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TOM TAT

Dit vin dé: Su két hop hoa tri véi Bevacizumab (BEV), mét khang thé don dong nhdam triing
dich ¢6 tac dung irc ché yéu té tang trieong ngi md mach mdu, la phéc do dwoc sir dung dau tay ¢
Ccac bénh nhdn ung thu dai — truec trang giai doan tién xa. Muc tiéu nghién cieu: Danh gid hiéu qud
va d¢ an toan cua BEV két hop véi hoa tri trong diéu tri ung thi dai — truc trang di can. Doi twong
va phwong phdp nghién ciru: Nghién cizu can thiép 1am sang. C6 32 bénh nhdn ung thuw dai — truc
trang di can dge diéu tri Bevacizumab két hop véi hoa tri tai Bénh vién Ung Buéu Can Tho tir nam
2019 — 2021 dwoc dwa vao nghién ciru ndy. Két qua: Ti 1é dap img toan bg 1a 54,1%, ti 1¢ kiem soét
bénh 1a 84,3%. Trung vi thoi gian song thém bénh khong tién trién la 11,9 thang. Péc tinh cua hoa
tri hay gap nhat 1a giam tiéu cau, giam bach cau, tiéu chay, ndn va buén nén, tuy nhién chu yéu 1a
d6 1 -2, it dnh huong dén diéu tri. Béc tinh lién quan Bevacizumab la tang huyét ap nhe. Két lugn:
Phgi hop BEV vai hoa tri trong diéu tri bénh nhan ung thu dai —tryc trang giai dogn mugn cho thd’y
dat hiéu qud cao théng qua viéc cdi thién thoi gian song thém. Hon nita, cdc dc tinh déu ¢ mirc dg

chdp nhdn duoc.

Tar khoa: Ung thu dai — truc trang di can, Bevacizumab (BEV), héa tri.
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ABSTRACT

EFFICACY AND SAFETY OF BEVACIZUMAB PLUS CHEMOTHERAPY
IN METASTATIC COLORECTAL CANCER

Tran Kien Binh'*, Vo Van Kha?, Le Thanh Vu!
1. Can Tho University of Medicine and Pharmacy
2. Can Tho Oncology Hospital
Background: The combination of chemotherapy and Bevacizumab (BEV), a monoclonal
antibody targeting the vascular endothelial growth factor, is consistently being used as first — line
treatment in patients with metastatic colorectal cancer (mCRC). Objectives: This study aimed to
evaluate the effectiveness and safety of BEV plus chemotherapy in mCRC. Materials and methods:
an interventional study. Thirty — two mCRC patients treated in the Can Tho Oncology Hospital from
2019-2021 receiving BEV — based chemotherapy was included in this study. Results: Objective
response was demonstrated in 54.1% and disease control rate was 84.3% with a median PFS of
11.9 months. The common toxicities were thrombocytopenia, leukopenia, diarrhea, vomiting and
nausea (grade 1 and 2 mainly). Bevacizumab — related toxicity was mild hypertension. Conclusion:
BEV — based chemotherapies were effective regimen and improvement in survival among mCRC
patients. The toxicities were acceptable.
Keywords: Metastatic colorectal cancer (nCRC), Bevacizumab (BEV), chemotherapy.

I. DAT VAN PE

Mot trong nhitng xu huéng mai hién nay trong diéu tri ung thu dai — tryc trang di
cin 1 hoa tri phdi hop voi diéu tri dich mang lai nhiéu hy vong cho bénh nhén giai doan
cubi. Bevacizumab (BEV) 1a mét khang thé don dong nhan hoa tai to hop gan chon loc va
trung hoa hoat tinh sinh hoc caa yéu t tang truang ndi mac mach méau ngudi. Bevacizumab
ngan khong cho yéu t ndy gin véi thy thé cua né trén bé mat té bao ndi mac mach mau, tir
d6 1am giam sinh mach caa khdi u. Vi vay, khéi u phét trién khdng theo kip vai nhu cau oxy
lam cho cac md khdi u cuc thiéu oxy, ngin ngira sy phat trién tiép tuc. Thudc ngin chan
dién tién bénh di can va lam giam tinh tham vi mach [9].

