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DANH GIA HIEU QUA PIEU TRI CUA PHAC bO CAPEOX
TREN BENH NHAN SAU PHAU THUAT UNG THU DA DAY
TAI BENH VIEN QUAN Y 103

Ha Van Tri', Pham Ngoc Diép’
Nghiém Thi Minh Chau'?

TOM TAT

Muc tiéu: Danh gia hiéu qua diéu tri ciia phac dé CapeOx trén bénh nhan (BN) sau phau
thuat triét can ung thw da day (UTDD) tai Bénh vién Quan y 103. Déi tweng va phwong phap:
Nghién cru hdi civu két hop véi tién ciru, nghién cleu can thiép khéng c¢d nhém chirng trén 45
BN UTDD da dwoc phau thuat c&t ban phan da day triét can, dwoc diéu tri sau phau thuat bang
phac d6 CapeOx tai Bénh vién Quan y 103 tir 11/2017 - 7/2021. Két qua: Tudi mac bénh trung
binh cGia BN 1& 59,4 + 9,5: ty 1& nam/ni 1a 3,5/1. Ty |& giai doan IIA va IlIA 1an lwot 12 28,9% va
24,4%. Sau 8 chu ky truyén hoa chét, néng dé marker CA72-4 huyét twong giam so véi truwéc
khi truyén hoa chét (3,32 + 2,56 U/mL so v&i 3,93 + 2,49 U/mL; p < 0,05); ty lé séng thém
khong bénh & thei diém 36 thang dat 76,1%; ty 1& séng thém toan bé tai thdi diém 36 thang dat
79,3%. Két luan: Diéu tri sau phau thuat UTDD bang phac dé CapeOx d& lam gidm noéng do
marker CA72-4, ty & séng thém khéng bénh & thdi diém 36 thang dat 76,1%; ty 1& sbng thém
toan bo tai thoi diém 36 thang dat 79,3%.

* T khéa: Hoéa tri bd tre ung thu da day; phac d6 CapeOx; Ung thw da day.

Evaluation of Treatment Outcomes of Postoperative Adjuvant
Chemotherapy Using Capeox Regimen for Patients with Gastric
Cancer at Military Hospital 103

Summary

Objectives: To evaluate the treatment efficacy of the CapeOx regimen in patients with
gastric cancer after radical surgery at Military Hospital 103 from November 2017 to July 2021.
Subjects and methods: A retrospective combined with prospective study and interventional
study without concurrent control on 45 gastric cancer patients after radical gastrectomy
received adjuvant chemotherapy with the CapeOx regimen at Military Hospital 103 from
November 2017 to July 2021. Results: The average age of patients enrolled in this
study was 59.4 + 9.5; the male/female ratio was 3.5/1. Stages IIA and IlIA were the most
common stages accounting for 28.9% and 24.4%. After 8 cycles of adjuvant chemotherapy,
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the serum concentration of marker CA72-4 decreased significantly compared to that measured
before chemotherapy (3.32 + 2.56 U/mL compared to 3.93 + 2.49 U/mL; p < 0.05); the disease-
free survival rate at the 36" month reached 76.1%; the overall survival rate at the 36" month
was 79.3%. Conclusion: Adjuvant chemotherapy after gastric cancer surgery with the CapeOx
regimen reduced the serum concentration of marker CA72-4 significantly compared with that
measured before chemotherapy. The disease-free survival rate at the 36" month reached

76.1%; the overall survival rate at the 36" month was 79.3%.

* Keywords: Gastric cancer adjuvant chemotherapy,; CapeOx regimen; Gastric cancer.

