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Ky thuat hit dich dudng ho hap trén lién tuc
gilp lam giam tan suat dich dong khoang miéng
so v3i phuang phap chdm séc tiéu chuén, dong
thai cling lam giam Lugng dich hit trén bong khi
s0 sanh vdi nhdm chdm sdc tiéu chuan.
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KET QUA PIEU TRI UNG THU PAI TRU'C TRANG DI CAN GAN
BANG PHAC PO CAPOX KET HO'P BEVACIZUMAB

Pham Tuin Anh'2 Nguyén Thi Minh2, Nguyén Hiru Thing!

TOM TAT

Muc tiéu: banh gia két qua diéu tri phac do
CAPOX két hop Bevacizumab trén bénh nhan ung thu
dai truc trang (UTDTT) di can gan. Doi tugng va
phu’dng phap ngh|en clru: Nghlen cfu mo ta, hoi
ciru két hgp tién cdu, tién hanh trén 62 bénh nhan
(BN) dugc chan dodn UTDTT di can gan, diéu tri véi
phac d6 CAPOX két hop Bevacizumab trong khoang
thai gian tir thang 1/2022 dén thang 5/2024 tai Bénh
vién K. Két qua Ty lé d&p Ung toan bod 13 72 6%,
trung vi thdi gian song thém benh khong tién trién
(PFS) 1a 11,4 thang ba phan cac tac dung khéng
mong mudn chi gép & dd 1,2 va cd thé quan ly dugc.
K&t luan: Phac do cho ty Ie dap (rng cao, thdi gian
séng thém bénh khong tién trién kha quan, benh nhan
dung nap diéu tri tét. 7’ khda: CAPOX két hop
Bevacizumab, ung thu dai truc trang.

SUMMARY

EFFECTIVENESS OF CAPOX COMBINED

WITH BEVACIZUMAB IN COLORECTAL

CANCER PATIENTS WITH LIVER
METASTASES

Aim: To evaluate the effectiveness of CAPOX
combined with Bevacizumab in colorectal cancer
patients with liver metastases. Subjects and
methods: This is a retrospective and prospective
descriptive study on 62 patients diagnosed with
colorectal cancer with liver metastasis, who were
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treated with CAPOX with Bevacizumab from January
2022 to May 2024 at K Hospital. Results: Objective
response rate was 72.6%, median progression-free
survival (PFS) was 11.4 months. The majority of
adverse events were seen at grade 1-2 and were well-
managed. Conclusion: CAPOX combined with
Bevacizumab resulted in high objective response rate,
promising PFS, and was well-tolerated by patients.

Keywords: CAPOX combined with Bevacizumab,
colorectal cancer.

I. DAT VAN DE

Trén thé gidi, UTDTT la bénh ly ac tinh
thuéng gap, ding th& 3 & nam sau ung thu
phéi, ung thu tuyén tién liét va ding th( 3 & nir
sau ung thu vu, ung thu phéi. Theo GLOBOCAN
2022, moOi ndam V|et Nam co khoang 16.426
truGng hop mdi méc chiém 9% va 8.524 trudng
hgp t&r vong chiém 7%?!. Hién nay, mac du cac
phucng phap sang loc d& cé nhiéu ti€n b nhung
van co dén 20-40% BN phat hién di can tai thai
diém chan doadn? Hon 50% cac BN UTDTT sé
tién trién di can gan. biéu tri UTDTT di cdn gan
la diéu tri da md thuc, tuy nhién phu’dng phap
chinh van 13 diéu tri toan than, nhdm muc dich
glam nhe triéu ching, kéo dai thém thdi gian
song va nang cao chat lugng song cho BN. Hda
chdt van la diéu tri nén tang & giai doan nay,
trong dé ciac phac d6 CAPOX, FOLFOX,
FOLFIRI,... la cac phac do co ban da dugc ap
dung nhiéu nam tr@ lai day va mang lai hiéu qua
cao. Trong thdi gian qua, vdi su hiéu biét ngay
cang sau rong veé sinh hoc phan tu, cac liéu phap
diéu tri dich va mién dich d@ mé& ra trang mdi
trong diéu tri UTDTT di cdn, trong dé phai ké
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dén Bevacizumab-mét trong nhirng thudc khang
tang sinh n6i mé mach mau qua cd ché ngan
can VEGF gan véi cac thu thé cia nd trén bé mat
ndi mac mach mau, tr d6 lam gidam sinh mach
va Uc ché su tang trudng cua khoi u. Hiéu qua
cla Bevacizumab khi két hgp véi cac phac do
héa tri d@ dudc chdng minh qua nhiéu thd
nghiém pha III nhu N016966, N9741. Tuy nhién,
tai Viét Nam chua co nhiéu nghién clru vé phac
d6 nay trén nhéom BN di cdn gan. Do dd, ching
t6i ti€n hanh nghién cttu v8i muc tiéu: Hanh gia
két qua diéu tri va mot so'tac dung khdng mong
mubn cua CAPOX két hop Bevacizumab trong
UTDTT di can gan.

