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Nghién ciru mét s6 doc tinh ciia phac @6 FOLFOX 4 trén
bénh nhan ung thw biéu mo6 tuyén dai trwc trang giai
doan di can xa

Evaluation of the toxicity of FOLFOX 4 regimen in colorectal

adenocarcinoma patients with distant metastasis

Tran Thi Nhw Quynh*, Bli Tién S§**

Tom tat

Muc tiéu: Nghién ctru mot sb doc tinh clia phac d& FOLFOX 4 trén bénh nhan ung thw biéu
mo tuyén dai trwc trang giai doan di can xa tai Bénh vién Bach Mai. Béi tuong va phuong phap:
Nghién ciru hdi ctru 52 bénh nhan ung thw biéu mé tuyén dai truc trang giai doan di can xa dwoc
diéu tri hoa chat phac dd FOLFOX 4 tai Bénh vién Bach Mai tir thang 01/2012 dén thang 06/2014.
DPanh gia doc tinh cla héa chét theo badng phan dd doc tinh cla World Health Organization
(WHO). Két qué va két luan: Boc tinh trén hé tao huyét thworng nhe va cé kha nang hdi phuc
nhanh, gdm: Gidm bach cu (25,3%), gidm huyét séc t6 (36,5%); gidm tiéu clu (17,5%) va chi
gép gidm do 1, 2. Boc tinh ngoai hé tao huyét gém: Tang men gan muc d6 1, 2 (17,5%); doc
tinh than kinh cam giac (26,9%) gdp d6 1, 2, budn nén (23,1%) va ndn it gap. Khong cé trudng
hop nao phai dirng didu tri vi cac doc tinh clia thude.

Ttr khéa: Ung thw dai trye trang, déc tinh, FOLFOX 4.

Summary

Objective: To evaluate the toxicity of FOLFOX 4 regimen in colorectal adenocarcinoma
patients with distant metastasis at Bach Mai Hospital. Subject and method: A retrospective study
in 52 colorectal adenocarcinoma patients at the distant metastatic stage who were chemically
treated with FOLFOX 4 regimen at Bach Mai Hospital from January 2012 to June 2014. Result
and conclusion: Haematopoietic toxicity was usually mild and capable of rapid recovery, including:
Leukopenia (25.3%), reduction of hemoglobin (36.5%), thrombocytopenia (17.5%) and only at the
level 1 or 2. Other toxicity than the haematopoietic system included: Increasing liver enzymes at
levels 1 and 2 (17.5%), level 1 or 2 of the sensory neurotoxicity (26.9%), nausea (23.1%) and
vomiting rarely. There were no cases of stopping treatment because of the toxicity.
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1. Dat van dé

Ung thw dai tric trang (UTDTT) la bénh ly ac
tinh xay ra khi cac t& bao phat trién va phan chia
bat thwong, khong kiém soat. Theo Globocan
(2012), trén thé gi¢i méi nam c6 1.360.600 bénh
nhan (BN) méi méc va 693.000 BN chét do
UTDTT. & My, UTDTT ddng hang thir 4 vé ty 16
tr vong, dirng thir 2 vé ty 1&é mac bénh trong cac
bénh ung thw [7]. & Viét Nam, ty 1&é mac mai va te
vong do UTDTT drng vi tri thir 6 & ni, thr 4 &
nam [7]. C6 khoang 40% trwdng hop BN moi
dwoc phat hién da cé di can ngay tai thoi diém
ban dau va 25% trwong hop 1a UTDTT tai phat di
can sau diéu tri. Phwong phap diéu tri triét can
bang phau thuat va hoa chét chi ap dung duoc véi
mot ty 1& nhé BN UTDTT c¢6 cac khéi u di can don
doc (& phdi hodc gan). 80% BN & giai doan lan
tran co ton thwong di can khoéng con khd nang
phau thuat do cac nguyén nhan nhw: Tén thwong
lan tran ngoai gan, khéi u xam lan cac vj tri khong
phau thuat dwoc (toan bd cac mach mau gan), tén
thwong gan qua I6n va phan gan lanh con lai
khéng dd kha nang bu trlr chirc nang sau phau
thuat cat gan. V&i nhém bénh nhan nay, thdi gian
séng thém kéo dai thwong dwdi 2 ndm va hda tri
la phwong phap diéu tri chinh gilp nang cao chét
lwong cudc sbng cla ngwdi bénh, kéo dai thoi
gian sdng thém. Cac phac dd héa chét thwong
dwoc str dung cho BN UTDTT & giai doan di can
nhw: FUFA, FOLFOX, XELOX, CAPOX,
FOLFIRI... Tai Bénh vién Bach Mai, diéu tri ung
thw dai trang giai doan di can v&i phac do
FOLFOX 4 da duwoc tién hanh nhiéu nam nay
bwéc dau gitp cai thién két qua diéu tri cho nhém
bénh nhan nay. D& gép phan hoan thién phac dé
didu tri UTDTT di can, chang t6i tién hanh dé tai
véi muc tiéu: Nghién ctu mét sé déc tinh cla
phéc d6 FOLFOX 4 trén bénh nhan ung thw biéu
mé tuyén dai truc trang giai doan di cédn xa tai
Bénh vién Bach Mai.

