du tiéu chudn lya chon dugc I&y vao
nghién cu theo mau bénh an théng nhat. Bénh
nhan sau khi dat dugc bénh dap (ng hodc 6n
dinh vGi phac dd diéu tri budc 1 dudc chuyén
sang phac do6 diéu tri duy tri: Capecitabine
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1250mg/m2 udng 2 lan /ngay tU ngay 1 dén
ngay 14, chu ki 21 ngay. biéu tri duy tri dugc
ti€p tuc cho dén khi bénh tién trién hodc xuét
hién tac dung phu khéng chap nhan dugc.

e Cdc chi s6 nghién cuu:

- P3c diém bénh nhan: tudi, gidi, vi tri u, thdi
diém phat hién di can, s6 lugng di can, thé giai
phau bénh, phac d6 diéu tri budc 1, dap Ung sau
diéu tri budc 1, so chu ky diéu tri capecitabine.

- Két qua diéu tri: thdi gian s6ng thém bénh
khdng tién trién (progression free survival-PFS)
va mot s tac dung phu. PFS1: thdi gian tU khi
bdt dau diéu tri hod chat budc 1 dén khi bénh
tién trién. PFS: thdi gian tir khi diéu tri duy tri
dén khi bénh tién trién.

2.3 XU ly s0 liéu: Cac thong tin thu thap dugc
nhap va ma hoéa va xtr li trén phan mém SPSS
20.0. S dung cac thuat toan théng ké y hoc.

INl. KET QUA NGHIEN cU'U

Bang 1: Pdc diém cua nhém bénh nhén

nghién cuu

Pac diém n (%)
Tudi 58,4 (27-75)
GiGi : Nam 43 (63,2)
N{r 25 (36,8)
ECOG : 0 58 (85,3)
1 10 (14,7)
Vi tri u nguyén phat
bai trang phai 17 (25,0)
Dai trang trai 22 (32,4)
Tryc trang 29 (42,6)
Phau thuat u nguyén phat
Cat doan dai truc trang 58 (85,3)
Lam hau mon nhan tao 1(1,5)
Khong phau thuat 9(13,2)
Vi tri di can: Gan 46 (67,6)
Phoi 18 (26,5)
Phuic mac 13 (19,1)
Giai doan bénh
Di can ngay tir dau 50 (73,5)
Tai phat di cin 18 (26,5)
M6 bénh hoc
_ Biéu mo tuyén 60 (88,2)
Biéu mo tuyén ché nhay 8 (11,8)
Phac do6 hoa chat buéc 1
Co oxaliplatin 51 (75,0)
Co irinotecan 17 (25,0)
Pap ng sau budc 1
Bénh 8n dinh 13 (19,1)
bap ing mét phan 50 (73,5)
Dap Ung hoan toan 5(7,4)

Nhdn xét: Vi tri u nguyén phat hay gdp nhat
tai truc trang chiém 42,6%; di can gan pho bién
nhat chiém 67,6%; chan doan di can ngay tir
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dau chiém 73,5%; thé gidi phiu bénh ung thu
ché nhay la 11,8%; phan I6n cac bénh nhan
dugc phau thudt cat doan dai truc trang trudc

vGi thiéu mau 3,1%; ha bach cau 4,8%; ha tiéu

cau 5,7%.

Bang 4: Tac dung khéng mong muén

khi hoa tri chiém 85,3%); phac do hoa chat buc 1  ngoai hé tao huyét
¢ oxaliplatin chiém 75%; ty 1&€ bénh dap Ung D6 I D6 II Po | Po
(hoan toan va 1 phan) sau diéu tri budc 1 la 80,9%. : ; III | IV
Bang 2. Thong tin theo doi chung Xuat huyét | 5 (0,9%) 0 0
Tinh trang hién tai SO0 BN [Ty lé % Tiéu chdy | 21 (3,6%) |12 (2,1%)| 0 0
Tién trién 46 67,6 HGi chiing 91 32 o | -
Chua tién trién 22 32,4 HFS (157 %) | (5,5 %)
Thdi gian theo ddi trung binh | 15,6+4,3 thang Nhan xét: Tac dung phu hay gap ngoai hé
Thdi gian theo d&i dai nhat 38 thang tao huyét la hoi chirng ban tay, ban chan 21,2%;
Thdi gian theo ddi ngdn nhat 6,2 thang chu yéu la do 1,2.

Nhdn xét: Thdi gian theo dbi trung binh
15,6 thang (tinh tur thai diém bénh nhan bat dau
diéu tri hoa chat budc 1).

eeeeee

Tylé

PFS (thang)
Biéu dé 1: Thoi gian séng thém bénh khéng
tién trién PFS

nnnnnnnn

TylE

15 20
PFS1 (thing)

Biéu do 2: Thoi gian séng thém bénh khéng
tién trién PFS1

Nhéan xét: Thai gian song thém bénh khong
tién trién cta diéu tri duy tri (PFS) trung binh 1a
8,7 +1,2 thang. Thdi gian song thém bénh khong
tién trién tUr khi diéu tri bugc 1 (PFS 1) trung
binh la 15,2 + 1,3 thang.