Il. DOI TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Poi tugng nghién clru

2.1.1. Tiéu chuén lua chon

- Bénh nhan dudc chdn doan xac dinh
UTDTT ¢b di cdn gan, v8i mdt hodc nhiéu tén
thuong do dugc trén tham kham lam sang hoac
can lam sang (CT Scanner, MRI hodc PET/CT).

- Giai phau bénh: Ung thu biéu md tuyén.

- bugc diéu tri budc mot phac d6 CAPOX
két hgp Bevacizumab, it nhat 3 chu ky.

- Chi s0 toan trang theo ECOG: 0 — 1.

- Khéng c6 xuét huyét dang k& (>30ml/ mot
[an trong 3 thang trudc) hoac ho ra mau (>5 ml
mau tuci trong 4 tuan) hodc tang huyét ap
khdng kiém soat dugc, khéng dung thudc chéng
déng mau nhu aspirin >325 mg/ngay.

- Chirc nang gan than trong gidi han cho
phép diéu tri.

- Khdng mac cac bénh cdp va man tinh tram
trong cd nguy cd tir vong trong thgi gian nghién
cau.

- Co6 hO sd bénh an ghi chép day du dau
hiéu 1dm sang, can 1dam sang ghi nhan thong tin
trong qua trinh diéu tri va theo doi diéu tri.

2.1.2. Tiéu chudn loai trir. Bénh nhan vi
pham mét trong nhitng tiéu chuén lua chon & trén.

2.2. Phudong phap nghién ciru

2.2.1. Thiét ké nghién curu: Nghién clru
mo ta, hoi ciu két hgp tién clu.

2.2.2. Thoi gian va dia diém nghién ciu

- ThGi gian nghién cliu: TU 01/2022 dén
05/2024.

- Dia diém nghién c(ru: Bénh vién K.

2.2.3. €6 mau nghién cau

- C8 mau thuan tién.

- Thu thap toan bd nhitng BN thda man tiéu
chuén lua chon trong khoadng thdi gian nghién
ctu (62 BN).

2.2.4. Cach thuac tién hanh nghién ciru

- Budc 1: Lua chon BN phlu hgp vdi tiéu
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chuan Iua chon cua nghién clu.

- Budc 2: Ghi nhan cac théng tin vé dac
diém 1dm sang, can lam sang.

- Budc 3: Banh gia dap ung diéu tri theo
ldm sang va RECIST 1.1 sau moi 03 chu ky.

_ - Budc 4: Banh gia doc tinh cta phac do6 sau
moi chu ky theo tiéu chudn danh gid ddc tinh
cla NCI-CTCAE 5.0.

2.2.5. Phan tich va xu’' ly sé liéu. SO liéu
nghién clfu dugc xr ly va phan tich trén may
tinh, str dung phan mém SPSS 20.0.

Cac thuat toan sir dung:

- MO ta: tan suat, ty 1€, sO trung binh, do
léch chuén, gia tri min, max.

- Kiém dinh so sanh:

+ DGi véi bién dinh tinh st dung test so sanh
X2, cac so sanh cd y nghia thong ké véi p < 0,05.