2. béi twong va phwong phap
2.1. Béi twong

Péi twong gbm 52 bénh nhan ung thw biéu
mo tuyén dai triee trang giai doan di can xa duoc
diéu tri hda chat phac d6 FOLFOX 4 tai Bénh

viéen Bach Mai tlr thang 01/2012 dén thang
06/2014.

Tiéu chuén lwa chon: BN c6 chan doan md
bénh hoc la ung thw biéu mé tuyén (tai u nguyén
phat hoac tai vi tri di c&n). Chan doan UTDTT
giai doan mudn (tai phat hoac di can) khéng con
kha néng phau thuat véi mét hodc nhiéu thuwong
tdn dich xac dinh dwoc trén thadm kham lam sang
hodc v&i ky thuat chan doan hinh anh thuwong
quy (chup X-quang hoac CT scanner, MRI).
Chwa dwoc hda tri cho UTDTT giai doan mudn.
Uéc tinh thoi gian séng thém trén 3 thang. Xét
nghiém danh gia chirc nang gan than, huyét hoc
trwéc diéu tri & gidi han cho phép diéu tri.

Tiéu chuan loai trir: BN tai phat sau diéu tri
héa chét bd tro phac dd cé 5FU trong vong 6
thang. C6 di c&n ndo hodc mang ndo. C6 dau
hiéu vé bénh toan than nang ho&c khong kiém
soat dwoc hodc bénh nhan khéng déng y tham
gia nghién ctru.

2.2. Phwong phap

Nghién ctru md ta cat ngang.

Phwong tién nghién clu: M3u bénh an
nghién clru thu thap cac théng tin vé 1am sang va
can lam sang. Tiéu chuan danh gia dwa vao
bang phan dé déc tinh cia World Health
Organization (WHO).

Cac chi tieu nghién ctru:

Dac diém lam sang: Tudi, giéi, triéu chirng lam
sang.

DPac diém can l1am sang: Panh gia tai cac mbc
thdi gian 3 va 6 thang sau khi diéu tri bang héa
chéat theo phac d6 FOLFOX 4 gdm két qua xét
nghiém mau, hinh anh ndi soi dai trwc trang, hinh
anh chup cét 16p vi tinh (CLVT) 6 bung, tiéu khung
ho&c PET/CT toan than dé danh gia tai ché hodc di
can xa, chup CLVT lIéng nguc, két qua chup CLVT
SO ndo, cdt sbng that lung, két qué xa hinh xwong
bang may SPECT.

