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phac d6 FOLFOX4 trong diéu tri b tro' bénh nhéin ung

thw dai truc trang

Follow up shorterm and longterm side-effects of FOLFOX4 regimen as
adjuvant chemotherapy for colorectal cancer
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TOm tét

Bénh vién Trung wong Quan doi 108

Muc tiéu. Theo déi tdc dung phu cla phac @6 FOLFOX4 trong diéu tri bé tro ung thu dai truc trang.

Déi tuong va phuong phdp: Nghién ctu héi ciiu trén 85 bénh nhan ung thu dai truc trang diéu tri hoa
chat bé trg phac d6 FOLFOX4 tai Khoa A6, Bénh vién TWQD 108 ti thang 1/2009 dén thang 4/2012. Két
qua: Té bi ban tay ban chan va viém tinh mach ngoai vi la c&c tac dung phu thudng gap véi muic d6 va ty lé
tang dan trong thai gian diéu tri t8i 47,5% va 20%, nhung gidm dan sau ngiing diéu tri xuéng con 14,4% va
6,2%. Giam huyét sac t6 do 1, 2 va 3 gap lan luot 1a 17,8%, 10,7% va 2,4%. Gidm bach cau phé bién muc
d6 1 (14,3%) va d6 1l (8,3%). Hau hét bénh nhan hét tdc dung phu sau 2 ndm. Két luan: Tac dung phu cla
FOLFOX4 1a c6 thé chap nhan duoc. Doc tinh trén than kinh ngoai vi 1a tdc dung phu gay gisi han liéu
cla phac dé nay.
Tur khéa: Phac d6 FOLFOX4, ung thu dai truc trang, diéu tri héa chat bé tro.

Summary

Objective: Follow-up side-effects of FOLFOX4 regimen in adjuvant chemotherapy for colorectal
cancer (CRC). Subject and method: Investigating 85 resected CRC patients treated with FOFOX4 regimen
as adjuvant chemotherapy in A6 Department of 108 Military Central Hospital from 1/2009. Result: The
common side-effects was recoverable and accumulative hand-foot syndrome and peripheral phlebitis
with 47.5% and 20% after 12 cycles, and decrease after chemotherapy finished 6 months at 14.4% and 6.2%.
Almost patient recovered from toxicity after two years of chemotherapy. Conclusion: The toxicities of

FOLFOX4 regimen is acceptable. Peripheral sensory neuropathy is dose-limited toxicity.
Keywords: FOLFOX4 regimen, colorectal cancer, adjuvant chemotherapy.

1. D4t van dé

Ung thu dai truc trang (UTDTT) la bénh ung thu
phd bién trén thé gidi va dang c6 xu huéng gia tang
& cac nudc dang phat trién nhu Viét Nam. Véi nhiing
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tién bd trong phau thuét, xa tri, héa tri va gan day la
diéu tri nham trang dich, mién dich trong diéu tri da
cai thién dang k& thdi giai séng cho bénh nhan. Dic
biét héa tri bé trg sau phau thuat da cai thién dang
k& thai gian s6ng thém khéng bénh va thai gian
s6ng thém toan bo cla bénh nhan (BN). Trong
nhing nam 2005 - 2015, phac d6 FOLFOX 4
(Oxaliplatin, 5FU, Leucovorin) dugc ching minh qua
cac thir nghiém 1am sang |a phéac b6 trg chuan, hon
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hén céc phac doé trudc day st dung nhu FUFA (5FU,
Leucovorin) vé thgi gian séng thém... Tuy nhién,
cling nhu cac phac dé héa chat khac, tac dung phu
la khéng thé tranh khoi. Bénh vién TWQD 108 da ap
dung phac d6 FOLFOX4 tir nam 2008. Chiing toéi tién
hanh nghién ctu dé tai nay véi muc tiéu: Bdnh gid
tdc dung phu gdn va dnh huéng lau dai cGa phdc dé
FOLFOX4 trén BN UTDTT.

2. D3i tugng va phuong phap

2.1. Déituong

G6m 85 BN UTDTT da phau thuat triét can, dugc
diéu tri hoa chat bé trg tai Khoa A6, Bénh vién
TWQD 108 tir 2010 dén nadm 2012.

