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Abstract: Objective: Evaluate the safety of adjuvant capecitabine regimens for stage Il colorectal
cancer patients at K Hospital. Methods: A retrospective descriptive study in 96 stage Il colon cancer
patients according to AJCC 2017 were treated with radical surgery and adjuvant treatment with
capecitabine regiments at K Hospital from January 2016 to December 2019. Side effects of
chemotherapy regimens were identified. Results: 93 patients completed all 8 cycles of
chemotherapy, accounting for 96.8%. The majority experienced grade 1 and grade 2 toxicities at
approximately 50%. Grade 3 toxicity had a low incidence rate of <5% and there were no grade 4
toxicities. Common toxicities included hand-foot syndrome (51%), anemia (30.2%), and diarrhea
(10.4%). The rate of treatment delays or dose reductions due to toxicity was only 4% and no patients
discontinued treatment due to toxicity. Conclusion: Adjuvant capecitabine regimens for stage Il
colorectal cancer were well tolerated.
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Panh gia doc tinh ctia phac do capecitabine don tri
trong di€u tr1 bo trg ung thu dai trang giai doan II

Nguyén Thi Thu Huong'2*, Hoang Manh Thing!?

YTrieong Pai hoc Y Ha Néi, 1 Tén That Ting, Pong Pa, Ha Ngi, Viét Nam
2Bénh vién K, 30 Cau Buou, Thanh Tri, Ha Noi, Viéet Nam

Nhan ngay 29 thang 5 ndm 2024
Chinh stra ngay 10 thang 8 nam 2024; Chap nhan dang ngay 10 thang 9 nam 2024

Tém tit: Muc tiéu: Panh gia tinh an toan cua phac dd hoéa chit bd trg capecitabine don tri cho bénh
nhan ung thu dai trang giai doan II tai Bénh Vién K. Phuong phép nghién ctru: Nghién ctru mo ta
hdi ctru trén 96 bénh nhan ung dai trang giai doan II theo AJCC 2017 dugc phau thuat triét cin va
diéu tri bd trg bing Capecitabine don tri tai bénh vién K tir 1/2016 dén 12/2019. Két qua: 93 bénh
nhan hoan thanh di 8 chu ky hoa chit, chiém 96,8%. Pa s6 1a cac doc tinh nhe d6 1 va do 2 vai ty
16 x4p xi 50%; doc tinh do 3 c6 ty 1& xudt hién thip <5% va khong co doc tinh do 4. Cac doc tinh
thuong gip: hoi chimg ban tay — ban chan (51%), thiéu mau (30,2%), tiéu chay (10,4%). Ty 1é tri
hodn diéu tri, giam lidu thudc do doc tinh chi chiém 4%, khong c6 bénh nhan nao phai ngimng thude
diéu tri do doc tinh. Két luan: Phac dd capecitabine don tri trong diéu tri bd tro ung thu dai trang

giai doan II ¢6 dung nap tot.

Tir khoa: Capecitabine, bo tro, Ung thu dai trang, ddc tinh.

