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PANH GIA KET QUA PIEU TRI TS-1 VA OXALIPLATIN TRONG
UNG THU DA DAY GIAI POAN MUON TAI BENH VIEN K

Quich Thi Dung?, Vii Hong Thiing?, Nguyén Thi Hwong Giang?

TOM TAT

Muc tiéu: Danh gia két qua diéu tri ung thu' da
day giai doan mudn tai bénh vién K b&ng phac do TS-
1 va Oxallplatln Doi tugng va phuang phap
nghlen cu‘u Nghlen cu’u mo ta hoi clu két hgp tién
ctu BN co chén doan xac dinh la ung thu da day giai
doan mudn, khéng con kha ndng phau thuat triét can,
dugc diéu tri héa chat budc mot phac dd TS-1 két th
Oxaliplatin tai bénh vién K tir thang 1/2019 dén hét
thang 2/2022. Két qua: Sau diéu tri hda chat phac do
SOX, ty lé dap ung hoan toan, dap ('ng mot phan,
bénh 6n dinh 1an Iugt 1 3.1%, 53.1% , 9.4%. Thdi
gian song thém khong bénh (DFS) trung binh Ia
7.1914.06 thang. Thai gian s6ng thém toan b0 trung
binh dat 12.03+ 3.74 thang. Tac dung phu hay gdp
nhat cla phac d6 SOX la rGi loan than kinh ngoai vi
68.8% (trong dd 62.5% do6 1, 6.3% do 2), ti€p theo la
thi€u mau (37.6% trong d6 31.3% do 1, 6.3% do 2),
hau hét cac tac dung phu déu & mic dé nhe. Két
luan: Hbéa chat phac do6 SOX la phac d6 hiéu qua
trong ung thu da day giai doan muon

T khoa: SOX, ung thu da day giai doan mudn,
ung thu da day tién trién, ung thu da day tai phat.
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Objective: To evaluate the efficiency of SOX
chemotherapy and side effects for patients with
advanced gastric cancer. Patients and methods:
Description study of 32 patients with advanced gastric
cancer who had received first-line chemotherapy SOX
between January 2019 and February 2022. Results:
After chemotherapy with SOX regimen, the rates of
complete response, partial response, and stable
disease were 3.1%, 53.1%, and 9.4%, respectively.
The mean disease-free survival (DFS) was 7.19+4.06
months. The mean overall survival time was 12.03+
3.74 months. The most common side effect of the SOX
regimen was peripheral neuropathy 68.8% (62.5%
grade 1, 6.3% grade 2), followed by anemia (37.6%
of which 31.3% grade 1, 6.3%) grade 2), most of the
side effects were mild. Conclusion: SOX
chemotherapy is an effective treatment in advanced
gastric cancer.

Keywords: advanced gastric cancer,
gastric cancer, SOX chemotherapy.

I. DAT VAN PE

Ung thu da day la mét trong nhitng ung thu
ph6é bién nhat trén thé gidi, cling nhu & Viét
Nam. Theo GLOBOCAN 2020 ung thu da day
ding hang th(r 5 vé ti Ié md&i mac L. Tai Viét Nam
ung thu da day ding hang th& 4 vé ti 1é mac
mdi gan 18.000 ca nam 2020, va diing hang tha
3 vé ti Ié tir vong vGi gan 15.000 ca. Trong vai
thap ky trg lai day, ti &€ mac mdi va tr vong cua
ung thu da day gidm mét cach nhanh chong, li
do chua thuc su' r6 rang tuy nhién s6 lugng ca
mai mac cd xu hudng tang.
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O giai doan s6m cac triéu chirng cta ung thu
da day thugng khong roé rang, khong dac hiéu va
dé nham 1an véi cac bénh ly lanh tinh. Chinh vi
vay van con ty |é cao bénh nhan dén kham khi
khoi u da xam Ian cac tang xung quanh hoac di
can xa khéng con kha nang phau thuat triét cin.
O giai doan nay, trén cac bénh nhan cd thé trang
tot, hoa chat triéu ching cho thay hiéu qua dang
k& so v3i chdm sdc tich cuc.