Thudc da dugc FDA chép thuan trong diéu tri ung thu dai — truc trang giai doan
muon tir ndm 2004 va vao thi truong Viét Nam tir ndim 2008. Ngay nay thube da duoc bao
hiém chi tra mot phan chi phi va mot s6 bénh nhéan di c¢6 thé sir dung dugc. Do d6 nghién
ctru duoc thyc hién véi muyc tiéu: Panh gia hiéu qua va d6 an toan caa BEV két hop véi hoa
tri trong diéu tri ung thu dai — tryc trang di can.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién cieu

- Tiéu chuan chon mau: Bénh nhan dugc chan doan xac dinh ung thu dai — truc
trang giai doan IV theo AJCC 8 (2017) véi két qua giai phau bénh Ia carcindm tuyén. Bénh
nhan tu nguyén tham gia nghién ctru.

- Tiéu chuin loai trir: Bénh nhan ung thu di cin di phau thut khong con ton thuong
phat hién qua kham 1am sang hodc cac phuong tién chan doan hinh anh. Bénh nhén c6 ung
thu thtr hai hoac c6 suy gan, suy than, suy tim, suy tiy hoac phu nir mang thai.

2.2. Phwong phap nghién ctru
- Thiét ké nghién ctru: Nghién ctru can thiép 1am sang, khong dbi ching.
- C& mau va phuong phap chon miu: Chon mau thuan tién.
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9 - NOi dung nghién ctru: Dac diém chung cua déiﬂ tuong nghién ciru: Tuéi, gidi; dac
diém lién quan dén u: vi tri di can, so vi tri di can; dac di€m lién quan dén dicu tri: Pap tng
sau di€u tri, thoi gian song thém, doc tinh diéu tri.

- Phwong phap xir ly so liéu: Xu 1y so li€u bang phan mém SPSS 20.0.
I11. KET QUA NGHIEN CUU
3.1. Pic diém chung cia dbi twong nghién ciu
Bang 1. Tudi va gisi caa nhém nghién cau

Tudi
< 60 13 (40,6%)
> 60 19 (59,4%)
Trung binh: 60,8 tudi
Gigi
Nam 17 (53,1%)
N 15 (46,9%)

Nhan xét: Bénh nhan cao tuoi chiém wu thé véi hon mét nira s6 bénh nhan trong
nhém nghién ctru (gan 60%). Ti Ié¢ nam/nir xap xi 1,13.
3.2. Pic diém lién quan dén u ciaa ddi twong nghién cieu

Vi tri di can

Ph61 I 05 1%,

Vi tri

Gan I 5319

0 10 20 30 40 50 60
Ti 1¢

Biéu d6 1: Vi tri di can cua ddi tuong nghién ctu
Nhan xét: Gan 12 vi tri di cin nhiéu nhat.
Bang 2. S vi tri di can cua ddi teong nghién ctu
Sb vi tri di ciin
1 12 (37,5%)
>2 19 (62,5%)
Nhan xét: Phan I6n cac truong hop ghi nhan di can tir 2 vi tri tro 1€n.
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3.3. Pic diém lién quan dén diéu tri caa ddi tweng nghién ciru

Daép tmg sau diéu tri
60 53.1%
50

40
28.1%
30

o 15.6%
10 3.1% .
0 | ]

Hoan toan Mot phan (PR) On dinh (SD) Tién trién (PD)
(CR)

Ti 1é

Loai dap ung

Biéu do 2: Pap tng sau diéu tri cua dbi twong nghién cau
Nhan xét: Ti 1& dap (g toan bo 12 56,2%. Ti Ié kiém soét bénh 1a 84,3%.
Bang 3. Thoi gian séng thém cua dbi twong nghién ctu

Két qua n Trung binh (thang) Cl 95%
PFS 32 11,9 0,71-0,88
Ti 1€ PFS 1 ndm 32 51,4 0,34 -0,42

Nhan xét: Thoi gian song thém bénh khong tién trién trung binh 1a 11,9 thang. Trong
nhém nghién ctru, c6 hon mot nira so6 ca dat PFS 1 nam véi 51,4%.