1. Mé dau

Tai Viét Nam, ung thu dai truc trang ding
thir 4 trong céac loai ung thu véi ty 16 mic méi 1a
13,9/100.000 dan va dtng thir 5 vé ti 18 tir vong
trong cac bénh ung thu thuong gap vadi ty 1é tr
vong la 1a 6,8/100.000 dan theo s liéu
GLOBOCAN 2022 [1]. Piéu tri nén tang cho
ung thu dai trang giai doan II 1a phau thuat, tuy
nhién c6 khoang 30-40% bénh nhan ung thu dai
trang giai doan II sau phau thuat don thuan c6 tai
phat tai chd hodc di cin xa, nguyén nhan duoc
cho 14 do cac t6n thuong vi di can xuit hién tai
thoi diém phiu thuat. Do d6, nhidu nghién ctru
da dugc thyc hién voi muc ti€u danh gia lgi ich
ctia hoa chét b trg trong ung thu dai trang giai
doan 11, gitip gidm ty 1€ tai phat va cai thién thoi
gian song thém cho nhém bénh nhan nay nhur thir
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nghiém QUASAR (2007), nghién cttu ACCENT
(2009), thir nghiém X-ACT (2012) [2-4]. Theo
khuyén c4o hién hanh cta Mang luéi Ung thu
Qudc gia My (NCCN), Hiép hoi Ung thu Y té
Chau Au (ESMO), B6 Y té Viét nam, hién nay
¢6 nhiéu phac d6 di duoc 4p dung trong diéu tri
bd trg ung thu dai trang giai doan II nhu
Capecitabine, FUFA, XELOX, FOLFOX,...
Phac dd b trg bang capecitabine don tri dwoc ap
dung kha phd bién trén 1am sang Viét Nam do
hi€u qua da dugc chung minh va tinh thuén tién
trong thyc hanh, d(‘Bng thot it doc tinh hon so véi
cac phac d6 khac. Tai Viét Nam, tac gia Hoang
Thi Cic ciing di nghién ctru vé phac do
Capecitabine don tri trong ung thu dai truc trang
giai doan mudn [5]. Tuy nhién cac nghién cuu
trude ddy chua danh gia duoc day du cac doc


mailto:nguyenhuong.onc@gmail.com

N. T. T. Huong, H. M. Thang / VNU Journal of Science: Medical and Pharmaceutical Sciences, Vol. 40, No. 3 (2024) 101-106 103

tinh ctia phac do nay. Do d6 chung t6i thuc hién
nghién ctru nham muc dich danh gia ddc tinh cta
phac do capeciatbine don tri va sy anh hudng.

2. Poi twong va phwong phap nghién ciru
2.1. Poi twong nghién ciru

Gom 96 bénh nhan chan doan ung dai trang
giai doan II (pT3,4NOMO) duoc phau thuat triét
cin va diéu tri bd tro bang phac dd hoa chat
Capecitabine don tri tai Bénh vién K co s¢ Tan
Triéu trong thoi gian tir thang 1/2016 dén thang
12/2019, thé trang chung tot (ECOG 0-2), chua
diéu tri hoa chét, mién dich hay xa tri trudc do,
churc nang gan thén, tuy xuong trong gidi han
cho phép diéu tri hoa chat. Chung t6i loai trir cac
truong hop cé ung thu khic kém theo, khong
phan biét dugc vi tri u gitta dai trang sigma va
tryc trang, mic cac bénh noi khoa trAm trong co
nguy co tir vong gan.

2.2. Phuwong phadp nghién curu

- Thiét ké nghién ctiru: mé ta hodi ciru.

- Piéu tri, danh gia dap ung va theo ddi: liéu
capecitabine tiéu chuén 14 1250 mg/m?/lan, ung
2 lan/ngay, ngay 1-14 (chu ki 21 ngay), duoc
diéu tri 4-8 chu chu ki. Boc tinh cua thudc duoc
ghi nhan trong sudt qua trinh diéu tri, sau mdi dot
diéu tri (21 ngay) dua vao kham lam sang, xét
nghiém cong thirc méau va sinh hoa dé danh gia cac
tac dung phu trén da, tiéu hoa, hé tao huyét, churc
nang gan than. Moi can thiép va khoang thoi gian
tam dimg diéu tri do doc tinh déu duoc ghi nhan.
DPanh gia dgc tinh cla capecitabine dya theo ti€u
chuan danh gia cac bién cb bat lgi phién ban 5.0
cua vién ung thu quoc gia Hoa Ky [6]. Chinh
lidu hodc dirng thude phu thudc vao mic do xuat
hién dgc tinh. Panh gia két qua didu tri sau mdi
4 chu ki diéu tri hoa chét, theo ddi 03 thang/lan
sau khi két thiic diéu tri. Panh gia két qua song
thém khong bénh (DFS), sdng thém toan bo (OS)
tai thoi diém 5 nam theo Kaplan Meier.

