TAP CHI NGHIEN ClPU Y HOC

DANH GIA TiNH AN TOAN
VA MOT SO TAC DUNG KHONG MONG MUON
CUA PHAC DO MFOLFOXIRI + BEVACIZUMAB
DPIEU TRI UNG THU DAl TRANG GIAI POAN DI CAN
TAI BENH VIEN DAI HOC Y HA NOI

Mai Thi Kim Ngan'2, Nguyén Van Hung"?, Trinh Lé Huy"?
Nguyén Dinh Dat?, Nguyén Thi Doanh? va Tran Ly Linh2*

'Bénh vién Pai hoc Y Ha Noi
2Triong Dai hoc Y Ha Noi

Ung thuw dai trang la mét trong nhitng bénh ung thuw phé bién & Viét Nam. Piéu tri nén tdng cho bénh nhén
ung thuw dai trang di cdn Ia hoa chét két hop thube diéu tri dich. Nghién ctru mé ta cat ngang cé theo déi doc
trén 44 bénh nhén ung thw dai trang di can duoc diéu trj budc mét bang phac dé mFOLFOXIRI + Bevacizumab
tai Bénh vién Pai hoc Y Ha Noi tir thédng 12/2023 dén hét thang 10/2024 nhdm danh gié tinh an toan cta phéac
dé. Két qua nghién ciru cho thay: trong 44 bénh nhén nhan téng sé 254 chu ki diéu tri hoa chét, tac dung khéng
mong mudn thudong gép nhét la chén &n, phan I6m & d6 1,2 chiém 48,8%; tac dung phu dé 3,4 hay gadp nhét la ha
bach céu trung tinh chiém 3,9%; khéng cé bénh nhan nao tir vong do tac dung khéng mong mudn cta phac dé
mFOLFOXIRI + Bevacizumab trong diéu tri bénh nhan ung thw dai trang di can tai Bénh vién Dai hoc Y Ha Noi.

T khéa: Ung thw dai trang di can, bevacizumab, mFOLFOXIRI, tac dung khéng mong muén.

. DAT VAN BE

Ung thw dai trang la mét trong nhirng bénh
ung thw phé bién véi ty 1&8 mac & Viét Nam va
trén thé gi¢i ngay cang téng. Theo sé liéu théng
ké cia GLOBOCAN 2022, tai Viét Nam, ung
thw dai tric trang dwng vi tri th 5 trong cac
bénh ung thw véi ty 18 mac va ding hang thi 6
véi ty |& t&r vong.! Cac thube 5-FU, Oxaliplatin,
Irinotecan, Leucovorin, cac thubc diéu tri dich
dang ngay cang phdé bién va dwoc chi dinh
diéu tri ung thw dai trang di can trong nhirng
ndm gan day. Phac dd 3 thuéc két hop voi
thudc dich dwoc chirng minh cé hiéu qua cao
hon vé dap ng diéu tri va kéo dai thdi gian
bénh khong tién trién va thoi gian sbng thém
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toan bo so véi phac dd 2 thubc hoa chat trong
nhiéu nghién cku.2® Ty |& gdp cac doc tinh
dd 3,4 cling cao hon & nhém dung phac dé 3
thuéc FOLFOXIRI."* Céac bién chirng nhw (ha
bach cau, tiéu chay) nhiéu hon do thém vao
hoa chét Irinotecan.® Nghién clru pha 2 danh
gia tac dung ctia FOLFOXIRI va Bevacizumab
cla Katsunori va céng sw cho thdy doc tinh
do 3, 4 xuét hién & 10% bénh nhan: Ha bach
cau (65,2%), sbt ha bach cau (26,1%), ha bach
cau trung tinh (23,9%), budn nén (10,9%), nén
(10,9%) va tiéu chay (10,9%).6 Chinh vi vay,
trong thyc hanh Iam sang hién nay, cac bac si
ung thw con e ngai st dung phac dé 3 thubc dac
biét khi phdi hop véi thudc diéu tri dich. Phac
dd 3 thubc bién dbi liéu mFOLFOXIRI, ap dung
& mot sd nwéc chau A, dwoc ghi nhan c6 hiéu
qua diéu tri twong tw liéu chudn va ti & cac tac
dung phu khéng mong muén thap hon nhiéu.”®
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Tai Bénh vién Pai hoc Y Ha Néi chwa cé nghién
clru ndo vé tinh an toan cua phac dd nay, vi
vay chung téi tién hanh nghién ctru véi muc
tiéu: Danh gia cac tac dung khéng mong muén
ctia phac & mFOLFOXIRI + Bevacizumab trén
nhém bénh nhén ung thw dai trang di can.