Uéc lvgng theo Kplan-Meier

)
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Biéu dd 3: Thoi gian séng thém bénh khang tién trién cua ddi twong nghién cau
Nhan xet: Thoi gian PFS trung binh la gan 12 thang.
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Bang 4. Doc tinh trén hé tiéu hda, than kinh va da niém

Pic tinh Po1-2 Po3-4 Tong
Buon ndn, nén 16 (50%) 1 (3,1%) 17 (53,1%)
Tiéu chay 6 (18,7%) 0 6 (18,7%)
Viém loét miéng 2 (6,3 %) 0 2 (6,3%)
Pau thuong vi 7 (21,9%) 0 7 (21,9%)
Viém than kinh ngoai vi 8 (25%) 0 8 (25%)
Hoi chung tay — chan 4 (12,5%) 0 4 (12,5%)

Nhan xét: Cac doc tinh trén hé tiéu hoa, than kinh va da niém chu yéu 1a d6 1, khéng
gay anh huong dén di€u tri, cling nhu khong gay tri hoan diéu tri.
Bang 5. Boc tinh trén hé tao huyét, gan va than

Péc tinh Po1-2 Py3-4 Tong
Giam bach cau hat 15 (46,9%) 1 (3,1%) 16 (50%)
Thiéu mau 24 (75%) 0 24 (75%)
Giam tiéu cau 20 (62,5 %) 1 (3,1%) 21 (65,6%)
Ting AST/ALT 18 (56,3%) 1 (3,1%) 19 (59,4%)
Téang Uré/Creatinin 4 (12,5%) 0 4 (12,5%)

Nhan xét: Doc tinh trén hé huyét hoc, gan va than chi yéu 1a do 1 — 2, khong gay
anh huong dén dicu tri, dé dang kiém soat, khong can phai giam liéu dicu tri.
Bang 6. Ddc tinh lién quan dén Bevacizumab

Poc tinh Po1-2 D)3 -4 Tong
Tang huyét ap 2 (6,3%) 0 2 (6,3%)
Xuat huyét 0 0 0
Protein niéu 0 0 0

_ Nhan xét: Doc tinh lién quan dén Bevacizumab chi ghi nhan ¢6 2 truong hop téng
huyét p nhe, dé dang kiém soat bang thuoc ha ap, khdng can phai tri hoan diéu tri.
IV. BAN LUAN

4.1. Pic diém chung cia déi tweng nghién ciu

_ Trong nghién ctu cua ching t0i, do tudi trung binh cua nhom la 60,8. Tac gid Do
Huyéen Nga nghién ctru thay rang do tudi trung binh la 56 tudi, cua Ocvirk 1a 58 [4], [10].
Cac ket qua trén deu phu hop véi dac diem tudi chung cua bénh ung thu dai — truc trang la
tang cao dan sau 40 tuoi [5], [8].

’ Chlng t0i thay rang ti I¢ mac bénh ¢ nam cao hon so véi ni, ti 1€ nam/ni la 1,13.
KEt qua nay ciing tuong tu nhu cua tac gia Tran Nguyén Ha (nam gap déi nir) va Orvirk (ti
1€ nam/nix 1a 1,7) [2], [10]. Cac ket qua trén deu cho thay phu hop véi y van thuong nam
nhiéu hon nir khoang 25%.

4.2. Pic diém lién quan dén u cia ddi twong nghién ciu

) Di can gan la t6n thwong gap nhiéu nhét trong nghién ctru chiing to1 véi 53,1%, ké
dén la phoi chiém 25,1%. C6 13 bénh nhan di can tai 1 vi tri (chiém 40,6%), 19 bénh nhan
di can tir 2 vi tri tr 1€n (chiém 59,4%). ‘ .