Phac d6 hda chat triéu ching dudc lua chon
phu thudc vao tinh trang bénh nhan, doc tinh va
cac bénh ly kem theo. Phac do6 phdi hgp Cisplatin
va Fluorpyrimidines dugc s dung réng rai cho
diéu tri budc 1 clda ung thu da day giai doan tién
trién (AGC). TS-1 la thuSc chéng ung thu dang
fluoropyrimidine duGng udng bao gom Tegafur,
Gimeracil (5-chloro-2,4-dihydroxypyridine, mot
chéat (c ché DPD) va Oteracil (potassium oxonate
chat c ché€ qua trinh phosphorul hdéa FU tai
dudng rudt, cai thién tac dung phu lién quan dén
tiéu chay)3 TS-1 phdi hgp Cisplatin c6 hiéu qua
cao trén bénh nhan chau A. Tuy nhién phac do
nay van con tuong ddi tdc dung khéng mong
muodn trén hé huyét hoc. Nhiéu nghién cliu trén
thé gidi chi ra rang Oxaliplatin phdi hgp TS-1 tac
dung khong thua kém Cisplatin trong UTDD giai
doan muén va gidam tac dung khong mong
muon. Dac biét la th& nghiém pha III G-SOX so
sanh hiéu qua phac do phdi hgp Cisplatin-TS1 va
Oxaliplatin-TS1 trong hda chat budc 1 cla ung
thu da day giai doan tién tién. K&t qua cho thay
phac d6 SOX hiéu qua khéng kém hon phac do
Cisplatin-TS1 va gidam tac dung khong mong
mudn. Phac dd SOX Ia phac dd hira hen cd thé
thay thé Cisplatin-TS1 trong ung thu da day giai
doan mudn?.

Il. DOI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Thdi gian va dia diém: BN c6 chan
doan xac dinh la_ UTDD giai doan mudn, khdng
con kha néng phau thuat triét can, dudc diéu tri
héa chat budc mot phac d6 TS-1 két hdp
Oxaliplatin tai bénh vién K tir thang 1/2019 dén
hét thang 2/2022.

2.2. Po6i tugng nghién ciru

2.2.1. Tiéu chudn chon bénh nhén
nghién cuau:

- BN tUr 20 tudi trg 1én.

- BN cd chin doan xac dinh ung thu da day
bang MBH, thé GPB la UTBM tuyén.

- BN c6 chén doan giai doan IV theo phan loai
ctia AJCC an ban lan thr 8 nam 2018, khong con
chi dinh phau thudt triét cn theo tiéu chuan
NCCN 2020 va cla hiép héi ung thu Nhat Ban.

Céc tdn thuong dich ¢ thé danh gia dudc.

- BN tai phat tai ving hoac tai phat xa sau
phau thuat triét can trudc do, khdong con kha
n&ng phau thut triét cin lai.

- Chua dudc diéu tri hda chat ké tir khi phat
hién bénh hodc tir khi tai phat sau diéu tri b6 trg,
¢ kha nang udng thudc, chlc nang cac cg quan
guan trong binh thudng, cé cam két dong y cua
bénh nhan

- Diém toan trang theo ECOG: 0, 1, 2.

- Tay xuong: sO lugng bach cdu DNTT
1,5.10%L, tiéu cdu > 75.10%L, Hemoglobin
80g/L.

- Gan: Bilirubin < 1,5 [an gigi han binh
thudng trén; gia tri ALT va AST < 2,5 [an gia tri
binh thudng trén.

- Than: Creatinin trong gidi han binh thugng.

2.2.2. Tiéu chuén loai tru:

BN khéng du cc tiéu chuén lua chon trén.

- Di Ung véi TS-1 hodc Oxaliplatin hodc khong
tuan tha diéu tri (bo thudc, ngirng thudc.. )

-Bé&nh nhan mac bénh nhiém trung cap tinh,
suy tim dang k&, chay mau tiéu hda, bénh than
kinh ngoai vi, tiéu chdy nang, tran dich mang
phéi, viém phai k&, , c6 tién sir truyén mau trong
vong 3 tuan trudc do, mac cac bénh ly man tinh,
cap tinh nguy cg gay tr vong trong thai gian gan
hodc ung thu khac.