Tiéu chudn lua chon: UTDTT, dudi 70 tudi, chic
nang tao mau, gan, than trong gidi han cho phép héa
tri..., giai doan lll, IV va giai doan Il c6 yéu t6 nguy co
cao da phau thuat. Cac yéu té nguy ¢ cao & giai doan
Il bao gém: Thé mo bénh la ung thu biéu mo kém hoic
khoéng biét héa, c6 xam 1an mach/lympho, tac ruét,
phau thuat vét dugc it hon 12 hach, xam lan than kinh,
thaing rudt, dién cat gan hoac dién cat duong tinh. C6
chi sé toan trang: ECOG < 2.

Tiéu chudn loai trir: BN trén c6 bénh than kinh
ngoai vi trudc hodc & thai diém lua chon; d3 diéu tri
héa chat nhém Platinum trudc dé.

3.Két qua

3.1. Ddc diém bénh nhén

2.2. Phuong phdp

Hbi cliu, ¢& mau tinh theo cong thiic uéce tinh ¢&
mau cho mot ty l&.

Cac budc tién hanh nghién cdu:

Péanh gia giai doan bénh theo TNM sau phau
thuat theo AJCC-7.

Diéu tri héa chat b6 trg phac dé FOLFOX4 véi
liéu va cach truyén nhu sau: Oxaliplatin 85mg/m?
pha trong 250ml glucose 5% truyén ngay 1 déng
thoi véi calcifolinat 200mg/m? trong vong 2 gid sau
dé dén 5FU 400mg/m? truyén tinh mach nhanh,
cudi cung la 5FU 600mg/m? pha trong 1000ml
natriclorid 0,9% truyén cham trong vong 22 gi&. 5FU
va calcifolinat dugc truyén ngay 1va 2.

Theo ddi cac tac dung phu ctia héa chat bao
gém ndn, budn non, ia chay, viém tinh mach, rung
toc, bénh than kinh ngoai vi nhu té bi chan tay...
Poc tinh trén hé tao mau qua cac chi sé huyét sac to,
bach cau, ti€u cau va trén gan than nhu GOT, GPT,
bilirubin, ure, creatinin. Cac tac dung phu dugc ghi
nhan qua kham l[am sang va lam xét nghiém sau
ting chu ky hoa chat va sau moéi 3 thang trong 2
nam dau sau khi két thic héa chat, theo theo phan
dé ctia TS chic Y té Thé gisi (WHO).

SU dung phan mém SPSS 16.0 dé st ly s6 liéu.

Bang 1. Dac di€m Iam sang cac bénh nhan nghién ciru

Pac diém S6 lueng (n) Ty lé %
<40 9 10,6
Tuéi 40-60 58 68,2
>60 18 212
L Nam 57 67
Gla N 28 32
o Dai trang 55 64,7
vittu Truc trang 30 35,3
Y 3 35
Giai doan bénh 0l 45 529
Il 37 43,6
L Ung thu biéu mo tuyén 72 84,7
Mo benh hoc Loai khac 13 153
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Do tudi tlr 40 dén 60 tudi chiém 68,2% va ty |& nam cao hon nl (67% so véi 33%). 64,7% BN ung thu dai
trang va 35,3% ung thu truc trang. Ung thu biéu mé tuyén la loai mé hoc chiém da s6 84,7%. Ung thu giai
doan Il nguy co cao chiém 43,6% va giai doan Ill 52,9%.

3.2. Tdc dung phu ctia phdc d6 FOLFOX4

3.2.1. TAc dung phu trén hé tiéu hoa, viém tinh mach va rung toc
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Bi€u dd 1. Tac dung phu trén hé tiéu héa, viém tinh mach va rung téc clia phac d6 FOLFOX4
Cac tac dung phu hay gap la nén, budn nén, ia chay, viém tinh mach, rung toc, té bi chan tay.
3.2.2. Tac dung phu trén hé thdn kinh ngogi vi

Muc @6 tac dung phu trén than kinh cdm giac ngoai vi dugc bidu hién & biéu dé sau trén than kinh cadm
gidc ngoai vi trong va sau diéu tri
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Bi€u d6 2. Ty l& va muc dé déc tinh trén than kinh ngoai vi clia phac d6 FOLFOX4

Ty lé va mic do tén thuong than kinh ngoai vi ting dan trong qua trinh diéu tri va gidm dan sau khi két
thuc diéu tri.
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3.2.3. Tdc dung phu trén hé tao mdu va gan thdn