DAT VAN BE

Ung thw da day la mét trong nhirng loai
ung thw phd bién nhét trén thé gisi. Tai
Viét Nam, theo Globocan 2020, UTDD la
loai ung thw dirng hang th 4 vé ty 18 moi
méc va ding thir 3 vé ty 1& t& vong [1].
Mé&c du da ¢ nhiéu thanh twu trong chén
doéan va diéu tri UTDD, nhuwng tién lwong
chung cta UTDD van chwa cai thién
nhiéu: Ty & tai phét, di can con cao, két
qua sdng thém con thap [2]. Chinh vi vay,
viéc nghién clru tim ra phac d6 hoa chét
diéu tri bd tro phu hop, c6 hiéu qua, gitp
kéo dai thoi gian séng thém sau phéau
thuat triét can UTDD luén dwgc quan tam,
nghién ctru. Phac d6 CapeOx 1a cong thirc
phdi hop cua hai thuéc méi 1a Capecitabin
va Oxaliplatin da dwgc chirng minh trén
thé gi¢i vé tinh hiéu qua va an toan trong
didu tri bd tro UTDD giai doan IB-lll sau
ph&u thuat [3]. Tuy nhién tai Viét Nam, dac
biét 14 tai Bénh vién Quan y 103, van chua
c6 nhiéu dé tai nghién cu, danh gia hiéu
qua diéu tri clia phac dd trén nhirng BN
thwe t& dwoc diéu tri, vi vay dé tai nay
duwoc thwe hién nham: Panh gié hiéu qua
cta phac dé6 CapeOx trong diéu tri bé tro
UTDD sau phdu thuat tai Bénh vién
Quén y 103.
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DOl TUONG VA PHUONG PHAP
NGHIEN CUU

1. Péi twong nghién ciru

45 BN UTDD da dwoc phau thuat cat
triét can da day va nao vét hach D2. T4t ca
BN nay dwoc diéu tri bd tro bang phac db
CapeOx tai Trung tdm Ung bwéu, Bénh vién
Quén y 103. Thoi gian tr 11/2017 - 7/2021.

* Tiéu chuéan lwa chon: Giai doan IB
(TINTMO), 11, Il theo bang phan loai TNM
cia AJCC lan thir 8 [4] (day 1A céac giai
doan c¢6 chi dinh diéu tri b tro sau phau
thuat bang phac dé6 CapeOx); da phau
thuat cat da day triét can + nao vét hach
D2, dwgc lam xét nghiém md bénh hoc
xac dinh ung thw biéu mé, toan trang PS
<2[5].

2. Phwong phap nghién citru

* Thiét ké nghién ctru: Nghién cteu hoi
ctru két hop vai tién clru.

* Chon m&u toan bé:

- Céac chi tieu nghién ctru: Tudi, gidi
tinh, giai doan bénh, ndng dd CA 72-4
huyét twong, thoi gian séng thém khéng
bénh, thoi gian séng thém toan bo.

Néng d& CA 72-4 huyét twong duwoc
do lan lwot tai cac thdi diém: 1 ngay
trwdc phau thuat; 1 ngay trwdce khi truyén
héa chét chu ky 1, chu ky 5 va tai thoi
diém 14 ngay sau khi truyén hoa chat chu
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ky 8. Xét nghiém tai Khoa Sinh hoa, Bénh
vién Quan y 103. Tinh trang sOng/chét
cua BN dwoc thu thap thdng qua tai kham
va/hodc théng tin tr gidy ching tir do
ngwoi nha BN cung cap.

- Phac d6 diéu tri: Sau phau thuat triét
can ung thw da day, BN dwoc truyén héa
chét phac dé CapeOx 8 chu ky véi liéu va
6 trinh nhw sau: Oxaliplatin liéu 130 mg/m?
truyén tinh mach ngay 1; capecitabin liéu
1000 mg/m® x 2 lan/ngay ubng t& ngay
1 - ngay 14; chu ky 21 ngay x 8 chu ky.

* Phan tich sé liéu:

St dung phdn mém théng ké SPSS
22.0, sb lieu dwoc trinh bay dwéi dang gia
tri trung binh, d6 léch chuan, ty 1& phan
tram, so sanh gia tri trung binh, st dung
phuwong phap wéc lwong thdi gian theo sw
kién cta Kaplan-Meier d& wdc tinh thoi
gian séng thém.

3. Pao dirc trong nghién ctru

Dam béo cac quy dinh vé y dic trong
nghién ctu y hoc.

KET QUA NGHIEN CU’U

1. Tudi, gi&i tinh cua BN
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Biéu db 1:Dac diém tudi, gidi tinh nhém BN nghién ctru.

Tudi trung binh ctia nhém BN nghién cru 1a 59,4 + 9,5. Nhém tudi thwdng gép nhéat
|a ttr 50 - < 60 tudi (19 BN, chiém 42,2%); tiép theo 1& nhém tir 60 - < 70 tudi (14 BN

chiém 31,1%); ty 1& nam/n la 3,5/1.
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2. Giai doan bénh
Bang 1: Giai doan bénh.