Il. DOl TWVONG VA PHPONG PHAP

1. Péi twong

DPéi twong nghién ctru: 44 bénh nhan ung
thw dai trang di can duoc diéu tri bwédc mot
phac d& mFOLFOXIRI + Bevacizumab tai Bénh
vién Dai hoc Y Ha Néi tir thang 12/2023 dén hét
thang 10/2024.

Tiéu chuén Iwa chon

- Chén doan xac dinh la ung thw dai trang
giai doan IV cé béng chirng mé bénh hoc Ia ung
biéu mé tuyén cla dai trang.

- ECOG 0-2.

- Puoc diéu tri bwéc 1 bang phac do
mFOLFOXIRI + Bevacizumab.

- Pwoc danh gia day da bang cac xét
nghiém truwéc diéu tri: céng thirc mau, sinh hoa
mau co ban.

- Khong cé tién st diéu tri hoa chét.

- Bénh nhan c6 du hd so lwu triv.

Tiéu chuén loai troe

- Mac ung thw thi hai.

- M3c cac bénh man tinh hodc cép tinh
tram trong c6 kha nang gay tl vong trong thoi
gian ngan.

2. Phwong phap

Thiét ké nghién ciru

Nghién ctru mé ta cat ngang cé theo déi doc.

Thoi gian, dia diém nghién ctu

T thang 12/2023 dén thang 10/2024 tai
Bénh vién Pai hoc Y Ha Noi.

Quy trinh tién hanh nghién ctu

Bwéc 1: Lap bénh an nghién cru va lya
chon bénh nhan theo tiéu chuan nghién ctu.

Buwdc 2: Bénh nhan dwoc diéu tri theo
phac dd trong nghién ctru 1a mFOLFOXIRI +
Bevacizumab.

+ Irinotecan 150 mg/m? , truyén tinh mach
ngay 1.

+ Oxaliplatin 85 mg/m?, truyén tinh mach
ngay 1.

+ Leucovorin 300 mg/m2, truyén tinh mach
ngay 1.

+ Fluorouracil 2400 mg/m2, truyén tinh mach
ngay 1, 2.

+ Bevacizumab 5 mg/kg, truyén tinh mach
ngay 1.

+ Chu ki 14 ngay, thoi gian truyén 1 chu ki
kéo dai 3 ngay.

Bwadc 3: Ghi nhan tac dung phu trwéc moi
dot diéu tri hoa chat tiép theo dwa trén céac triéu
chirng 1am sang va xét nghiém bang bé cau hdi
da soan san.

Buwdc 4: Banh gia cac tac dung phu theo tiéu
chuén CTCAE 5.0: tac dung phu trén 1am sang,
huyét hoc, chirc ndng gan, than.

Budc 5: Xt ly s6 liéu.

Néi dung nghién ciru

- Ghi nhan tac dung phu trwdc méi dot diéu
tri hoa chét tiép theo dwa trén céc triéu chirng
lam sang va xét nghiém bang bd cau héi da
soan san.

- Panh gia tac dung phu ctia phac dd trén
huyét hoc: Ha bach cau téng, bach cau trung
tinh, huyét sic té, tiéu cau.

- Banh gia tac dung phu cla phac do trén
chirc nang gan, than: Xét nghiém dinh lwgng
SGOT, SGPT, Creatinin.

- Mét sb tac dung phu trén 1am sang: viém
miéng, chan an, budn nén, nén, tiéu chay, doc
tinh than kinh ngoai vi, rung téc, hdi chirng ban
tay ban chan.