Panh gia doéc tinh cia hoéa chat dwa vao
thdm kham 1am sang, két qua xét nghiém truwdc
va sau cac dot diéu tri. LAy tac dung phu trén hé
huyét hoc, gan, than, than kinh ngoai bién, rung
téc, co khép, nén, budn non, di rng & mirc do
cao nhéat trong cac dot diéu tri. Tiéu chuan danh
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gia dwa vao bang phan do doc tinh cia World 3. Két qua

Health izati HO). .
ealth Organization (WHO) Qua nghién ctru, chang t6i thu dwgc mét so

2.3. Xt ly sé liéu két qua sau:
TAt ca sb lieu dwoc phan tich va x ly bang
phan mém SPSS 18.0.
Bang 1. Dac tinh trén hé huyét hoc

diéu tri Pot 1 Dot 2 Pot 3 Dot 4 Dot 5 Dot 6
Do doc tin n % n % n % n % n % n %
o |37 | 7123 | 63535 [673] 27 | 675 ] 25 | 625 | 28 | 70
1 |12 ] 23 [ 14 269 | 13| 25 | 9 | 225 | 11 | 275 | 10 | 25
Hb > | 3|58 |5 96| 4|77 4] 10]3]758]2]TEs
3 ol ool o o] oo o] 1]258]0]o
4 ol ool ool ool ool o lolo
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
0 |51 981 |48 | 92343 827 |34 | 8 |37 925/ 34] 85
Bach 1 1|19 |3 |58 | 6 [116| 5 |125| 3 | 75 | 6 | 15
frilr‘]g 2 o | 1|19 2381|250 o | o] o
tinh 3 ol ool o190 o o] o o] o
4 ol ool ool ool olo]l o lolo
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
0 |49 | 942 |50 | 962 | 45 | 865 | 33 | 825 | 35 | 875 | 34 | 85
1 | 3| 58| 2] 38| 6 |116| 5 |[125] 4 | 10 | 6 | 15
I;i“ 2 o] o o] o1l 2] 5 1]25]0]o0
3 ol ool oo oo oo o o] o
4 ol ool ool ool olo]l ool o
Téng 52 | 100 | 52 | 100 | 52 | 100 | 52 | 100 | 52 | 100 | 52 | 100

Nhan xét: Gidam huyét séc t6 sau cac dot diéu tri chi yéu gidm & mirc dd nhe (dd 1, 2) chiém ty &
28,8% - 35%, c6 2,5% gidm huyét sac t6 do 3, khong co trwdng hop nao gidm do 4. Gidm bach cau
trung tinh tlr 1,9% - 15%. Gidm tiéu ciu do 1, 2 tir 3,8% - 17,5%, khong gap trwdéng hop nao gidm do
3,4.

Bang 2. Boc tinh trén gan, than

otdidutri| Dot1l Dot 2 Dot 3 Dot 4 Dot 5 Dot 6

Do doc tinh n % n % n % n % n % n %
0 50 | 96,2 | 46 | 885 | 45 | 86,5 | 36 90 33 | 85| 3 | 875

GOT v/ 1 2 3,8 5 9,6 7 13,5 3 7,5 5 12,5 4 10
hoic GPT 2 0 0 1 19 0 0 1 2,5 2 5 1 2,5

3 0 0 0 0 0 0 0 0 0 0 0 0

4 0 0 0 0 0 0 0 0 0 0 0 0

T5ng 52 100 52 100 52 100 40 100 40 100 40 100
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0 49 1942 | 49 | 942 | 50 |96,2| 37 |925 | 38 95 39 | 975

1 3 58 3,8 2 3,8 5 2,5 1 2,5
Creatinin 2 0 0 1 19 0 0 1 2,5 2,5 0
3 0 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0 0 0 0 0

Téng 52 100 | 52 100 | 52 100 | 40 100 | 40 | 100 | 40 | 100

Nhan xét: Tang men gan va creatinin sau cac dot diéu tri chi yéu gap do 1, 2 véi ty 18 1an lwot 1a
3,8 - 15% (tang men gan) va 3,8% - 8,3% (tang creatinin). Khéng cé trwdng hop nao tang men gan

va creatinin dé 3, 4.