Giai doan Sé BN Ty 16 %
1B 4 8,9
I1A 13 28,9
1B 8 17,8
A 11 24,4
B 8 17,8
IHnc 1 2,2
Téng s 45 100

Giai doan IlIA chiém ty 1& cao nhat (28,9%), tiép theo la giai doan IIIA (24,4%).
3. Thay d6i néng dd CA 72-4 huyét twong sau diéu tri

Bang 2: Thay déi néng do CA 72-4 huyét twong cta BN gitra trwdc va sau truyén
héa chét (n = 45)

Gia tri Trwéc héa chat Sau 4 chu ky Sau 8 chu ky
Néng d6 CA 72-4 (u/mL) 3,93+249 3,47 +2,44 3,32 £ 2,56
p * 0,058 0,021

*: Khéng so sénh; gia tri p duoc so sanh véi thoi diém trude khi truyén hda chéat

Sau 8 chu ky hoa chat, néng dd CA 72-4 giadm c6 y nghia théng ké so véi trwdc diéu
tri hda chét.

4. Théi gian séng thém khong bénh

Béng 3: Ty 1& sbng thém khéng bénh ctia BN sau diéu tri bang phac dé CapeOx.

Gia trj 12 thang 24 thang 36 thang
Ty lé sbng thém khéng bénh (%) 95,6% 90,3% 76,1 %
Thoi gian séng thém khong bénh (thang) 26,3+6,9
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Thoi gian séng thém khong bénh
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Biéu db 2: Thoi gian sbng thém khong bénh ctia BN
sau diéu tri bang phac d6 CapeOx.

Thoi gian sdng thém khdng bénh trung binh ctia BN trong nghién ctru 1a 26,3 + 6,9
thang; ngan nhat 1a 12 thang, dai nhat 1a 45 thang. C6 7 trwong hop tai phat, trong d6
c6 2 trwong hop tai phat & thang thir 12, cac trwdng hop tai phat con lai xay ra & cac
thang the 18, 24, 27, 28 va 30. Ty Ié séng thém khdng bénh wéc tinh theo Kaplan-
Meier tai thoi diém 24 thang 1a 90,3% va 36 thang la 76,1%.

5. Thoi gian séng thém toan bd

Béng 4: Ty 18 sbng thém toan bd clia BN sau diéu tri bang phac dd CapeOx.

Gia tri 12 thang 24 thang 36 thang
Ty 1& séng thém chung (%) 100% 97,5% 79,3 %
Thoi gian séng thém chung (thang) 41,7+1,5
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Biéu db 3: Thoi gian séng con toan bo.

Thoi gian séng thém toan bd trung binh cta BN trong nghién ctu la 41,7 + 1,5
thang; ngén nhét 1a 20 thang, dai nhat 14 45 thang. Ty 1& sbng thém toan bd wéc tinh
theo Kaplan-Meier tai thei diém 24 thang la 97,5% va 36 thang la 79,3%.

BAN LUAN

1. Tudi va gi&i tinh cua BN

Theo cac nghién ctru tai Viét Nam, do
tudi trung binh méc bénh khoang 50 tudi,
trong d6 nhém tudi 50 - 60 chiém ty lé cao
nhét, do tudi nay du dé tiép xuc cac yéu td
nguy co tlr d6 phéat sinh bénh. Ty 1& mac
bénh clia nam gi¢i thwong cao hon niv gidi,
sw khac biét nay cé thé do nam gidi co
nguy co phoi nhiém véi cac yéu td nguy
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co cua bénh UTDD cao hon so véi ni gidi
[1]. Trong nghién ciru nay, dé tudi trung
binh mac bénh 1a 59,4 + 9,5; thdp nhét |a
36, cao nhéat 1a 78. Nhém tudi thworng gap
nhat t» 50 - < 60 (42,2%), tiép theo la
nhom tudi tr 60 - < 70 (31,1%), chi c6 1
trwdng hop & do tudi tr 30 - < 40, khéng
c6 trwdng hop nao < 30 tudi. Nghién ctru
gbm 45 BN trong d6 c6 35 BN nam
(77,8%) va c6 10 BN nir (22,2%). Ty lé
nam/ni: 35/10 = 3,5/1 (Biéu dé 3).
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Do tudi méc bénh trong nghién ctu
nay la phu hop, nhung ty 1& nam/nir cao
hon so véi mét sé nghién ciu trong
nwédc va quéc té nhw nghién clu cla
Vi Quang Toan (2017) v&i tudi trung binh
1a 53,3 + 9,7 (27 - 74), d6 tudi 50 - < 60
chiém da sb (48%), ty & nam/nir la 3,1/1
[2]. Nghién ctru cta Phan Canh Duy
(2019) c6 tudi trung binh 1a 58,6 + 10,3
(32 - 78), do tudi chiém da sb 1a 50 - < 60
(46,2%), ty 1€ nam/nlr = 2,6/1 [3]. Trinh
Thi Hoa (2009) chi ra tudi trung binh |a
50,3 + 9,7 (24 - 69), d6 tudi 50 - < 60
ciing chiém ty 1& cao nhét (34,9%). Ty lé
nam/n la 2,5/1 [4].