2.3. Thoi gian va dia diém nghién ciru

- Pia diém: Bénh vién K co s¢ Tan Triéu.
- Thoi gian: 1/2016 dén 12/2019.

2.4. Céc bude tién hanh

Budce 1: lya chon, danh gia bénh nhéan theo
dung cac tiéu chuan lya chon va loai trir, thu thap
thong tin trude didu tri: 1am sang, can 14m sang.

Budc 2: nhan xét doc tinh cua phac do diéu
tri. Panh gid cac doc tinh: cac doc tinh huyét hoc
va ngoai huyét hoc cua phac dd didu tri duoc
danh gi4a dya theotiéu chudn Common
Terminology Criteria for Adverse Events
version 5.0 (CTCAE)

2.5. Xur Iy va phdn tich so liéu

Str dung phan mém SPSS 20.0, mé ta trung
binh, d6 1éch chuén, gia tri max, min, kiém dinh
so sanh st dung test y2, cdc so sanh co y
nghiathong ké véi p<0,05. Trong trudng hop mau
nho hon 5 thi sir dung test (2 coéhiu chinh Fisher.

3. Két qua nghién ciru
3.1. Pdc diém diéu tri

Bang 1. Dic diém bénh nhan nghién ciru

Diic diém (N=96) Sobenh | o
nhan
Tubi
Trung binh 52(’)5 417
> 60 tudi '
Gié6i
Nam 50 51
Nit 46 49
ECOG
0 53 55,0
1 31 32,0
2 12 13,0
Giai doan bénh
A 43 44,8
11B 47 49,0
1C 6 6,2
Céc y€u td nguy co cao
(kh%ng tinh T4) 97 279
1 53 55,8
>o 6 16,3
Thoi gian tir khi phau thuat
dén khi dlfu tri hoa chat 64 66,7
< 4 tudn 32 333
4-8 tuan '
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Licu thuoc (% licu chuan) 53 55,2
80-85%
20 20,8
85-90% 23 24,0
>90% '
S6 chu ky diéu tri hoa chat
8 chu ky 93 96,8
4-7 chu ky 3 3,2

Nhén xét: tudi cao trén 60 chiém 41,7%. Da
) nguoi bénh diéu tri hoa chit sau md dudi 4
tuan (66,7%), 55,2% liéu thudc 80-85% licu
chudn, 96,8% hoan thanh di 8 chu ky diéu tri
(Bang 1).

Censored

B ———

Ty 18 %

T T T
0 0 w0 $08

Thél glan theo dbi DFS (thang)

Survival Funchion

3.2. Két qua diéu tri
Bang 2. Két qua DFS, OS tai thoi diém 5 nim

Keét qua

Th(n gian theo doi trung 60,6 (CI 95%: 22-79)
vi (thang)

DFS 5 nam (%) 89,5

OS 5 nam (%) 91,1

Nhén xét: thoi gian theo doéi trung vi 60,6
thang. Ty 1€ DFS 5 nam 89,5%, OS 5 nam 91,9%
(Bang 2).

TV %

t 1 1 T d T

Thoi gian theo déi OS (thang)

Hinh 1. Biéu d6 song thém theo Kaplan Meier.

3.3. Ddc diém chung ve déc tinh

Bang 3. Dic diém chung vé doc tinh

do doc tinh 12‘} 4,2%, khong c6 bénh nhan nao
phai ngirng dicu tri do doc tinh (Bang 3).