- Phu nir mang thai, cho con bu.

2.3. C8 mau:

C8 mau dudc xac dinh bdng cdng thirc ap
dung cho nghién cru ngang mo ta vdi ti 1€ ha
thap giai doan bénh nhd phudng phap diéu tri
héa xa tri trudc dap Ung diéu tri trong phac do
SOX la 0.55, do chinh xac mong mudn la 0.18,
95% khoang tin cay.

2.4. Phuong phap nghién ciru: mo ta hoi
crtu két hgp tién clru

2.5. Cach thirc tién hanh: _

- Thu thap ho sc bénh an theo mau bénh an

- Chon bénh nhan du tiéu chudn vao nghién clu

- Ghi nhan cac triéu chirng 1dam sang va can
ldam sang trudc khi diéu tri.

- Banh gia bénh nhan sau diéu tri.

2.6. Phan tich s6 liéu: so liéu dugc nhap va
phan tich sr dung phan mém SPSS 26.0. Cac chi
tiéu nghién clu bao gém:

- Thai gian s6ng thém khong bénh (DFS)

- S6ng thém toan bo (0S)

2.7. Pao dirc nghién ciru

- Phuong phap diéu tri da dugc ap dung &
nhiéu nudc trén thé gidi.

- C4 su cho phép cla bénh vién.

- C4 sy dong y hgp tac clia bénh nhan.

2
2
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INl. KET QUA NGHIEN cU'U

3.1 Pac diém doi tugng nghién ciru

Bang 1: Pdc diém cua doi tuong nghién
ciru

Pac diém N=32
Tudi (nam): Trung binh (khoang) | 58 (38-75)
Gigi: n (%)
Nam 24 (75)
NG 08 (25)
Chi so toan trang (ECOG): n (%)
0 20 (63)
1 12 (37)
Vi tri u nguyén phat: n (%)
Hang vi 29 (90)
Than vi 03 (10)
Vi tri di can: n (%)

Phic mac 16 (50)
Hach 6 bung 15 (47)
Di c&n phdi 07 (22)
Di can gan 07 (22)

S0 lugng di can: n (%)
<2 cd quan 21 (66)
>2 cg quan 11 (34)

Nhdn xét: Tubi trung binh cia nhém bénh
nhén la 58,16+10,29 tudi. Ti 1& nam/ nir: 3/1.
Tuong tu nghién cta cua Nguyen Minh Phuang
tuéi trung binh 58.8, ty 1& nam/ nir la
3,2/16.Tuong tu nghién cfu D6 Thai Hién: Tudi
trung binh cla nhdm nghién cu 1a 60,1 tudi. Ti
1€ nam/n{r la 2,9/17. Vi tri di can hay gap nhat la
phic mac 50%, hach bG bung 46,9%, phéi
21.9%, gan 21.9%. Két qua nay tuong tu két

Xéc suit séng thém khéng tién trién

PFS(thang)

Hinh 1: PFS(thang)

qua Nguyén Minh Phuong vdi ti 1€ di cén phic
mac va hach 6 bung la hay gap nhat 47.6%.
Bang 2: Cic triéu chung Iam sang

Triéu chirng lam | Tan suat Ty lé
sang (n) (%)
Dau thugng vi 29 90.6
Gay st 20 62.5
Non 15 46.9
Thiéu mau 5 15.6
Di ngoai phan den 3 9.7
NOn mau 1 3.1

Nh3n xét: Triéu chiing 1dm sang phé bién
nhat la dau thugng vi (90.6%) va gay sut can
(62.5%), ndn (46.7%).