Sasako (2008) trong mot nghién cu
tai Nhat Ban cho thay tubi mac bénh trung
binh cao hon & khoang 60 tudi. Nam gidi
cling chiém ty 1& da sb (khoang 70%) [11].

Ty 1€ nam/n@ trong nghién ctu nay
cao hon mét sé nghién ctru trong nwéc
va trén thé gidi, nguyén nhan mét phan 13
do nghién cru dwoc thyc hién & mot
bénh vién Quan doi, thu dung diéu tri sb
BN nam nhiéu hon s BN niv.

2. Giai doan bénh

Do nghién ctru dwogc thyc hién trén
nhém BN c6 chi dinh diéu tri héa chat bd
tro, nén BN chi yéu & giai doan bénh tir
IB-IIC. Theo két qua clGa bang 3 cho
thdy: Giai doan IIA chiém ty |& cao nhét
(28,9%), tiép theo 1a giai doan IlIA (24,4%).

Ty I& BN dwoc chan doan & giai doan
IB-1IA la 37,8%, cao hon so v&i BN & giai
doan lIB-lIC (20%). Két qua nay phai ké
dén vai trd phat trién chung cta hé théng
y té, cac ky thuat chan doan va y thic
cao cla ngudi bénh, nhe d6 ty 1€ BN
dwoc chan doan bénh & giai doan twong
dbi so'm tang I1én so v&i giai doan mudn.

Giai doan trong nghién ciru nay thap
hon so véi mét sé nghién ciru khac nhw
nghién cu cua Vi Quang Toan (2017)
trén cac BN UTDD tién trién tai chd xam
l&n thanh mac T4a, T4b nhung chwa cé
di can xa. Cac giai doan bénh tw 1I1B-IIIC
bao gébm giai doan llIB (T4a, N2 va T4b,
NO-1) va llIC (T4a, N3 va T4b, N2-3) c6 ty
l&6 cao hon ca, lan lwot la 30,9% va
27,0%. Giai doan 1IB (T4a, NO) la 22,4%
giai doan IlIA (T4a, N1) it nhat chiém
19,7% cac trwong hop [2].

3. Thay déi nong doé CA 72-4 huyét
twong sau diéu tri

Theo dién bién tw nhién cha bénh,
sau phau thuat vai tuan néng d6 marker
CA 72-4 sé giam dan vé murc thdp phan
anh céc té bao ung thw con sét lai véi sb
lwgng it hoac da dwoc loai bd hoan toan.
Sau mét thoi gian, cac té bao ung thw
(néu con sot lai) sé& tiép tuc phan chia
phét trién lam sb lwong (va c6 18 ca su da
dang) céac té bao ung thuw tang Ién khién
néng dd6 CA 72-4 ciing tang 1&n twong &ng
[12]. Diéu tri bd tro bdng héa chat sau mb
nham muc dich tiéu diét cac té bao ung
thw con s6t lai sau phau thuat, nham giam
nguy co bénh tai phat, cai thién thoi gian
sbéng thém cho ngwdi bénh.

T két qua cha bang 2 cho thay, ndng
dé CA 72-4 sau 4 chu ky gidam khéng cé y
nghia théng k& so vé&i trwdc héa chét
(3,47 = 2,44 so v&i 3,93 £ 2,49 voi p =
0,058). Sau 8 chu ky héa chét, néng do
CA 72-4 giam c6 y nghia théng ké so Vvoi
trwdc didu tri hoa chéat (3,32 + 2,56 so voi
3,93 £ 2,49 v&ip = 0,021).