- M{rc d0 anh hwéng cla cac tac dung phu
t&i liéu trinh didu tri.
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Bang 3. Tac dung phu trén huyét hoc qua 254 chu ky diéu tri

’ Tac dung phu Téng s6
Cac chi so6 0
Do 1 (%) Do 2 (%) Do 3 (%) Do 4 (%) (%)
Ha bach cau 12,6 5,5 0,8 0 18,9
Ha BCTT 12,6 8,7 3,1 0,8 25,2
Ha tiéu cau 2,4 0 0 2,4
Ha HST 33,1 47 0 0 37,8

Trong 254 chu ky, ddc tinh ha huyét sac t6
gap nhiéu nhéat 37,8% trong do cha yéu & mic
dd nhe (d6 1, 2). Boc tinh ha bach cau trung
tinh gap nhiéu thir hai v&i ty 1& 25,2%, chi c6

3,9% & mirc do 3 va 4. Cé 18,9% sb chu ki diéu
tri xuat hién ha bach cau tdng. Dac tinh ha tiéu
cau rét it chi 2,4%. Khong cé biéu hién ha tiéu
cau mirc dé nang.

Bang 4. Tac dung phu chung trén chirc ning gan - than qua 254 chu ky diéu tri

Tac dung phu

Cac chisé - -
Do 1(%) bo 2 (%) Do 3 (%) Do 4 (%) Tong s6 (%)
SGOT 1,6 0 0 11
SGPT 1,6 0 0 10,2
Creatinin 0 0 0,8

Dac tinh trén gan gép véi ty 1& thap: 11% sb
chu ky c6 tang SGOT. Tang men gan SGOT,
SGPT d6 1 twong rng la 9,4% va 8,7%, dé 3 va

4 khéng gap trwdng hgp nao. Bdc tinh trén than
hau nhw khéng gdp, chi chiém 2 chu ky trong
tbng sb 254 chu ky.

Bang 5. Tac dung phu trén 1am sang qua 254 chu ky diéu tri

Tac dung phu

Cac chi sé - -
Po 1 (%) Do 2 (%) Do 3 (%) P64 (%) Tong so (%)

Viém miéng 17,3 0,8 0 0 18,1
Chan an 46,5 24 0 0 48,8

Buén nén 36,2 9,4 0 0 45,7
Nén 13,4 18,1 3,1 0 34,6

Tiéu chay 55 1,6 0,8 0 7,9

Déc TKNV 8,4 0,8 0 0 10,2
Rung téc 71 0,8 0 0 7,9

HC ban tay ban chan 3,1 0 0 0 3,1
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Chan &n va bubn nén la hai biéu hién lam
sang thuwong gdp nhéat (48,8% va 45,7%), toan
bé & mirc d6 nhe. N6n gap & 34,6% chu ky, v&i
3,1% chu ky diéu tri xu4t hién nén anh huéng
dén &n ubng. Viém miéng gap & 18,1% truwdng
hop, v&i hau hét 13 triéu chirng nhe khdng can
can thiép (d6 1). Boc tinh than kinh ngoai vi gap
& 10,2% sbé chu ky, hdu hét & mirc do di cdm
nhe khéng anh hwéng dén cam giac. C6 7,9%
s6 chu ky xuat hién tiéu chay, chi 2 chu ky xuét

hién tiéu chay d6 3. Rung toc va hoéi chirng ban
tay ban chan gap & rat it chu ky (7,9% va 3,1%),
t4t ca & mirc do nhe.

IV. BAN LUAN

Khéac biét chinh ctia phac d& mFOLFOXIRI
so v&i FOLFOXIRI tiéu chuadn la gidm liéu
Irinotecan tr 165mg/m2 xudng 150mg/m2 va
bd liéu bolus ctia Fluorouracil.