3.2. banh gia dap (rng

Bang 3: Dap ung sau diéu tri hoa chat

Pap U’'ng SOBN | Tylé %
Dap U’ng hoan toan 1 3.0
Dap ’ng mot phan 17 51.6
Bénh on dinh 3 9.1
Bénh tién trién 11 33.3
Téng 32 100

Nhan xét: Ti |é bénh dap Ung cao dat 60.7%
(51.6% dap ung 1 phan, 3.1 % dap (‘ng hoan
toan). Tuang tu nghién cllu G-SOX cla Y.Ymada
V(i ti 1é dap ddng bénh dat 55.7%

-ThGi gian s6ng thém khong bénh PFS: 7.19
thang+4.06 thang. Tuang tu nghién cifu Nguyen
Minh Phuaong vdéi PFS: 6.56 thang

-Thdgi gian song thém toan bd trung binh la
12.03+3.74 thang. Ty Ié s6ng thém toan bd 1
nam la 46.88%. Tuong tu nghién clu G-SOX cua
Y.Ymada véi OS dat 14.1 thang.

Xac suat song thém toan b

OS(thang)

Hinh 2: OS(thang)

- Yéu to tién lugng: OS nhdm dudi 3 cd quan di can la 13.4 thang, trong khi OS nhém con lai
dat 8.99 thang, su khac biét co y nghia thong ké véi p=0.01

Nhan xét: SO lugng cd quan di can (>=3) la yéu to tién lugng xau dbi vdi thai gian sdng thém
toan b, su’ khac biét cd y nghia théng ké véi p=0.01

Bang 5: Tac dung phu:

. D6 0 PO 1 Do 2 Do 3 Do 4
Boc tinh N % n % n | % | N | % | N | %
TK ngoai vi 10 | 313 | 20 | 625 | 2 |63 0 | 0 | 0 | 0
Thidu mau 20 | 625 10 | 313 | 2 |63] 0 | 0 | 0 | ©

Ha BC 27 | 84.4 | 4 125 | 1 |31] 0] 0] 0] 0
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Ha BCTT 25 78.1 4 18.5 3 194 0 0 0 0
Ha TC 28 87.5 4 12.5 0 0 0 0 0 0
Non, bu6n non 22 68.8 8 24.5 2 63| 0 0 0 0
Viém niém mac 28 87.5 2 6.3 2 63| 0 0 0 0
Tiéu chay 28 87.5 3 9.4 1 131] 0 0 0 0

Nhan xét: Tac dung phu hay gap nhat la r6i loan than kinh ngoai vi 62.5%, nhung chu yéu la
mic dé nhe(do 1 chiém 62.5%). Tac dung phu trén hé huyét hoc tuong doéi thap va thudng & mic

dd nhe, khong cé BN nao tac dung phu do 3, 4.

IV. BAN LUAN

Nghién cru clia ching toi danh gia két qua
diéu tri hda chat SOX trén 32 BN ung thu da day
giai doan mudn tai BVK. Tudi trung binh cla
nhém bénh nhan 13 58,16+10,29 tudi. Ti I& nam/
ni: 3/1. Tudng tu nghién cla cla Nguyén Minh
Phuong tudi trung binh 58.8, ty 1& nam/ nit la
3,2/1.Tudng tu nghién clru DO Thai Hién: tudi
trung binh cla nhdm nghién cdu 1a 60,1 tudi. Ti
I€ nam/nir la 2,9/1.

Cac triéu chiing 1am sang thudng gap tai thdi
diém chan doén 1a dau thugng vi (90.6%) va gay
sut can (62.5%), non (46.7%)... Cac triéu chirng
thudng khong dac hiéu. Vi tri di can hay gap
nhét la phic mac véi 50%, hach 6 bung 46.7%,
gan 21.9%.

Vé dap Ung sau diéu tri, ti 1€ BN dap U'ng cao,
ty 1€ dap Ung hoan toan, dap (ng mot phan, bénh
on dinh, bénh tién trién [an luct la 3.1%, 53.1%,
9.4 va 34.4%. Két qua nay phu hgp véi nghién
cllu G-SOX cua Yhamada* vdi ti 1€ dap Ung dat
55.7%. Tu do6 cho thdy phac d6 SOX la phac do
hiéu qua trong ung thu da day giai doan mudn.