Bang 3. Dac tinh trén than kinh va mét sé doc tinh khac

ot diéu tri Pot 1 Pot 2 Pot 3 Pot 4 Dot 5 Dot 6
bo n % n % n % n % n % n %
‘ 0 | 39| 75 |37 [731 ]38 | 731 |30 | 75 | 20 | 725 | 31 | 77,5
Than kinh
camgac | L | 8 [154] o [173] 8 [154| 7 |175| 8 | 20 | 5 [125
2 | 5 | 96| 5 | 96| 6 |115| 3 | 75| 3 | 75| 4 | 10
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
41 | 789 | 40 [ 769 | 42 | 808 | 33 | 825 | 33 | 825 | 31 | 77,5
Budnnén | 1 | 8 | 154 | 11 | 212 | 7 | 135| 5 |125| 6 | 15 | 9 | 225
> [ 357 119 357 2] 5 | 125807 o
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
0 | 43 | 827 | 44 | 846 | 42 [ 807 | 32 | 80 | 33 | 825 | 32 | 80
NGn 1 | 6 |1126| 5 | 97| 6 [116]| 5 |125] 4 | 10 | 6 | 15
> | 3557 3|57 4|77 375|375 2] s
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
0 | 48 | 923 | 47 | 904 | 49 [ 942 | 36 | 90 | 35 | 875 | 38 | 95
la chay 1| 4 |77 3|57 39 | 4 | 10 10| 2| s
> ol o[ 2139 1190 o 1]258]0] o
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
) 0 | 47 | 904 | 43 | 827 | 48 | 923 | 33 [ 825 | 34 | 85 | 37 | 925
\r;'ieér;'g 1 | 4| 77| 8 |14| 3 57| 7 [175] 4 | 10] 2] 5
2 1 19 1 1o 1|9l o] o 2] 5 ]1]25
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
0 | 48 | 923 | 45 | 865 | 46 | 886 | 37 | 925 | 36 | 90 | 38 | 95
Rungtoc | 1 | 3 | 57 | 4 | 77| 4 | 77| 3 | 75| 3 | 75| 2 | 5
> 1 19 219357 0] o 1]258]0] o
Téng 52 | 100 | 52 | 100 | 52 | 100 | 40 | 100 | 40 | 100 | 40 | 100
o 0 | 49 |942 | 48 | 923 | 52 | 100 | 37 | 925 | 38 | 95 | 36 | 90
Zﬂz?n‘g?]g 1 | 3| 57 58 | 0 | o | 1 | 25| 2 | s 7.5
> ol o 1]l19] 0] o 2]51]o0 1 | 25
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Téng

| 52 | 200 | 52 | 100 | 52 | 1200 | 40 | 100 | 40 | 100 | 40 | 100 |

Nhan xét: Poc tinh trén than kinh cdm giac
thwong gap nhat, tang dan theo sé dot diéu tri
cao nhéat 1a 27,5 (& dot diéu tri thir 5) va chi yéu
gdp do 1, 2. Boc tinh trén hé tiéu héa chu yéu 1a
budn nén cao nhét 1a 23%. Cac doc tinh viém
miéng, ia chay, rung téc, phan &ng qua man gap
véi ty 1& thdp, chi yéu gép & do 1, 2.

4. Ban luan

Poc tinh 1a van dé& ludén phai dbi mét trong
diéu tri hoa chéat, d&c biét vdi nhivng bénh nhan
& giai doan muén vi luc nay BN c6 thé trang
kém, nhay cam hon v&i cac tac dung phu cua
hod tri. Vai trd cla hoa chat & UTDTT giai doan
di can xa thi diéu tri triéu chirfng va nang cao
chéat lwong sbng la chinh. Viéc kéo dai thdi gian
sébng thém khéng chi phu thudc vao dap tng
thudc ctia BN ma con phu thudc vao kha nang chiu
dwng dwoc cac tac dung phu clia hoa chat. Nghién
ctru clia ching tdi thdy mot sd ddc tinh cla thude
nhw sau:

Ddc tinh trén huyét hoc

C6 25,3% trwong hop cé gidm bach cau,
trong do6 c6 2,5% gidm bach ciu d6 3, khéng c6
trwdng hop nao gidm bach cau dd 4. Chang téi
ciing gap 2 trwdng hop BN ha bach cau coé sét.
Nhitng BN nay chi diéu tri véi thube kich bach
cau, khang sinh, truyén dich, ha sbt 1a bach cau
tr& vé binh thwdng va tiép tuc diéu tri dén dot 6
khéng phai gidm liéu. Nghién ctu cltia ching toi
gdp 17,3% BN gidm bach cau trung tinh, 1 trwong
hop gidm bach cau trung tinh d6 3 (1,9%). Theo
Richard M (2004) ty 1& gidm bach cau d6 3, 4 1a
19,4%; Berretta M (2011) [5] gidm bach cu d6 3
va 4 gap 38,9% co I8 1a do nghién clu dwoc tién
hanh trén cac BN cao tudi (tr 67 - 82 tudi) do vay
ma kha nang hdi phuc clia tly xwong sé kém
hon. Trong nghién ctru cda chung t6i khdng gap
giam bach cau dod 3, dd 4 co lé 1a do chung toi
dung liéu thap hon.