+ T-Student d€ so sanh trung binh (p<0,05).

+ Phan tich thgi gian song thém: s dung
phudgng phap udc lugng thdi gian theo su kién
cla Kaplan - Meier d€ udc tinh thdi gian séng
thém bénh khéng tién trién.

+Kiém dinh so sanh su khac biét vé thdi
gian sdng thém bénh khdng tién trién véi lién
quan dap (ng bang kiém dinh Log - rank

2.2.6. Pao dirc nghién cuu. Nghién clu
da dugc thong qua bai HOi dong cham dé cuang
nghién cltu va dugc chdp thuan bdi Trudng bai
hoc Y Ha NOi quyét dinh s6 7072/Qb-DHYHN
ngay 26 thang 12 nam 2023.

INl. KET QUA NGHIEN cU'U

3.1. Pac diém lam sang, can lam sang.
Trung binh tudi 1a 58,8 tudi (khoang tudi tir 30-
76); 62,9% la nam; phan I6n vao vién vi dai tién
phan mau (41,9%) hodc dau bung (37,1%); dai
trang trai (41,9%) va truc trang (45,2%) la cac
vi tri nguyén phat thuGng gdp nhat; phan I6n
(72,5%) co di cdn gan ca hai thuy; phdi (14,5%)
va phic mac (11,2%) la cac vi tri di can ngoai
gan phd bién nhéat; trung binh kich thudc di cin
gan trudc diéu tri la 33,6mm; phan Ién (75,8%)
BN dugc diéu tri 8 chu ky hda chat (Bang 1).

Bang 1: Bac diém cua déi tuong nghién cuu

Pac diém N=62
Tu6i (ndm): Trung binh (khoang)|58,8 (30-76)
Gigi: n (%)
Nam 39 (62,9)
NG 23 (37,1)
Li do vao vién: n (%)
Pai tién phan nhay mau 26 (41,9)
Dau bung 23 (37,1)
RGi loan dai tién phan 9 (14,5)
Kham suc khée dinh ki 4 (6,5)

Thé trang: n (%)
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PS 0 44 (71) 3.2.1. Pdp dng diéu tri. Ton thucng gan
PS 1 18 (29) giam ro rét sau 3/4 chu ky va sau 6/8 chu ky
Vi tri u: n (%) (Bang 2).
Pai trang phai 8 (12,9) Bang 2: Thay déi kich thudc é di can
Dai trang trai 26 (41,9) gan sau diéu tri
Truc trang 28 (45,2) Trung binh P
Mirc do biét héa: n (%) (khoang)
UTBM tuyén biét hda cao 0 (0) Tén thuong gan trudc
UTBM tuyén biét hda vira 53 (85,6) diéu tri (mm) (1) 32,6 (5-95) |P1-2 <0,001
UTBM tuyén kém biét hda 9 (14,4) Ton thuong gan sau
Néng d6 CEA: n (%) 3/4 chu ky (mm) (2) | 232 (0-80) P2o= 0,024
CEA < 5ng/ml 14 (22,6) T6n thuong gan sau
CEA > Sng/ml 38 (77.4) 6/8 chu ki% n% T (3) | 18:3 (0-87) |Pi3<0,001
S0 0 di can gan: n (% Sau 3/4 chu ky héa chéat, 72,6% dat dap (ing
10 9 (14,5) mdt phan hodc hoan toan. Sau 6/8 chu ky hda
220 _ 53 (85,5) | chat, 66,2% tiép tuc dat dap (ing mdt phan hodc
Vi tri di can gan: n (%) hoan toan (Bang 3).
Thuy trai 4 (6,5) Bang 3: Panh gid dap uing theo RECIST 1.1
Thuy phai 13 (21) . L R Bénh
Ca 2 thuy 45 (72,5) bap Ung |Dap ing| Bénh | "o
Di can ngoai gan: n (%) hoan toanmot phan| 6n dinh trién
Khong 41 (66,1) n(%) | n(%) | n(%) |, o)
Phuc mac 7 (11,2) Sau 3/4
Phoi 9 (14,5) chu ky 4(6,5) |41(66,1)|12(19,4)|5(8,1)
Budng trimng 0(0) chu ky 5(8,1) |36(58,1)|12(19,4)9 (14,3)
Xuong__ 3 (4.8) Nhém BN PS 0 c0 ty 1& dap Ung hoan toan
Hach thugng don 2 (3,2) cao hon so véi nhém BN PS 1. Nhdm BN diéu tri
Hach trung that 1(1,6) 8 chu ki hoa chéat c6 ty Ié dap (ing hoan toan cao