Thdi gian song thém khong bénh (DFS) trung
binh la 7.19+4.06 thang. Tudng tu nghién ciu
Nguyén Minh Phucng trong danh gid hiéu qua
phac d6 CP dang dugc st dung dau tay trong ung
thu da day giai doan mudn véi PFS: 6.56 thang.
Thai gian song thém toan by trung binh la
12.03+3.74 thang. Ty lé s6ng thém toan bd 1
nam la 46.88%. Tuadng tu nghién cllu G-SOX cla
Y.Ymada véi OS dat 14.1 thang. Tuong ducng véi
OS trong phac d6 CP cla Nguyén Minh Phugng
vGi OS 13.4 thang, ti Ié OS trén 1 nam dat 50%.

TU do cho thay hiéu qua dat PFS, OS tuong
duong nhau & 2 phac d6 SOX va CP.

Tac dung phu hay gap nhat cla phac d6 SOX
la r6i loan than kinh ngoai vi 68.8% (trong do
62.5% dd 1, 6.3% dd 2), ti€p dén thiéu mau
(37.6% trong d6 31.3% dd 1, 6.3% dd 2), ha
bach cdu 12.5% trong d6 12.5% ha BC d0 1, 3.1
% ha BC d6 2, khong cd BN ha BC do 3, do 4.
Ha BC trung tinh chiém 27.9%, trong dé 18.5%
ha do 1, 9.4% ha do 2, khéng c6 BN ha do 3, do
4. Hau hét cac tac dung phu déu & mirc do nhe.

Tac dung phu trén hé huyét hoc tong nghién clru
cia ching t6i thdp hon tac dung phu trong
nghién cltu cta Nguyen Minh Phugng st dung
phac d6 CS vdi ti Ié ha bach cau chi€ém 47,6%,
trong dé ha bach cdu do 1 chi€ém 31%, ha bach
cau do 2 chiém 7,1%, ha bach cau d6 3 chiém
9,5% (n=4) va khong co trudng hgp bénh nhan
ha bach cau do 4. Ha bach cau trung tinh gap &
52,4% BN, ha dd 1-2 chiém 35,7% s6 BN. Ha
bach cau trung tinh d6 3-4 chiém 16,7%.Tac
dung phu trén hé huyét hoc cua phac dé SOX it
gap han va mdc do nhe han phac d6 CP. Trong
nghién cru cta chang t6i, khong cé BN nao phai
dirng diéu tri do tac dung phu cuta thudc.

TU cac két qua do chdng t6i nhan thay phac
d6 SOX la phac do hiéu qua trong diéu tri ung
thu da day giai doan muon, hiéu qua tucng
tuang phac do CP trong khi tac dung phu trén hé
huyét hoc it hon han, ching toi chua ghi nhan
TH phai dirng thu6c do tac dung phu cua thudc.
Tuong lai, hfa hen phéac d6 SOX cé thé thay thé
phac d6 CP trong diéu tri ung thu da day giai
doan muon.

V. KET LUAN

Hoa chat SOX trong ung thu da day giai doan
mudn 1a Ia mdt phuong phép hiéu qua. Cu thé la:

- Sau diéu tri hoa chat, ty Ié dap Ung hoan
toan, dap (’ng mét phan, bénh &n dinh, bénh
tién trién Ian luct la 3.1%, 53.1%, 9.4 va 34.4%.

- ThGi gian s6ng thém khong bénh (DFS)
trung binh 1a 7.19+4.06 thang.

- Thdi gian song thém toan bd trung binh dat
12.03+ 3.74 thang.