Bang 2. Tac dung phu trén hé tao mau cta phac d6 FOLFOX4

. Trugc BT Chuky 6 Chuky 12 Sau 2 nam

Céac chiso -
n/85 % % n/85 n/84 % n/74 %
Muic d6 121 0 0 6 71 15 17,8 0 0
giam po i 0 0 4 47 9 10,7 0 0
HST Po Il 0 0 0 0 2 24 0 0
Do | 0 0 7 8,2 12 14,3 0 0
Mucdo | pg 0 0 3 35 7 83 0 0
giam " 0

BC ps il 0 0 3 35 1 1,2 0

po IV 0 0 0 0 1 1.2 0 0

Bang 2 thay déc tinh clia phac d6 FOLFOX4 trén
hé tao mau véi muc do6 va ty 1é tang dan theo s6 chu
ky hoa chat va dugc hdi phuc hoan toan sau 2 nam.

Cac doc tinh trén gan than: Gay tang men gan
va suy than it gap va déu hoi phuc. Sau 6 chu ky ¢6
4,7% va 2,3% BN tang men gan dé 1 va 2. Sau 12 chu
ky chi con lan luot 1a 2,5% va 0%. Tang creatinin mau
chi 8 mic d6 1 gap & 2,5% sau két thuc héda chat.

4, Ban luan

4.1. Déc diém bénh nhén nghién ciu

Pic diém bénh nhan trong nhém nghién cdu
phU hop véi déc diém bénh ly ung thu dai truc trang
chung. Phén 16n bénh nhan & dé tudi tir 40 dén 60
(chiém 68,2%). Tuy nhién, ty & nam/n( & nghién cdu
cao (57/28) c6 thé do sé lugng bénh nhén con chua
nhiéu. Cac bénh nhan chu yéu & giai doan Il (52,9%)
va md bénh hoc 14 ung thu biéu mé tuyén chiém da
sO (84,7%). Theo Globocan, nim 2018 c6 576000
nam va 521000 bénh nhan ni dugc chdn doéan ung
thu dai truc trang maéi mac.

4.2. Tdc dung phu trén hé tiéu héa, viém tinh
mach, rung téc

Theo ddi trong va sau ngiing diéu tri hoa chat 6
thang ching téi thay budn nén, noén, ia chay, viém
tinh mach ngoai vi, rung téc la cac triéu ching hay
gap khi s&r dung phac d6 FOLFOX4.

Budn ndén va nén la tac dung phu hay gap.
Trong qua trinh diéu tri ¢6 38,7% bénh nhan ¢4 cam
giac buén nén nhung chi ¢6 16,9% sé BN nén thuc
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su. Mic do va ty |é biéu hién tac dung phu cling
tang dan theo cac chu ky héa chat. Cac triéu chiing
nhu nén, buén nén déu hét khi ngling hoéa. Két qua
nay tuong tu nhu trong nghién ctu ctia Nguyén Thu
Huong va cong su (budn nén: 30% - 38%, ndn: 8,8%
- 19,2% qua cac chu ky) [2].

fa chay: La tac dung phu it gdp ti 7,5 dén 15,3%.
Chu yéu la & d6 1. Ty 1é nay tuong duong véi két qua
nghién ctu ctia Nguyén Thu Huong va cong su
(7,7% dén 17,6%); rung toc cling la tac dung phu it
gap (2,3% - 11,2%). Rung toc cht yéu la do 1 va hoi
phuc ngay sau 3 thang két thic diéu tri [2].

Viém tinh mach 1a tdc dung phu do truyén 5FU
vao cac tinh mach nhé ngoai vi. Tinh mach ngoai vi
clia bénh nhan c6 thé bi tim, den lai, ndng hon ¢6
thé cing lai, hep Idng tinh mach hay loét [2]. Trong
nghién clu clia ching téi gap trung binh 10,2% BN
chiu tac dung phu nay. D& khic phuc tinh trang nay
hién nay & cac nudc phat trién va mét s6 co s6 &
trong nudc da sir dung dudng truyén trung tam qua
catheter dét c6 dinh & nguc trudc.