Kich thu'dc di can gan (mm):
Trung binh (khoang)

33,6 (5-110)

S0 chu ky hda tri: n (%)

< 8 chuki

15 (24,2)

8 chu ki

47 (75,8)

3.2. Két qua diéu tri

han so véi nhom BN diéu tri < 8 chu ki. Khong
tim thay lién quan co y nghia thong ké gilra cac
yéu t& khac (tudi, vi tri u, dd md hoc, néng dd
CEA trudc diéu tri, phan loai di cdn xa, sd & di
can gan va cat u nguyén phat) va ty & dap Ung

hoan toan (Bang 4).

Bang 4: Lién quan giita dap irng va mét sé yéu té’

L A en Pap (rng hoan toan [Khong dap rng hoan
Cacyeuto (n, %) toan (n, %) P
. <65 27 (43,5) 15 (24,2)
Tuoi > 65 13 (20,9) 7 (11,4) 0,594
0 35 (56.5) 9 (14,5)
PS 1 5 (8) 13 (21) 0,001
UTDT phai 6 (9,6) 2(3,2)
Vitriu UTDT phai 17 (27,4) 9 (14,5) 0,752
UTTT 17 (27,4) 11 (23,6)
Néng d@6 CEA trudc <5 8 (12,9) 6 (9,7) 0362
diéu tri >5 32 (51,6) 16 (25,8) !
S5 chu ky héa chét 8 o Eg“;?’ 913(1(215)) 0,026
- Chi DC gan 28 (45,2) 12 (19,3)
Di can xa DC ngoai gan 12 (19.4) 10 (16,1) 0,174
e v 1 6 (9,7) 3(4,8)
SO 0 di can gan > 34 (54,8) 19 (30,6) 0,601
o ~ P Co 31 (50 9 (14,5
Cat u nguyén phat Kh60ng 18 E29g 4((6,’5)) 0,478
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3.2.2. Thoi gian séng thém bénh khéng
tién trién. Trung vi thdi gian séng thém bénh
khdng tién trién la 11,4 thang (CI 95%: 10,5-
13,6) thang (Hinh 1).

*

Hinh 1: Tha’l glan song them bénh khéng
tién trién (PFS)

3.2.3. Tac dung khéng mong muén. ba
phan cac tac dung phu chi gap & d6 1-2, hay gap
nhat la tdng men gan (48,4%) va hoi chirng ban
tay-ban chan (43,5%). Doc tinh nghiém trong
rat it gap, chu yéu la d6 3, chi ¢ mot trudng
hgp ha bach cau trung tinh d6 4 (Bang 5).

Bang 5: Tac dung khéng mong muén

P61 | P62 [P63[Po4
(%) | (%) |(%) | (%)
Thi€u mau |10 (16,1) 4 (6,5) | 0(0) | 0 (0)
Ha bach cau
trung tinh 4 (6,5) |11 (17,7)]3 (4,8)1 (1,6)
Ha tiéu cau |10 (16,1) 4 (6,5) |1 (1,6) 0 (0)
N6n, budén non | 7 (11,3)| 1(1,6) | 0(0) | 0(0)
Tiéu chdy |10 (16,1) 2(3,2) [ 0(0) | 0 (0)
Viém miéng [8(12,9)| 0(0) [0(0)|0(0)
Triéu chiing TKNV|16 (25,8)] 2 (3,2) | 0(0) | 0 (0)
Hoi chirng ban
tay-chan 24 (38,7) 2 (3,2) [1(1,6) 0 (0)
Tang AST
va/hosc ALT 25 (40,3)| 4 (6,5) [1 (1,6) 0 (0)
Tang creatinine| 3(4,8) | 0(0) |0(0)[0(0)
Tang huyétdp | 3(4,8) | 1(1,6) 2(3,2)0(0)
Chdy mau [8(12,9)] 0(0) |0(0)|0(0)
Thing dudng
tiéu hoa 0(0) | 0(0) [0(0)|0(0)
Huyét khdi 0 (0) 0(0) [0(0)]|0(0)
IV. BAN LUAN

