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ABSTRACT

Objective: To determine the frequency and severity of hand-foot syndrome in
gastrointestinal cancer patients treated with Capecitabine-based regimens. To investigate
the factors influencing the development of hand-foot syndrome in this patient population.

Subjectandmethod:Aprospectivedescriptive studywasconducted on47gastrointestinal
cancerpatientstreated with Capecitabine-basedregimens atthe DepartmentofOncology,
Hue University of Medicine and Pharmacy Hospital from January 2023 to December 2023.
Descriptive statistics and statistical tests were used to analyze the relationship between
patient characteristics, treatment factors and the hand-foot syndrome.

Results: Hand-foot syndrome occurred in 44.7% of patients. Among the patients with
hand-foot syndrome, 25.5% had grade 1; 10.6% had grade 2; and 8.5% had grade 3. The
most common sites of occurrence were both hands and feet (85.7%). Most patients did
not experience disruptions to their cancer treatment (66.7%). There was a statistically
significant correlation between the average number of chemotherapy cycles and the
development of hand-foot syndrome (p < 0.001).

Conclusion: Hand-foot syndrome is a common skin-related side effect, with most cases
being grade 1-2. There is a statistically significant correlation between the number of
chemotherapy cycles and the hand-foot syndrome in the study.

Keywords: Gastrointestinal cancer, Capecitabine, hand-foot syndrome.
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TOM TAT
Muc tiéu: Xac dinh tan suat va mirc dd nghiém trong clia hdi chirng ban tay-ban chan &
bénh nhan ung thu dudng tiéu hdoa dugc diéu tri phac do cé Capecitabine. Khao séat cac
yéu t6 anh hudng dén hoi ching ban tay-ban chan & bénh nhén ung thu dudng tiéu hda
dugc diéu tri phac dd co Capecitabine.

Doi tugng va phuong phap: Nghién clru mo ta tién clfu trén 47 bénh nhén ung thu dudng
tiéu héa dugc diéu tri phac do c6 Capecitabine tai Khoa Ung budu, Bénh vién Truong Dai
hoc Y Dugc Hué tir thang 1/2023-12/2023. St dung théng ké md ta va céc test théng ké
dé phan tich méi lién quan giltra dac diém bénh nhéan, dac diém diéu tri v6i hoi ching ban
tay-ban chan.

K&t qua: 44,7% bénh nhan co6 xuat hién hdi chirng ban tay-ban chan. Trong sé bénh nhéan
bi hoi chirng ban tay-ban chan, c6 25,5% d6 1; 10,6% do 2; 8,5% do 3. Vi tri xuat hién phé
bién nhat la ca hai ban tay va ban chéan (85,7%). Pa s6 bénh nhan khong bi anh hudng dén
diéu trj (66,7%). C6 mai lién quan c6 y nghia théng ké gilra s6 chu ky héa tri trung binh va
sy khdi phat HFS (p < 0,001).

K&t ludn: HOi chirng ban tay-ban chan la tac dung phu trén da thudng gap véi da sé truong
hop la d6 1-2. Cé méi lién quan cé y nghia thdng ké gitra sé chu ky hda tri va hdi chirng ban
tay-ban chan @ nhdm bénh nhan trong nghién ciu.

TP khéa: Ung thu dudng ti€u hoa, Capecitabine, hdi chirng ban tay-ban chan.

1. PAT VAN BPE

Ung thu 1a mot van dé stic khoe dang quan tam
trong thé ky XXI, trong dé ung thu dudng tiéu hoa
gap pho bién khong chi trén thé gidi ma con tai Viét
Nam, theo théng ké clia GLOBOCAN (2022) [2-3].
Hda tri v&i phac do dua trén Fluoropyrimidine trong
ung thu dudng tiéu hoa la liéu phap diéu tri dugc chi
dinh trudc va sau phau thuat triét can hoac diéu tri
triéu ching cho nhirng trudng hgp ung thu qua giai
doan phau thuat. Capecitabine, mét loai tién chat
Fluoropyrimidine dudng uéng, dugc ching minh la
c6 hiéu qua trong ung thu dudng tiéu hda véi kha
nang dung nap tot [5]. Tuy nhién, Capecitabine
cling gay ra mot so tac dung phu ma thudng gap 1a

*Tac gia lién hé

hoi ching ban tay-ban chan (hand-foot syndrome -
HFS). Day la mét tadc dung phu trén da vdi cac triéu
chirng gom té bi long ban tay, ban chan, phu né va
dau rat, co thé tién trién thanh phong rép, bong troc
va loét néu khéng dugc xir tri kip thoi [5].