Bang 6. So sanh tan suat gip cac tac dung phu & cac nghién ctru khac nhau

L L. Kobayashi Nghién ciru
Chi so Huy va cong su®* JACCRO CC-11" R . | .
va cdng su”’ cua chung toi
L ax arA. . e mFOLFOXIRI + mFOLFOX- mFOLFOXIRI +
Phac do dieu tri FOLFOXIRI ) X .
Bevacizumab IRI+thuoc dich Bevacizumab
Ha BCTT 48,9 84,1 / 25,2
Ha BC (dd 3, 4) 29,4 28,6 58,3 0,8
Ha HST 8,3 50,8 17 37,8
Buén nén/nén 18,3 76,2 17 457
Daoc tinh TKNV 5 90,5 50 10,2

Trong nghién clru cla ching toi, tac dung
khéng mong muén thudng gap nhét trén huyét
hoc 14 ha huyét sac t6, dirng thi hai 1a ha bach
cau hat. Twong ddng véi nghién ctru clia cac tac
gia khac nhw: nghién clru clia Trinh Lé Huy va
cong s trén 39 bénh nhan diéu tri véi phac do
FOLFOXIRI liéu chudn cé ty 1& ha bach cau hat
gép nhiéu nhat v&i ty 16 48,9%, 29,4% xuat hién
dd 3 va 4.8 Nghién ctru JACCRO CC-11 trén 63
bénh nhan diéu tri véi phac dd mFOLFOXIRI +
Bevacizumab cho thay ty 1& gap ha bach cau
hat gap & 84,1%, d6 3 va 4 gap & 54% bénh
nhan." Nghién clru clia Kobayashi va cong
sy trén 12 bénh nhan diéu tri bang phac dd
mFOLFOXIRI+thuéc dich c6 58% bénh nhan
xuét hién doc tinh ha bach cau d6 3.7 Ty 1é ha
bach cau hat d 3,4 thap hon nhiéu so vé&i bao
cdo vé phac dd FOLFOXIRI tiéu chuan cé thé

do sy khéac biét vé liéu Irinotecan.

Tac dung khéng mong muédn ngoai hé huyét
hoc hay gap nhét |a tang men gan chiém 11%,
cht yéu dd 1 (10,2%). Nghién ctvu cla Trinh Lé
Huy cho thay tang men gan gap véi ty & cao
hon & 52,5%, chii yéu & d6 1.

Tac dung khéng mong muén trén 1am sang
thwéng gdp nhat [a budn nén va non, twong dong
v@i cac nghién ctru khac. Co sy khac biét vé doc
tinh than kinh ngoai vi & nghién ctru trén cac bénh
nhan tai Viét Nam va cac nghién ctru quéc té.

V. KET LUAN

Tw nhitng két qua trén cho thdy phac dd
mFOLFOXIRI + Bevacizumab c6 ty Ié ddc tinh
thap, doc tinh do 3, 4 hay g&p nhét 1a ha bach
cau hat. Day la mét phac dé an toan trong diéu
tri b&énh nhan ung thw dai trang giai doan V.
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LOI CAM ON
Chung téi xin gt I cdm on chan thanh dén
Bénh vién Dai hoc Y Ha Noi, cac bénh nhan va
doi ngll y bac si da hé tro nghién cteu. Nghién
cru khdéng nhén tai trg bén ngoai va khéng co
xung dét loi ich.
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Summary

EVALUATION OF THE SAFETY AND ADVERSE
EFFECTS OF THE mFOLFOXIRI + BEVACIZUMAB REGIMEN
IN THE TREATMENT OF METASTATIC COLON CANCER
AT HANOI MEDICAL UNIVERSITY HOSPITAL

Colorectal cancer is one of the most common cancers in Vietnam. The cornerstone treatment
for metastatic colon cancer patients is chemotherapy combined with targeted therapy. This study
is a descriptive cross-sectional study with longitudinal follow-up conducted on 44 metastatic colon
cancer patients receiving first-line treatment with the mFOLFOXIRI + Bevacizumab regimen at Hanoi
Medical University Hospital from December 2023 to October 2024 to evaluate the safety of this
regimen. The results showed that among 44 patients receiving a total of 254 chemotherapy cycles,
the most common adverse event was anorexia, mostly at grades 1 and 2 (48.8%). The most frequent
grade 3 and 4 toxicity was neutropenia (3.9%). Notably, no patient mortality due to adverse effects
of the mFOLFOXIRI + Bevacizumab regimen in the treatment of metastatic colon cancer at Hanoi
Medical University Hospital.

Keywords: Metastatic colon cancer, Bevacizumab, mFOLFOXIRI, adverse effects.
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