*Pac diém lam sang, can lam sang.
Trong nghién cfu cia ching toi, tudi trung binh
clia BN la 58,8 tudi (khoang tudi 30-76 tudi). Két
qua nay tuong dong vdi két qua nghién clru cla
tac gla Nguyén Thi Phuong Thao (2018) (57,7
tudi) va Nguyen Viét Long (2018) (55,7 tudi)34,
Vé d3c diém gidi, trong nghlen cftu cta chung toi
s6 BN nam nhiéu han s6 BN nif, vgi ty Ié nam/ni¥
la 1,7/1. Nghién cltu cta Nguyén Thi Phucng
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Thao (2018) ciling co két qua tudng tu vdi ti €
nam/nit la 1,65/1.

Cac khoi u nguyén phat thudng gdp nhat &
truc trang (45,2%), sau dé dén dai trang trai
(41,9%) va dai trang phai (12,9%). Tac gia
Nguyen Thi Phuagng Thao (2018) cling bao cao
ty 1é tuong tu, véi ung thu truc trang chi€ém
42,2%, dai trang Sigma chiém 26,7%, dai trang
phai 17,8% va dai trang trai 6,7%?3. Nghién cltu
cla tac gia Pham Thi Qué (2019) trén 55 BN
UTDTT di can bao cao ti 1€ ung thu truc trang,
dai tréng trai va dai trang phai lan lugt la: 40%,
34,5% va 25,5%>°.

*Két qua diéu tri. O [an danh gia th(r nhét,
sau 3-4 chu ky héa tri, ti Ié dap U'ng mot phan
trong nghién clfu cla ching t6i la 66,1%, ty I€
dap L'rng hoan toan la 6,5%. Hai ti I€ nay & lan
danh gia ti€p theo sau 6-8 chu ky lan lugt la
58,1% va 8,1%. K& qua cua Trinh Nguyén
Huong Giang véi phac d6 tuong duaong
mFOLFOX6 két hgp Bevacizumab trén BN ung
thu dai trang di can cling bao cdo két qua tudng
tu, vdi ti 1é dap Ung toan bo dat 60%°. Nghién
cliu cua tac gia Takakura (phac d6 CAPOX két
hgp Bevacizumab) trén nhém BN di cdn gan cho
ti 16 dap Ung toan bd la 63,9%, dap Ung hoan
toan 1a 5,6%’.

Thdi gian sng thém bénh khdng tién trién
trung vi dat dugc la 11,4 thang; s6ng thém bénh
khdng tién trién tai thdi di€ém 6 thang la: 87,3%,
tai 12 thang la 41,9%. K&t qua cua chung t6i cao
hon cua Nguyén Thi Phuong Thado khi nghién
cltu trén nhém BN UTDTT di cdn ndi chung la
10,39 thang Tac g|a Db Huyén Nga trong nghién
cltu vé hiéu qua cua FOLFOX va Bevacizumab
bao cdo két qua tuong tu chdng t6i vai PFS la 11
thang®. Mot thir nghiém khac cling cé nhanh st
dung phac d6 mFOLFOX 6 két hgp Bevacizumab,
BECOME, cho két qua PFS dat 9,5 thang®. Su
khac biét ndy cé thé do su khac nhau vé dic
diém BN giifa cac nghién c(u.