4.3. Déc tinh trén hé than kinh ngoai vi

Té bi chan tay 1a tdc dung phu phé bién nhat
clla oxaliplatine, mot loai héa chat trong phac dé
FOLFOX4. Pay la doc tinh gigi han liéu cla thudc
nay. Theo cac nghién clu trudc day thi doc tinh nay
c6 tinh tich 0y va cé thé& héi phuc. Trong nghién ciu
cla chuing t6i tac dung phu nay bt dau gap tu chu
ky 2 véi ty & 2,3%, va tang |én theo cac chu ky,
14,4% & chu ky 6, 34,5% & chu ky 12. Sau két thuc
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diéu tri 6, 12 thang s6 bénh nhan chiu tac dung phu
nay giam dan con 14,4% va 3,9%. C6 2 bénh nhan bi
biéu hién than kinh ngoai vi d6 3 & chu ky 6 nén
phai ding diéu tri. C6 3 bénh nhan chiu tac dung
phu trén hé than kinh ngoai vi kéo dai dén 2 nam.
K&t qua nghién ctu clia ching téi ciing phu hop vai
cac nghién clu trong nhung thap hon cac nghién
ciu ngoai nuéc. Nghién ctiu MOSAIC cho thay trong
qué trinh diéu tri c6 téi 92% bénh nhan co triéu
chiing than kinh ngoai vi trong d6 ¢6 12,5% BN chiu
tac dung phu doé 3. Va sau 2 ndm van con téi 20,7%
BN con biéu hién té bi chan tay [5]. Nghién ctu cla
Nguyén Thu Huong va céng su cho két qua 34,6%
bénh nhan chiu tac dung phu nay [2]

4.4. Tdc dung phu trén trén hé tao mdu va chirc
nang gan than

Sau 6 chu ky cé 7,05% BN bi thi€u mau do 1 va
4,7% BN bi thiéu mau d6 2; 6 8,2%, 3,5% va 3,5% BN
bi ha bach ciu & cac mic d6 1, 2 va 3. Sau 12 chu ky
€6 18,7%, 11,2% va 2,5% BN bi thiéu mau do 1, 2 va
3; ¢O 15%, 8,7%, 1,2% va 1,2% BN bi ha bach cau &
cac muc doé 1, 2, 3 va 4. Ty 1& bénh nhan chiu tac
dung phu trén hé tao mau & nghién cdu clia ching
t6i cao hon so véi nghién ctu clia Nguyén Thu
Huong va cdng su (huyét séc to chi giam & do 1 va
do 2 voi ty 1é 3,8%; giam bach cau do 1va21a 19,2%
va 5,9%. Khéng ¢6 tac dung phu do 3, 4 trén hé tao
mau). Cé su khac biét nay la do trong nghién ciu
cla chung téi phan I6n cac BN dung 100% liéu héa
chat trong khi trong nghién ctiiu ctia Nguyén Thu
Huaong va cdng su ¢é t6i 35,1% s6 BN giam liéu dung
< 85% liéu hoa chat [2]. Tac dung phu gy tang men
gan va suy than it gap hon va déu & muc dé nhe.
Sau 2 nam thi 100% cac BN theo déi dugc da hoéi
phuc hoan toan vé huyét hoc.

5. Két luan

Qua theo déi tac dung khéng mong muén clia
85 BN UTDTT diéu tri héa chat b6 tro sau phau thuat
phac d6 FOLFOX4 chung téi c6 mét s6 két luan sau:

Tac dung phu thudng gap nhat cta phac doé
FOLFOX4 la té bi ban tay ban chan, muc d6 tang dan
t6i 34,5% sau 12 chu ky, sau d6 giam dan con 14,4%
va 3,9% sau nglng diéu tri 6, 12 thang.

Budn nén, ndn, ia chay gap trong qua trinh diéu
tri héa chat lan luot la 38,7%, 16,9% va 11,1%.

Muc dé giam huyét sic té tang dan trong 12
chu ky héa chat: Sau 6 chu ky 7,5% BN gidam d6 1 va
4,7% giam do6 2; sau 12 chu ky c6 18,7%, 11,2% va
2,5% BN giam HST d6 1,2 va 3.

Giam bach cau xuat hién sau 3 chu ky, muic d6 va
ty 1& giam bach cau tang trong qué trinh héa tri d6 |
tUr 8,2% tGi 15%, do Il tir 3,5% dén 8,7% tur chu ky 6 téi
chu ky 12. Gidm bach cau dé Il va IV hiém gap (1,2%).

Men gan va creatinin tang muc dé nhe véi ty 1é
thap 13 4,7% va 2,5%.
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