C4ac nghién cliu trudc day chi ra rang ty & xuat hién
HFS dao dong trong khodng 22-77% phu thudc vao
nhiéu yéu t6 [9]. Khi nghién ctru trén bénh nhan budu
dac, HFS xuat hién & 34% bénh nhan dugc sir dung
phéc do cé Capecitabine, da sé trudng hop la & mirc
ddé nhe (theo WHO va NCI/CTCAE) va 6,7% bénh
nhan biéu hién & mirc dé ndng anh hudng dén chat
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lugng séng [8]. Tai Viét Nam, cac nghién clru vé HFS
trén bénh nhan duoc hda trj con rat han ché. Pa sé
céc nghién cltru chu yéu danh gia hiéu qua va doéc
tinh cia phéc do c6 Capecitabine nhung lai it dé cap
chi tiét vé déc tinh HFS [1].

Mac du HFS khéng de doa dén tinh mang, nhung lam
tri hodn diéu tri, anh hudng hiéu qua diéu tri cling
nhu suy giam nghiém trong chéat lugng song cla
bénh nhan. Vi vay chung téi thuc hién nghién clu
nay vdi 2 muc tiéu:

- Xac dinh tan suét va muic d6 nghiém trong ctia HFS
& bénh nhan ung thu dudng tiéu héa dugc diéu tri
phéc d6 c6 Capecitabine.

- Khéo séat céc yéu t6 anh hudng dén HFS & bénh
nhan ung thu dudng tiéu hoa dugc diéu tri phac do
c6 Capecitabine.

2.DOI TUQONG, PHUONG PHAP NGHIEN CU'U
2.1. Thiét ké nghién ciru

Nghién cttu mo ta tién curu.

2.2. Pia diém va thoi gian nghién ciru

Nghién ctru dugc tién hanh tai Khoa Ung budu, Bénh
vién Truong DPai hoc Y Dugc Hué tirthang 1/2023 dén
thang 12/2023.

2.3. Péi tugng nghién ciru

Bao gdbm céac bénh nhan ung thu dudng tiéu hoda
duoc chan doan bang két qua md bénh hoc, dugdc
héa tri phac do c6 Capecitabine.

- Tiéu chuén lva chon: bénh nhan dugc chan doan
xac dinh ung thu bang mé bénh hoc, bao gobm ung
thu thuc quan, da day, dai truc trang, tuy ngoai tiét,
dudng méat; bénh nhan dugc hoa tri phac do co
Capecitabine don chéat hodc ph&i hgp; bénh nhan
c6 do thanh thai creatinine > 50 ml/phut; bénh nhan
c6 day di ho sg bénh an.

- Tiéu chuén loai trir: bénh nhan cé ton thuong da
ban tay-ban chan do cac bénh ly khac trudc khi hda
tri nhu ndm da, viém da cd dia...; cac trudong hop
khéng theo do6i, danh gia dugc.

2.4. C& mau va phuong phap chon mau

Chon mau thuan tién, |4y tat ca bénh nhan thda man
céc tiéu chuén nghién clru.

2.5. Quy trinh thu thap sé liéu

- Chon bénh nhan thdéa man cac tiéu chuan nghién curu.
- Diéu tri héa chat véi phac do cé Capecitabine don
chat hodc phéi hgp.
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- BDanh gia HFS theo phan dd cua NCI/CTCAE
(National Cancer Institute/Common Terminology
Criteria for Adverse Events, 2017 v5.0):

+ D6 1: Nhirng thay ddi t8i thiéu trén da hoac viém da
(vidu: ban do, pht né hodc tadng sirng héa), khéng dau.