Bang 3: Tac dung khéng mong muén

trén hé tao huyét
Chiso n A A A Po
(%) Po I POII DY IIL| L]
Thi€u mau| 18 (3,1) 0 0 0
Ha BC | 28 (4,8) 0 0 0
HaTC | 33 (5,7)| 15 (2,6%)] O 0

Nhén xét: Tong s6 chu ky d3 diéu tri
capecitabine duy tri la 578 chu ky. Ty I€ tac dung
phu trén hé tao huyét hay gap cha yéu la do 1

IV. BAN LUAN

Nghién clfu cta ching téi ti€n hanh trén 68
bénh nhan ung thu dai truc trang giai doan tai
phat, di cdn dudc diéu tri duy tri bang
capecitabine tai bénh vién K tif nam 2019 dén
nam 2022. K&t qua cla nghién cltu cho thay tudi
trung binh 1a 58,4 tudi; nhd nhat 1a 27 tubi, 16n
nhat 1a 75 tudi, ti Ié nam la 63,2% cao hon nit
36,8%, ti I&é nam/nit la 1,7. Vi tri u nguyén phat
hay gap nhat & truc trang la 42,6%, dai trang
trdi la 32,4%, dai trang phai 25%; ung thu biéu
md tuyén chiém 88,2 %, ung thu biéu mé tuyén
nhay chiém 11,8%, giai doan bénh di can ngay
tUr dau hay gap chiém 73,5 %. Vi tri di can hay
g3p nhét 13 gan chiém 67,6%, sau d6 la phdi
26,5% va phlc mac 19,1%. Ty & diéu tri hoa
chat budc 1 cd oxaliplatin chiém 75%, phac do
c6 irinotecan chiém 25%. Dic diém dap Ung sau
diéu tri budc 1: bénh dap Ung hoan toan 7,4%,
bénh dap ng moét phan la 73,5%, bénh gilt
nguyén la 19,1%. Trong nghién c(fu ctia Tran Thi
Thuy va Vi Hong Thang trén cac bénh nhan ung
thu dai truc trang tai phat di can dugc diéu tri
duy tri phac d6 bevacizumab-capecitabine ghi
nhan tudi trung binh 1a 56,7, tudi thdp nhat la
26, cao nhat la 78. Vi tri u & truc trang la 34,6%,
tai dai trang la 65,4% trong do u tai dai trang
sigma la 44,1%. Bénh tai phat di can chiém
32,7%, ung thu biéu md tuyén biét hda vira
chiém 86,5 %, ung thu bi€u md tuyén ché& nhay
3 13,5% [1]

Thai gian theo doi trung binh la 15,6 thang
tinh tir thoi diém bénh nhan bdt dau diéu tri
budc 1. Thdi gian s6ng thém bénh khong ti€n
trién clia diéu tri duy tri (PFS) trung binh I3
8,7+1,2 thang gia tri nhd nhat la 4,8 va I6n nhat
la 31,4 thang. Thdi gian s6ng thém bénh khong
ti€n trién tir khi bat dau diéu tri hoad chat budc 1
dat 15,2 + 1,3 thang. Tai th&i diém phan tich vé
séng thém van cé 22 bénh nhan chua tién trién,
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dang ti€p tuc dugc diéu tri duy tri capecitabine.
Tac gia H.Y. Luo ghi nhan PFS cla nhanh diéu tri
duy tri capecitabine so v8i nhanh khéng duy tri la
6,43 thang so véi 3,43 thang (p<0,001). Thdi
gian s6ng thém bénh khéng tién trién k& tir khi
bdt dau diéu tri budc 1 la 10,43 thang so vGi
7,82 thang, véi su khac biét co y nghia [3].
Nghién ciu FOCUS-4 trén cac bénh nhan chau
Au cling cho thdy diéu tri duy tri capecitabine
giup kéo dai PFS la 3,8 thang so vdi 1,8 thang &
nhanh quan sat vai su khac biét co y nghia thGng
ké. Két qua vé thdi gian song thém bénh khong
tién trién trong nghién cltu cia ching tdi cao
han so vdi cac nghién clu cla cac tac gia trén.
Tuy nhién ca 2 nghién clfu nay déu khong cho
thdy su khac biét vé song con toan bo [3], [5].
MOt sG nghién clfu cho thay viéc diéu tri duy tri
bevacizumab va 5Fu ciing dem lai cai thién dang
k& v& PFS so vdi nhanh theo ddi. Nghién cltu
CAIRO 3 ghi nhan trung vi PFS la 8,5 thang vdi
murc liéu capecitabine duy tri la 625 mg/m2 da
[6],[7]. Tuy nhién viéc diéu tri duy tri bang
bevacizumab Vi chi phi con khad cao khéng thé
phu hgp cho tat ca cac bénh nhan, mat khac téi
thdi diém hién tai cdc nghién clu nay cling
khong cho thay su khac biét vé thdi gian song
thém toan bd. Do dd viéc luva chon capecitabine
la mot thudc vién dudng ubng trong diéu tri duy
tri UTDTT khéng chi gilp kéo dai PFS ma con
mang Igi su thuan Igi va kha thi.