Nhw vay, qua két qua nay budc dau
c6 thé thy phac dd CapeOx c6 hiéu qua
trong viéc tiéu diét cac té bao ung thw con
s6t lai sau phau thuat.
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4. Théi gian séng thém khéng bénh

Nghién cu cua chung t6i dwoc thuc
hién trén 40 BN UTDD giai doan IB-1IIC,
cac BN sau phau thuat dwoc diéu tri da
8 chu ky hoa chét. Theo bang 3, thoi gian
theo déi BN ké tlr chu ky hoéa chat dau
tién dén thoi diém két thic nghién ciru 12
ttr 15 - 45 thang, trung binh 27,2 £ 6,6 thang,
c6 7 BN tai phat, trong d6 cé 2 truwdng
hop tai phat & thang thir 12 ké tiv khi bat
dau diéu tri hoa chét, 1 trwong hop tai
phat & thang 18; 4 trwdng hop con lai tai
phat trong thoi gian tir thang thir 24 - 30.

Tét ca 7 trwong hop tai phat déu & giai
doan lll, khéng cé trwong hop nao & giai
doan IB va Il ghi nhan tai phat; 5/7 trwdng
hop tai phat c6 thé mé bénh hoc 1a ung
thw biéu md kém biét hoa va ung thuw biéu
mo té bao nhan.

Nhw vay, cac trwong hop tai phat
dwoc ghi nhan trong thdi gian nghién ctru
cha yéu 1a cac BN c6 giai doan muodn va
thé giai phdu bénh khéng thuan lgi (ung
thw biéu mé tuyén kém biét héa va ung
thw biéu mé té bao nhan). T4t ca trudong
hop tai phat déu da c6 di can hach tai
thei diém phau thuat.

Ty lé sbng thém khdng bénh wéc tinh
theo Kaplan-Meier tai thoi diém 24 thang
la 90,3%, 36 thang 1a 76,1% két qua
dwoc thay & biéu dd 2. Ty & nay cao hon
so v&i nghién cu cia Vi Quang Toan
(2017) khi tai thoi diém 36 thang, ty lé
sbng thém khong bénh 1a 53,9% [2]. Két
qua nay co6 lé do giai doan bénh trong
nghién ctru nay sm hon giai doan bénh
trong nghién cru ctua Vi Quang Toan.
Két qua nghién cru cha ching t6i phi hop
véi nghién cru cta Nguyén Thi Vwong
(2013) khi ty l& séng thém khéng bénh tai
thoi diém 24 thang cta Nguyén Thi Vwong
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|4 86,8% [5]; thix nghiém CLASSIC (2014)
c6 thoi gian sbng thém khéng bénh & thoi
diém 36 thang la 74% [8].

5. Thoi gian séng thém toan bd

Theo két qua cha bang 4, thoi gian
sbéng thém toan bo trung binh cla nghién
ctu la 41,7 + 1,8 thang; ngan nhat la 20
thang, dai nhat 1a 45 thang. Ty lé séng
thém toan bd wdc tinh theo Kaplan -
Meier tai thoi diém 24 thang 1a 97,5%, 36
thang la 79,3%.

Két qua nay 1a phu hop véi thir nghiém
CLASSIC (2014) véi ty 1& séng thém toan
bo tai thoi didm 36 thang 1a 78% [8].
Nghién cru ctua Vi Quang Toan (2017)
cé ty 1& sbng thém toan bo tai thoi diém
36 thang thdp hon mét chat véi 61,8%
[2]; két qua nay cb 1&é mot phan |a do giai
doan trong nghién clru cta Vi Quang
Toan cao hon mét chit so v&i nghién ctru
cta chang t6i. Can thém thdi gian theo
déi dé danh gia DFS, OS dwoc day dd hon.

KET LUAN

Qua nghién ctru 45 trwdng hgp UTDD
giai doan IB-lll dwoc diéu tri b tro bang
phac d6 CapeOx sau phdu thuat cat bd
da day triét can tai Bénh vién Quéany 103
ttr 11/2017 - 7/2021, chang t6i thu dwoc
két qua nhw sau:

- Tudi trung binh méc bénh 13 59,4 +
9,5; d6 tudi hay gap t 50 - < 60. Ty Ié
nam/nt 3,5/1. Giai doan IIA va IllIA chiém
ty 1& cao nhéat v&i 28,9% va 24,4%.

- Piéu tri bd tro sau phau thuat bang
phac dd CapeOx lam gidm néng do6 marker
CA72-4 huyét twong so vai trudce diéu tri,
ty 1& sbng thém khéng bénh & thoi diém
36 thang dat 76,1%; ty lé sébng thém toan
bé tai thoi diém 36 thang dat 79,3%.
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