+P0 2: Nhirng thay ddi trén da (vidu: bongtréc, phéng
rop, chay mau, nitt né, phu né hoac tang sirng hoa)
kém theo dau; han ché cac hoat dong hang ngay.

+ D0 3: Nhitng thay doi nghiém trong trén da (vi du:
bong tréc, phdng rop, chay méau, nirt né, pht né hoéc
tang sirng hoa) keém theo dau; han ché cac hoat déng
tw cham séc hang ngay.

- Thu thap s8 liéu bang phiéu nghién cttu, tham khao
ho so bénh an.

2.6. Xt ly va phan tich sé liéu

Nhap va x( ly sé liéu bdng phan mém SPSS 23.0.
2.7.Pao dirc nghién ctru

Bé&nh nhan dudgc giai thich ky vé ly do thu thap théng
tin, nhirng tham kham céan thiét. Cac sé liéu thu
dugc sé dugc bado méat va chi phuc vu cho muc dich
khoa hoc va lam co sd cho viéc chdm sdc va diéu tri.

3. KET QUA NGHIEN cUU
3.1. Pac diém cia bénh nhan

Nghién cttu bao gém 47 bénh nhan ung thu dudng
tiéu hoa dugc hoa tri vdi phac dé c6 Capecitabine.
Trong téng s& 47 bénh nhan, s8 bénh nhan nam la
29 (61,7%) va s6 bénh nhan ni la 18 (38,3%). Do
tudi trung binh (4 63,8 + 12,9 tudi, vdi gia tri tir 21-85.
Nhém < 60 tudi gobm 15 bénh nhan (31,9%), nhém >
60 tudi gdm 32 bénh nhan (68,1%).

3.2. Tan suat va mirc doé nghiém trong cua HFS

S6 chu ky hda tri trung binh cho dén khi khdi phat
HFS la 3, dao déng tir 2-3,5 chu ky.

Bang 1. Tan suat va mic dé nghiém trong ctia HFS

(n=47)
Pac diém Tansé | Tylé (%)
Co 21 44,7
Su xuat hién HFS
Khong | 26 55,3
P61 12 25,5
Phan do HFS theo -
NCI/CTCAE Bo2 5 10,6
Po3 4 8,5
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21 bénh nhan (44,7%) c6 xuat hién HFS va 26 bénh
nhan (55,3%) khong xuét hién HFS. Trong s6 21 bénh
nhan bi HFS, mic dé nghiém trong ctia HFS dugc phan
loai theo NCI/CTCAE nhu sau: 12 bénh nhan (25,5%)
3 dd 1; 5 bénh nhan (10,6%) & d6 2; va 4 bénh nhén
(8,5%) 6dd 3.

Bang 2. Théng tin lién quan dén HFS (n =21)

Y e Tan | Ty lé
Pac diém 6 | (%)
Ban tay 14,3
VitriHFS |Ban chan 0 0
Ca hai 18 | 85,7
Thuéc gidm dau tai chd 1| 4,8
Bién phap Thudc gidm dau toanthan| 0 0
dieutri | Kem dudng &m 20 | 95,2
Chudm nudc da 2 9,5
Khéng 14 | 66,7
Anh hudng Gidm liéu 14,3
dén diéu tri | Tam hoan roi giam ligu 3 14,3
Dirng diéu tri 1 4,8
Lam matbantay, banchan| 11 | 52,4
Trénh ti€p xic nudc
néng, nhiét do néng 15 71,4
Bién phap | Trénh ti€p xic hdachat | 13 | 61,9
du'phong | Tranh ti de, hoat dong 16 | 762
da st dung | gay lyc/co xat
Khong di cI'Lan clat, dung 19 | 905
dép réng, tat mém
Thoa kem cham sé6c da 18 | 85,7

Trong 21 bénh nhan cé biéu hién HFS, vi tri xuat hién
phd bién nhat & c4 hai ban tay va ban chan (85,7%),
tiép theo la ban tay (14,3%), khong cé trudong hop
nao chi xuat hién & ban chan. Bién phap diéu tri HFS
chl yéu & sir dung kem dudng am (95,2%). HFS anh
hudng dén diéu tri  mot s6 bénh nhan, bao gom: giam
lieu (14,3%), tam hoan roi giam liéu (14,3%) va dirng
diéu tri (4,8%). Da s6 bénh nhan khong bi anh hudng
dén diéu tri (66,7%). Bénh nhan da ap dung nhiéu bién
phap du phong HFS, chd yéu & khéng di chan dat,
dung dép rong, tdt mém (90,5%) va thoa kem cham
soc da (85,7%).