Keét qua cua ching t61 cling twong dong nhu trong nghién ciru cua cac tac gia Tran
Nguyén Ha va Nguyen Van Hiéu vdi ti 1¢ di can gan chi€ém cao nhat, lan lugt 1a 47,2% va
41,2% [2], [3]- Y van ghi nhan dan luu tinh mach cta rudt 1a qua tinh mach cua, nén ung
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thu dai trang di cin theo duong méau dén co quan dau tién 1a gan, tiép theo 1a phéi, xwong
va cac Vi tri khac.
4.3. Pic diém lién quan dén diéu trj cha ddi twong nghién ciu

Ti 1€ dap ng toan b sau diéu tri cia nhém nghién ctu 1a 54,1%. Trong d6 3,1%
dap g hoan toan, 53,1% dap Gmg mot phan, 28,1% bénh 6n dinh va 15,6% bénh tién trién.
Ti 1¢ kiém soat bénh dat 84,3%.

Trong 89 bénh nhan & nghién ciu cua tac gia Tran Nguyén Ha va cong su, c6 1
truong hop dat dap tmg hoan toan, 30 trudng hop dat dap ang mot phan, 53 trudng hop
bénh 6n dinh va 5 truong hop bénh tién trién voi cac ti 16 12 1,1%, 33,7%, 59,6% va 5,6%,
tuong tng [2]. C4c tac gia ngoai nude ciing cho cac két qua tuong tu [7], [8].

Nghién ciru cua tac gia Vi Tran Doanh va Yamazaki cling cho két qua tuong tw [1], [11].

Trong nghién ctru nay thoi gian song thém bénh khong tién trién trung binh 13 11,9
thang. Ti 1¢ song thém bénh khong tién trién sau 1 nam 1a 51,4%.

Nghién cau ciia Lé Vin Quang va cong sy cho thiy dén thoi diém két thic nghién
ciru, thoi gian séng thém bénh khang tién trién trung binh 1a 6,9 + 4,8 thang [6]. Thoi gian
hay trong nghién ctru cia Db Huyén Nga 1a 11 thang [4].

Két qua diéu tri da cai thién thoi gian song thém khdng tién trién bénh so voi cac
nghién ctu trude day chi sir dung cac phac d6 hda chat don thuan. Tuy nhién, céc két qua
dat dugc van thip hon so vai cac nghién ctiu trén thé gidi. Piéu nay cd thé do 56 lugng bénh
nhan nghién ciu con han ché, hon nita, c6 thé do phan 16n cac déi twong nghién ciru da diéu
tri hoa chat trudc do.

Trong nghién ctru cia chung t6i, da phﬁn cac tac dung phu do hoa tri déu ¢ do 1 va
2, ¢6 it trudng hop & do 3 va 4. Hau hét déu & muc nhe, c6 thé khéng ché dugc bang diéu
tri ndi khoa thong thudng va khong anh huong dén két qua diéu tri. Nghién ctu cia céc tac
gia Lé Van Quang, Lé Vian Quang cling cho cac ket qua tuong tu [5], [6].

Tang huyet &p 1a tac dung khong mong muédn hay duoc nhic téi ciia Bevacizumab,
trong bao cao nay chling t6i ghi nhan c6 6,2% cac bénh nhan xuat hién cao huyét ap, nhitng
truong hop nay déu o do 1, 2 c6 thé kiém soat tét bang thudc ha ap, khéng ¢ bénh nhan
nao cao huyét ap do 3, 4. Khdng ghi nhan cac tac dung phu khac.

Nghién ciru cua tac gia Tran Nguyén Ha va cong su cho thy co 16 trudng hop xay
ra doc tinh lién quan dén Bevacizumab, vai ti 1& 12 18%. Con lai 73 trudng hop khéng co
doc tinh, véi khoang 82%. Trong s cac ca co doc tinh, doc tinh dam niéu chiém 13,4%,
tang huyét ap chiém 3,4% va xuat huyét chiém 1,1%, tat ca déu 1a 4o 1 [2].

V. KET LUAN
Str dung Bevacizumab phéi hop véi hda chat diéu tri bénh nhan UTDTT di cin,

ching t6i thay ti 1& dap tng cao, gilp kéo dai thoi gian séng con, kha nang dung nap thudc
tot, cac doc tinh déu & muc d6 chap nhan duoc.
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