- Tac dung phu phac d6 SOX thudng & mirc
do nhe, hay gap nhat la roi loan than kinh ngoai
Vi 68.8% (trong d6 62.5% d6 1, 6.3% do 2), ti€p
dén thiéu mau (37.6% trong do6 31.3% do 1,
6.3% do 2)
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U'NG DUNG HIEU U'NG ALLEE
TRONG XAY DU'NG LIEU PHAP PIEU TRI UNG THU

Hoang Mai Huong!, Bui Thi Hong Nhung?, Lé Minh Pat3

TOM TAT

Hiéu Lrng Allee md ta mét kich ban trong do cac
quan thé & s6 lugng thap bi anh erdng bdi mGi quan
hé thuan chiéu gilra ty 1€ tang trudng va mat do dan
s6, diéu nay lam tang kha ndng tuyét ching cua
chung Tam quan trong cla qua trlnh nay trong smh
thai hoc da bi danh g|a thap va Ccac bang cerng gan
day cho thay réng no c6 thé cé tac dong dén dong
thai dan sO cla nhiéu Ioa| dong thuc vat. Cac nghién
cu‘u ve cd ché nhan qua tao ra hiéu (ng Allee trong
cac quan the co thé cung cap chia khoa dé hiéu dong
luc hoc cua quan thé. Hién nay, hau hét cac mo hinh
ung thu déu gia dinh rang quan the t& bao kh0| u, o}
mat do thap, phat trién theo cap so nhan de cudi cung
bi gidi han bdi s6 lugng tai nguyén san c6 nhu khong
gian va chat dinh duBng. Tuy nhién, dir liéu tién Iam
sang va lam sang gan day vé sy’ khdi phat hodc tai phat
cua ung thu' cho thay sy hién dién cua dong luc cua
quan thé, trong dé toc do phat trién ting 1én theo s6
lugng té bao Hle_u ng nhu' vay tucng tu nhu hanh vi
hap tac trong mot hé sinh thai dugc mo ta bang hiéu
Ung Allee. Trong bai bdo nay, chung t6i m6 hinh hda
hiéu Lrng Allee d6i véi su’ phat trién clia ung thu thdng
qua cac ddc tinh cua mo hinh dong luc hoc d&€ nghlen
ctu su’ phat tr|en clia quan thé cac t& bao ung thu tr
d Iua chon céc liéu phap diéu tri thich hgp hon.

T khoéa: hiéu (ng Allee, toc dd tidng trudng,
phuang trinh vi phan.

SUMMARY

APPLICATION OF ALLEE EFFECT IN

CANCER TREATMENT
The Allee effect describes a scenario in which
populations at low numbers are influenced by a
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positive relationship between growth rate and
population density, which increases their likelihood of
extinction. The importance of this process in ecology
has been underestimated, and recent evidence
suggests that it may have an impact on the population
dynamics of many plant and animal species. Studies of
the causal mechanisms that produce the Allee effect in
populations may provide the key to understanding
population dynamics. Currently, most cancer models
assume that tumor cell populations, at low densities,
grow exponentially to eventually be limited by the
number of available resources such as space and
substance. nutrition. However, recent preclinical and
clinical data on the onset or recurrence of cancer
suggest the presence of population dynamics, in which
the growth rate increases with cell number. Such an
effect is similar to the cooperative behavior in an
ecosystem described by the Allee effect. In this paper,
we model the Allee effect on cancer growth through
the properties of the dynamical model to study the
growth of the population of cancer cells from which to
select. more appropriate therapies.

Keywords: Allee effect, growth rate, differential
equation.

I. DAT VAN PE

Hiéu &'ng Allee dudc phat biéu 1a t8c dd téng
kich thudc ciia mot quan thé ti 1é véi s6 lugng ca
thé cla clia quan thé dd. Noi cach khac, nhitng
con cai sé sinh nhiéu han khi mat do dan s6 cao
hon. Hiéu (ng nay dugc dat tén theo tén cua
nha dong vat hoc nguGi My Walter Clyde Allee.
Hiéu ('ng nay da thay déi nhitng suy nghi thong
thudng vé su gia tang kich thudc quén thé theo
sinh hoc thdng thudng. Tai thdi dlem cudc
nghlen cttu dién ra, moi ngudi van tin r&ng mot
loai s& phat trién thinh vugng hon tai mot mirc
dan s6 thdp hon, vi nguon thirc an khi dy sé trg
nén dodi dao han. Tuy nhién, Allee da chifng minh
rang khi dan s6 giam sé khién kha nang bao vé
bay dan cling theo d6 ma giam. Tuc la, mot
nhém cang dong thi sé cang phat trién nhanh, &