3.3. Phan tich céc yéu t6 anh huéng

Bang 3. M&i lién quan gitra dac diém bénh nhanva
sy xuat hién HFS

. HFS
Pac diém p*
Co Khéng
_ 13 16
Nam (n=29) | 14 806) | (55,2%)
Giditinh o 0 1,000
NE(=18) | 14 40%)| (55,6%)
3 7 8
[ =80=T9) 1 46 706) | (53,3%)
Nhém tudi 14 18 1,000
>80 (n=32) | 13 806)| (56,3%)
Da day 12 9
(n=21) (57,1%) | (42,9%)
Pai trang 5 10
(n=15) (33,3%) | (66,7%)
Loai ung thu 0,389
Truc trang 4 6
(n=10) (40,0%) | (60,0%)
Bong vater 0 1
(n=1) (100,0%)
Giai doan I 1 2
(n=23) (33,3%) | (66,7%)
Giai doan Giai doan lll 9 1M 1,000
bénh (n=20) (45,0%) | (55,0%) | ’
Giai doan IV 11 13
(n=24) (45,8%) | (54,2%)
Nhe can 7 6
(n=13) (53,8%) | (46,2%)
Binh thudng 10 18
BMI (n=28) (35,7%) | (64,3%) | 0,283
Tamen | 4 |
0, 0,
(n=6) (66,7%) | (33,3%)
<1,8m? 21 25
(n=46) (45,7%) | (54,3%)
Diéntich da 1,000
>1,8 m? 0 1
(n=1) (100,0%)
<30¢g/L 2 0
Albumin (n=2)  |(100,0%)
~ 0,194
huyét thanh =30¢g/L 20 25
(n=45) (44,4%) | (55,6%)

Ghi chud: *Phép kiém dinh Chi-square ho&c Fisher’s
exact test d6i véi bién dinh tinh va phép kiém dinh
T-test d&i v@i bién dinh lugng cé phan phéi chuan
va phép kiém dinh Mann-Whitney U test ddi vGi bién
dinh lwgng c6 phéan phdi khéng chuén.

K&t qua nghién cttu cho thay khong c6 mai lién quan
c6y nghia théng ké gilra gigi tinh, nhom tudi, loai ung
thu, giai doan bénh, BMI, dién tich da, albumin huyét
thanh vdi sy xuat hién ctia HFS (p > 0,05).
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Bang 4. Méi lién quan gilra dac diém diéu tri va sy xuat hién HFS

. HFS
Pac diém p*
Cé Khong
Hoda trj triéu ching (n = 24) 12 (50,0%) | 12 (50,0%)
Chidinh hoéa tri Hoa tri tan b trg (n = 5) 0 5(100,0%) | 0,116
Hoa tri bo trg (n = 18) 9(50,0%) | 9(50,0%)
Capecitabine don tri (n=19) 8(42,1%) | 11(57,9%)
. Capecitabine + Oxaliplatin (n = 20) 9(45,0%) | 11 (55,0%)
Loai phac do 0,648
Capecitabine + Irinotecan (n = 4) 3(75,0%) | 1(25,0%)
Capecitabine + Oxaliplatin + Epirubicin(n=4) | 1(25,0%) | 3(75,0%)
. 100% (n = 45) 19 (42,2%) | 26 (57,8%)
Ty L& liéu Capecitabine 0,194
<100% (n=2) 2 (100,0%) 0
. < 3000 mg/ngay (n =43) 19 (44,2%) | 24 (55,8%)
Liéu Capecitabine 1,000
> 3000 mg/ngay (n = 4) 2 (50%) 2 (50%)
14 ngay nghi 7 ngay (n = 39) 17 (43,6%) | 22 (56,4%)
Liéu trinh 1,000
Lién tuc 21 ngay (n = 8) 4 (50,0%) | 4(50,0%)
S6 chu ky héa tri trung binh [< 3 chuky (n=17) 16 (94,1%) | 1(5,9%)
. S <0,001
cho dén khi khdi phat HFS |> 3 ¢chu ky (n = 30) 5(16,7%) |25 (83,3%)

Ghi chud: *Phép kiém dinh Chi-square hoac Fisher’s
exact test.