* Tac dung khong mong muén. ba phan
cac tac dung phu chi gap & d6 1-2, hay gap nhat
la tdng men gan (48,4%) va hoi chiing ban tay-
ban chan (43,5%). Poc tinh nghiém trong rat it
gap, cha yéu la do 3, chi c6 mét trudng hgp ha
bach cau trung tinh d6 4. Nghién ctu cta ching
t6i ghi nhan ty Ié tdng huyét ap, mot tac dung
khéng mong mudn dac trung clia Bevacizumab,
la 9,7%, tuong tu vdi két qua cha nghién ciu
BECOME véi ty 1€ 8,3% G nhanh phdi hdp
mFOLFOX6 va Bevacizumab?®.

V. KET LUAN
Phac d6 CAPOX két hgp Bevacizumab trong
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diéu tri BN UTDTT di can gan co ty 1é dap Ung
cao (72,6%), trung vi thdi gian séng thém khéng
tién trién dat 11,4 thang; kha ndng dung nap vdi
phac d6 tuong doi tot, cac doc tinh chu yéu la
dd 1-2 va cd thé quan ly dugc.
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KET QUA PIEU TRI BUO'C MOT UNG THU PHOI
GIAI POAN MUON BANG THUOC ’C CHE TYROSINE KINASE
TAI BENH VIEN 19-8, BO CONG AN

TOM TAT

Muc tiéu: Danh gia két qua diéu tri buGc 1 bénh
nhan ung thu ph0| khong té bao nhd (UTPKTBN) giai
doan tién xa c6 dot bién EGFR bang thubc (c ché
Tyrosine kinase tai Bé&nh vién 19-8, B6 Céng an. Poi
tugng va phuong phap nghién ciru: Nghién clru
mo ta trén 30 bénh nhan UTPKTBN giai doan tién xa
c6 dot bién gen EGFR dugc diéu tri budc 1 véi thubc
Tyrosine Kinase theo doi danh gia dap Ung, thai gian
song thém sau moi 3 thang. Két qua nghién curu:
Ty |é dap (g toan b sau 6 thang diéu tri la 73,3%,
ty 1€ kiém soat bénh la 86,7%. Ty Ié bénh nhan c6
giam va hét triéu chling lam sang sau diéu tri la 76,7.
Tac dung phu khéng mong muén thudng gdp la ban
da 53,3%. Két luan: Thudc Tyrosine Kinase dat hiéu
qua diéu tri cao trong diéu tri budc 1 trén nhém bénh
nhan UTPKTBN co dot bién EGFR.

Tor khéa: Ung thu phdi khdng t&€ bao nho, dot
bién EGFR, Gefitinib, Erlotinib, Gefitinib, Osimertinib

SUMMARY

1Bénh vién 19-8, B6 Cong an
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THE EFFICACY OF MOLECULAR TARGETED
AGENT IN PATIENTS WITH ADVANCED
NON SMALL CELL LUNG CANCER AT 19-8

HOSPITAL MINISTRY OF PUBLIC SECURITY

Aims: To evaluate the treatment outcomes in old
patient with advanced non-small cell lung cancer
treated by the molecular targeted agent. Patients
and method: The patient diagnosed adenocarcinoma
non small cell lung cancer stage IV, EGFR mutations
(exon 19 deletion mutation or L858R) at 19-8
Hospital, from January 2022 to November 2024 treat
with molecular targeted agent. Results: 30 patients
with the overall response after 6 months rate were
73,3%, disease control rate were 86,7%. Patient with
reduce and run out of symptom were 76,7%. The
most side effects were rash 53,3%. Conclusion:
Tyrosine kinase inhibitor was effective option to
treatment first line in old patients with advanced non-
small cell lung cancer patients with EGFR mutations
positive. Keywords: non small cell lung cancer,
tyrosine kinase inhibitor, Gefitinib, Erlotinib, Afatinib,
Osimertinib

I. DAT VAN DE

Ung thu phdi 13 bénh ung thu cé ty 1&é mac
mdi va ty Ié t& vong cao nhat trén thé gidi. Theo
GLOBOCAN 2018, udc tinh cé khoang 2,1 triéu
trudng hgp méc méi ung thu phéi, tai Viét Nam
ung thu phéi x&p th(r 2 sau ung thu gan [1] Viéc
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