Bang 4. Ddc tinh trén hé huyét hoc

Pic diém S0 bAé nh %
nhan

C6 doc tinh 49 51
Giam lidu do doc tinh 4 42
Tri hoan diéu tri do
doc tinh ' 4 4,2
Ngung diéu tri do 0 0
doc tinh

. S6 bénh nhan (%)

Boc tinh Titca | D12 | Do 3-4
Thiéu mau 29 (30,2) | 29 (30,2) 0
Ha bach cau 4 (4,2) 4 (4,2) 0
Ha tiéu cau 2(2,0) 1(1,00 | 1(1,0)

Nhian xét: ty 1€ xuét hién doc tinh chung la
51%, trong d6 ty 1€ tri hodn dicu tri va giam liéu

Nhan xét: doc tinh huyét hoc chu yéu do 1,
d6 2, trong do thiéu mau, ha bach cau, ha tiéu cau
¢6 ty 1& 1an luot 13 30,2%, 4,2% va 2%. Mot bénh
nhan (1%) gap doc tinh ha tiéu cau do 3 (Bang 4).
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Bang 5. Poc tinh ngoai hé tao huyét

N S6 bénh nhan (%

Boc tinh TAt ca Do 1-2 D6 3-4
Buo6n nén, nén 5(5,2) 5(5,2) 0
Tiéu chay 10 (10,4) 9(9,4) 1(1,0)
Viém miéng 0 0 0
Hoi ching ban tay — ban chan (HFS) 49 (51) 47 (49) 2(2,0)
Tang AST/ALT 13 (13,5) 13 (13,5) 0
Tang Creatinin 4 (4,2) 4(4,2) 0

Nhan xét: da s6 doc tinh d6 I, II, riéng hoi
chung ban tay- ban chan c6 2% doc tinh d 3
(Bang 5).

4. Ban luin

Theo nghién ctru cia chung t6i, doc tinh khi
diéu tri phac d6 Capecitabine 1a twong ddi thap
va & mic do nhe. Ty 18 xuat hién doc tinh chung
14 51%, chii yéu 1a doc tinh d6 1, d6 2. Khong c6
bénh nhan nao phai ngimng diéu tri do doc tinh.
So sanh voi nghién ctru cua tac gia Scheithauer
va cong sy (2003) ¢ ty 1& xuat hién doc tinh
tuong tng 13 62% va hau hét 1a doc tinh nhe do
1,d62[7].

Hoi chimg ban tay — ban chan (Hand Foot
Syndrome - HES) 14 tac dung khong mong muén
thuong gip nhit cua phac d6 Capecitabine don
tri, véi ty 1€ 1a 51%. Trong nghién clru cia chiung
t6i da s0 cac bénh nhéan c6 hoi ching ban tay —
ban chan d6 1, d6 2 va cac triéu chirng dugc cai
thién voi cac bién phap diéu tri hd tro nhu gido
duc bénh nhan cham séc tay, kem dudng am,
vitamin. C6 2 bénh nhén (2%) gép doc tinh do 3,
dugc chiam soc triéu ching két hop voi tam dimg
hoa chét, giam lidu trong qué trinh diéu tri dé
tang kha nang dung nap va giam tac dung phu
ctia thube. Tac gia Scheithauer va cong su (2003)
cho thiy doc tinh hoi ching ban tay - ban chan
ciing 1a doc tinh thuong gap chiém ty 1& 62% va
da sd cling chi do 1, 2, tac gia Cassidy va cong
su (2002) cho két qua twong g 1a 53,5%, khé
tuong dong voi nghién ctru ctia chung toi [7, 8].
Tu d6 c6 thé thdy doc tinh trén da do
Capecitabine tuy gip v6i ty 1& twong déi cao
nhung da s6 déu & mic d nhe, co thé quan ly

trong qué trinh diéu tri va khong anh huéng dén
liéu trinh diéu tri cta bénh nhan.