K&t qua cho thay khéng cé mai lién quan cd6 y nghia
théng ké gilra cac dac diém diéu tri (chi dinh héa tri,
loai phéac do, liéu Capecitabine, ty & phan tram liéu,
liéu trinh) vdi su xuat hién ctia HFS (p > 0,05). Nghién
clfu cua chung t6i ghi nhdn cé mai lién quan cé y
nghia thong ké gilta s6 chu ky hda tri trung binh cho
dén khi khéi phat HFS va sy khdi phat HFS (p < 0,001).

4.BAN LUAN

Qua trinh chuyén déi tién chat Capecitabine thanh
5-FU trong cd thé dugc thuc hién dudi sy xuc tac clia
thymidine phosphorylase (dThdPase), la loai enzyme
hién dién nhiéu nhat trong cac té bao ac tinh va & céc
té bao sirng clia da, t€ bao tuyén bai ti€t moé hoi trong
mot so truong hgp dac biét va do dé lam tang sy tich
lGy clia 5-FU dan dén ty l& cao cuia HFS [6], [9].

Tan suat xuat hién chung ctia HFS trong nghién clru
clia chung t6i la 44,7%, trong do ty & xuét hién doi
véi phac d6 don chét la 42,1% va ty & xuat hién
cao nhét la trong phac do phéi hgp Capecitabine +
Irinotecan vd&i 75%. Nghién clru cua Rodrigues de
Queiroz MV va céng su (2022) ghi nhan ty & xuat
hién HFS d&i vdi phac dé Capecitabine & 80% va doi
vGi phac dd Capecitabine + Oxaliplatin la 20% [8].
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Trong khi mét s8 nghién cttu khac ciing chi ra rang
tan suét HFS thap hon & cac phac do phdi hgp vdi
lieu Capecitabine thap hon, thi nhin chung & ¢4 2 loai
phéc do ty & nay cling dao dong trong khoang 22-77%
[6], [8-9]. V& thoi diém xuat hién HFS, nghién cltu clia
Teck Long King va cong su (2024) ghi nhan sé chu ky
hoa tri trung binh cho dén khi kh&i phat HFS la 3 chu
ky, twong tu nhu nghién clu cla chung t6i [7]. Cac
nghién clu trudc day chi ra rdng ty 1& HFS d6 3 dao
dong trong khoang 10-24% [6]. Trong 21 bénh nhan
mac HFS, chuing téi nhan thay doc tinh do 3 véi ty &
8,5%, doc tinh d6 1 va 2 vdi ty |é 36,1%. Nghién clru
clia Rodrigues de Queiroz M.V va céng su (2022) bao
céo doc tinh d6 1 va do 2 chiém da sé vdi ty 1& 93,3%,
doc tinh tir d6 3 trd 1&n chiém 6,7% (cac tac gia danh
gia muirc do nghiém trong clia HFS theo thang diém
ctia WHO va NCI/CTCAE 5.0) [8]. Cac nghién clru clia
Teck Long King va cong su (2024), Yap Y.S va cong sy
(2017) cling cho két quéa tuang tu [7], [10]. Trong 21
bénh nhan cé biéu hién HFS, chiing tdi nhan thay vi
tri xuat hién HFS phdé bién nhat la ca hai ban tay va
ban chén (85,7%), ti€p theo la ban tay (14,3%), khong
c6 trudng hap nao chi xuat hién & ban chan.