Vé dung nap thudc trong nghién clu cla
ching t6i ghi nhan cé 9 bénh nhan phai giam
lieu capecitabine chiém 13,2% do lién quan hoi
chirng ban tay ban chan, khong cé bénh nhan
nao phai dirng thudc do tac dung phu.Téng s6
chu ky da diéu tri capecitabine duy tri cia nhém
bénh nhan nghién clru la 578 chu ky. Ty Ié doc
tinh dugc tinh 1a s chu ky xuat hién doc tinh
trén tong s6 chu ky da diéu tri. Ty & tac dung
phu trén hé tao huyét hay gap cha yéu la do 1
v6i thi€u mau 3,1%; ha bach cau 4,8%; ha tiéu
cau 5,7%. Tac dung phu hay gap ngoai hé tao
huyét la hoi chiing ban tay, ban chan 21,2%;
chu yéu la do 1,2. Nghién cu FOCUS4 ghi nhan
ty I€ budn nbn 74%, ti€éu chay 72%, viém da day
90%, thi€u mau 69%. Cac tac gia cling cho thay
51% bénh nhan phai tri hoan it nhat 1 chu ky
capecitabine, 37% bénh nhan phai giam liéu [5].
Nghién clu cua tac gia H.Y.Luo trén cac bénh
nhan Trung Quoc cho thay ty 1€ phai giam liéu
capecitabine la 8,8% lién quan dén hoi chiing
ban tay ban chan gdp & 50% va tiéu chay 25%
[3]. MOt sb tai liéu y vdn cling cho thdy dung nap
thuGc capecitabine trén cac bénh nhan chau A
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t6t hon cac bénh nhan chau Au c6 thé lién quan
dén su khac biét vé chiing toc va chuyén hoa thudc.

V. KET LUAN

Qua nghién clu 68 bénh nhan ung thu dai
truc trang di can dugc diéu tri duy tri bdng
capecitabine sau diéu tri budc 1 tai bénh vién K
tur thang10/2019 dén thang 2/2022 chidng t6i rut
ra mot vai két ludn sau: Tudi trung binh 1a 58,4
tudi; vi tri u nguyén phéat hay gdp nhat & truc
trang 13 42,6%, ung thu bi€u md tuyén chiém
88,2 %; giai doan bénh di can ngay tir dau hay
gap chiém 73,5 %; vi tri di cdn hay gap nhét la
gan chiém 67,6%. Thdi gian song thém bénh
khdng tién trién cua diéu tri duy tri (PFS) trung
binh la 8,7 thang. Thoi gian s6ng thém bénh
khéng tién trién tir khi bat dau diéu tri hod chat
budc 1 (PFS1) dat 15,2 thang. Tac dung phu hay
gap chd yéu la do 1,2 va khéng coé bénh nhan
nao phai ngirng diéu tri do tac dung phu. Diéu tri
duy tri capecitabine gilp kéo dai thgi gian séng
thém bénh khdng tién trién 6 nhém ung thu dai
truc trang di can va tac dung khéng mong mudn
& murc chap nhan dugc.

TAI LIEU THAM KHAO

1. Tran Thi Thuy, Vii Hong Thang, Hoang Thi
Cuc (2019). Két qua diéu tri duy tri capecitabine
két hgp bevacizumab trén bénh nhan ung thu dai
truc trang giai doan mudn. Tap chi ung thu hoc, s6
1/2020.

2. Garattini SK, Basile D, Bonotto M et al: Drug
Holidays and Overall Survival of Patients with
Metastatic Colorectal Cancer. Cancers (Basel).
2021 Jul 13;13(14):3504.

3. HY Luo et al. Single-agent capecitabine as
maintenance therapy after induction of XELOX (or
FOLFOX) in first-line treatment of metastatic
colorectal cancer: randomized clinical trial of efficacy
and safety. Ann Oncol ,2016 Jun;27(6):1074-1081.

4. N Van Cutsem E, Cervantes A, Adam R, et al.
: ESMO consensus guidelines for the management
of patients with metastatic colorectal cancer. Ann
Oncol 27:1386-1422, 2021.

5. Richard A Adams:' David ] Fisher, Janet
Graham et al. Capecitabine Versus Active
Monitoring in Stable or Responding Metastatic
Colorectal Cancer After 16 Weeks of First-Line
Therapy: Results of the Randomized FOCUS4-N
Trial. Clin Oncol. 2021 Nov 20;39(33):3693-3704

6. Simkens LH, van Tinteren H, May A, et al. :
Maintenance treatment with capecitabine and
bevacizumab in metastatic colorectal cancer
(CAIRO3): A phase 3 randomised controlled trial of
the Dutch Colorectal Cancer Group. Lancet
385:1843-1852, 2015.

7. Tournigand C, Cervantes A, Figer A, et al.
OPTIMOX1: a randomized study of FOLFOX4 or
FOLFOX7 with oxaliplatin in a stop-and-go fashion
in advanced colorectal cancer-a GERCOR study. ]
Clin Oncol. 2006; 24(3):394-400