Ty 1& xuét hién doc tinh trén duong tiéu hoa
ctia phac d6 Capecitabine don tri tuong dbi thip
va chu yéu 1a mirc d6 nhe. Ty 18 bénh nhan co6
biéu hién tiéu chay trong 8 dot diéu trj 1a 10,4%,
trong d6 co6 1 truong hop (1%) tiéu chay do 3 va
¢6 tinh trang méat nudc trén 1am sang. Bénh nhan
da dugc bu nudce va dién giai, diéu tri Loperamid
va khang sinh, liéu chu ki ké tiép giam 25% so
v6i lidu ban dau va sau d6 bénh nhan dung nap
tot. Nghién ctru cta Cassidy va cong su (2002)
co ty 1€ tiéu chay cao hon nghién ctru ciia ching
t61, chiém 47,7% trong d6 c6 13,1% bénh nhan
tiéu chay do 3, 6 4 [8]. Nguyén nhan c6 thé do
liéu khoi dau trong nghién ctru 100% la lidu
chudn, trong khi nghién ctru ctia chiing t6i > 50%
dung liéu 80-85%. Pdc tinh budn nén, nén cia
Capecitabine gip voi ty 1& 5,2%, hau hét bénh
nhan budn nén, ndén & mirc d6 1, khdng co trudng
hop nao gép mirc d¢ 3-4. Vi vay, trong qua trinh
diéu tri Capecitabine bénh nhan khong phai ubng
thudc chong nén dy phong. Poc tinh nay ciing
gip v6i ty 1& thap hon so véi nghién ciru cua
Scheithauer va cdng su voi ty 1€ 36%, hay nghién
ciru cua Cassidy va cong su khoiang 30%,
nguyén nhén ciing c¢6 thé do lidu thude duoc sir
dung la khac nhau gitra nghién ctru cua ching t6i
va cac nghién ctru nay [8].

Poc tinh trén hé tao huyét cua phac dd
Capecitabine don trj 1a thdp. Két qua nghién ctru
ctia chung t6i cho thiy trong cac chu ki diéu tri
huyét sic to chi giam ¢ d 1 véi ty 1& 30,2% va
khong co6 truong hop nao thiéu mau tr d6 2 tro
lén. Bénh nhan thiéu mau duoc quan ly bang
thay ddi ché d¢ an, cac thudc hd tro nhur sat
vitamin B12 dem lai hiéu qua. Ty 1€ ha bach cAu
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chiém 4,2%, trong do 2 bénh nhan gap ha bach
ciu d6 2, bénh nhan khong c6 biéu hién nhiém
trung trén lam sang, khong lam gian doan qua
trinh diéu tri, duoc theo dbi bﬁng xét nhiém mau
qua cac lan diéu tri va khong co bénh nhan nao
chuyén sang ha bach cu do 3,4, két qua tuong
ty nhu nghién ctru cua tac gia Hoang Thi Cic va
cong su (2022) voi ty 1€ twong ung 1a 4,8% [5].
Ha tiéu ciu it gip, chi co 2 bénh nhan bj ha tiéu
cau, trong d6 1 bénh nhan ha tiéu cau do 3, dung
diéu tri 1 tuan va ubng thudc kich tiéu cau dem
lai hiéu qua.

Doc tinh 1én gan, than cua phac db rét it gap.
Trong 8 dot diéu tri, ty 1¢ men gan tang do 1
chiém 12,5%. Giap duy nhét 1 truong hop ting
men gan d6 2 (1,0%) va khong c6 truong hop
nao tang men gan do 3-4. Trong nghién ctru gap 4
truong hop ting creatinin d6 1 chiém 4,2%. Khong
gap truong hop nao ting creatinin trén do 2.

5. Két luan

Poc tinh do capecitabine chu yéu 1a mic do
nhe (d6 1, d6 2) v6i ty 1é xuét hién xap xi 50%.
Cac ddc tinh thuong gép: hoi chirng ban tay ban
chan (51%), thiéu mau (30,2%), ting men gan
(13,5%), tiéu chay (10,4%). Su xuat hién cac doc
tinh it gy anh huong dén diéu tri va cai thién véi
céac bién phap diéu tri hd trg trong qua trinh diéu tri,
chi c6 < 5% xudt hién cac doc tinh d6 3, can phai tri
hoan thuc, giam liéu, khong ghi nhan doc tinh phai
dimg thubc trong qua trinh diéu tri. Phac dd bo tro
capecitabien don thuan c6 mirc dung nap cao trong
thyc hanh 1am sang véi hiéu qua da dugce ching
minh trong nhidu nghién ciru trude do.
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