V&i cac bién phap dy phong da s dung, chung t6i ghi
nhanty & giam liéu hay tam hoan diéu tri hay dirng diéu
tri chi chiém 33,4%. Nghién cltu clia chung toi cling
ghi nhan ty l& bénh nhan HFS dugc chi dinh céc loai



N.T.H. Chuyen et al. / Vietnam Journal of Community Medicine, Vol. 66, Special Issue 20, 138-143

thudc gidm dau tai chd hay toan than rat thap (4,8%),
da s6 bénh nhan chi st dung céc loai kem dudng &m
tai chd (95,2%) dé lam dju céc triéu chirng ctia HFS.

Poc tinh ctia 5-FU la do cac chat chuyén hda cé hoat
tinh tich Ly & da, phu thudc ligu dung, cach dung va
phé bién & phu nit l&n tudi, thi d6i vdi Capecitabine
mot s6 nghién ctru khac lai khéng chi ra dugc mai
lién quan nay [6]. Chung t6i khéng ghi nhan mai lién
quan gitra nhom tudi, gidi tinh vdi sy xuat hién HFS
(p>0,05). Nghién cltu nay cling khéng chira dugc sy
tdc dong cua loai ung thu, giai doan bénh, chi dinh
héa tri (tdn bd trg, bb trg, triéu chirng), loai phac do
diéu tri dén HFS, tuang tu nghién cltu clla mot s6 tac
gia khac [4], [8], [10]. Xu hudéng tuong tu clng dugc
ching minh trong nghién ctru nay vdi cac yéu té BMI,
dién tich da, albumin huyét thanh (p > 0,05) [4], [7].
Mot s6 nghién cliu trude day cling dua ra nhirng dir
liéu twong doéi han ché vé anh hudng ctia BMI L&n hay
nong do albumin thap dén HFS [4].

Sy khai phat va mirc do nghiém trong ctia HFS phu
thuéclidudungvaténglidutichliy[6]. Chantharakhit
C (2024) va Teck Long King (2024) bao cédo méi lién
quan c0 y nghia théng ké gilra liu dung vdi nguy co
HFS, trong do lieu dung cang cao thi nguy cd xuét
hién HFS cang cao [4], [7]. Nguoc lai vGi nhitng két
gua trén, nghién clru cla ching toi khong ching
minh dugc mai lién quan nay.

Vé mdi lién quan gilta s6 chu ky hoa tri va HFS,
Rodrigues de Queiroz MV va coéng su (2022) da ghi
nhan ty & xuat hién HFS cao nhat & & nhém bénh nhan
nhan tir 1-3 chu ky héa tri (46,7%) va 4-6 chu ky (46,7%)
s0 v&i nhom bénh nhan nhan hon 6 chu ky. Diéu nay
cho thay rang HFS c6 thé xuéat hién rat sém trong qua
trinh diéu tri clia bénh nhén, tuy nhién nghién ctu nay
lai khéng chi ra dugc méi lién quan c6 y nghia théng
ké gitra s6 chu ky hoa tri va thai diém xuét hién HFS
khi tinh trén tong s6 chu ky bénh nhan nhan dugc [8].
Trong 21 bénh nhan biéu hién HFS, ching tdi ghi nhan
thoi diém xuat hién HFS cao nhat la & nhédm bénh nhan
nhan 1-3 chu ky hda tri (94,1%, khi tinh trén tdng sé chu
ky hdéa tri ma bénh nhan nhan dugc) va sy khac biét
nay co6 y nghia thdng ké (p < 0,001). Nghién cttu cua
Chantharakhit C va coéng s (2023) ghi nhan méi lién
guan co y nghia théng ké gitra sé chu ky hoa tri trong
téng s6 chu ky (< 5 chu ky/z 5 chu ky) va su’ xuat hién
HFS d6 2 va 3 trong phén tich don bién va da bién [4].

5. KET LUAN

HFS la tac dung phu trén da thuong gap & bénh nhan
ung thu duong tiéu hoa dugc diéu tri phac do cé
Capecitabine. Nghién cltu ghi nhan da s6 truong hgp

HFS la d6 1-2 va c6 mai lién quan cé y nghia thong ké
gilra s6 chu ky héa trj va thdi diém xuét hién HFS.
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