Gidm huyét séc td trong nghién clu cua
chung t6i chiém ty 18 36,5%, khong phai chi do
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tac dung phu cta hoa chat ma con do BN thiéu
dinh dwéng do chan an gay nén. Diéu nay ciing
dat ra van @& cham séc dinh duwéng cho BN diéu
tri hoa chat 1a hét sirc can thiét. Chung t6i gap
chd yéu gidm huyét sac t6 do 1 va 2, ty 1& gidm
huyét sac t6 do 3 1a 2,5%, khong cé gidm huyét
sac t6 do 4 twong tw nghién ciru ctia De Gramont
A va cdng s (2000).

Giadm tiéu cau gap trong 17,5% trudng hop
chu yéu la gidm tiéu cau d6 1 va 2, khéng gap do
3 va do 4. Két qua nay cao hon bao céo clia mot
sb tac gid 1a do chung t6i c6 nhitng BN dwoc
diéu tri trwdc d6 bang hoa chat va xa tri [2], [3].
Nhirng BN nay cé tinh trang suy tdy nhe trwéc
diéu tri. Trong qua trinh diéu tri chung t6i dung
céac thubc hé tro d& phuc hdi, nang cao thé trang
cho bénh nhan. Do vay khéng cé6 BN nao phai
dirng diéu tri do tdc dung phu clia hoéa chat. Noi
chung tac dung phu trén hé tao huyét thwong rat
nhe va c6 kha nang hdi phuc nhanh.

Ddc tinh trén sinh héa

Chung t6i ghi nhan ca 6 dot diéu trj ty 1& tang
men gan cao nhét 14 17,5% trong d6 chu yéu la
dod 1 khong phai divng diéu tri, 2 trwérng hop tang
dod 2 (5%) hdi phuc sau khi dirng truyén va diéu
tri thudc hé tro' t& bao gan. Két qua nay thap hon
nghién clru cla cac tac gia khac [1], [2], [3].
Trong nghién cu ching t6i gap cao nhét 1a 2
trwong hop (5%) suy than dd 1 va 1 trwong hop
(2,5%) suy than d6 2. Bay la tac dung khong
mong mudn it gap, co thé hdi phuc khéng anh
hwéng dén liéu trinh diéu tri.

T4ac dung phu ngoai hé huyét hoc

DPoc tinh than kinh: Phan 1&n cac BN co tac
dung khéng mong muén trén hé than kinh ngoai
vi va duoc coi 1a tac dung khéng mong mudn
thuwéng gdp cla oxaliplatin. Doc tinh than kinh 1a
doc tinh gi¢i han theo liéu cta oxaliplatin. Thoi
diém bat dau xuét hién doc tinh than kinh khac
nhau tuy theo tirng bénh nhan va cac bénh ly di
kém, triéu chirng thwéng tang dan do mang tinh
tich 10y. Doc tinh nay bao gém cac bénh ly than
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kinh cam giac ngoai bién nhw loan cam va/hay di
cdm dau chi cé kém hay khéng cadm giac co rut,
thwong khéi phat do lanh. Dac biét, doc tinh than
kinh ngoai vi tang Ién trén cac bénh nhan da coé
bénh ly than kinh ngoai vi trvdc dé nhw dai thao
dwdng. Trong nghién clru cla chung toi, ddc tinh
trén than kinh cam giac thuéng gdp nhét tang
dan theo sb dot diéu tri, cao nhat 1a 27,5 (& dot
diéu tri the 5) va cha yéu gap do 1, 2. Két qua
nay cao hon cac tac gid nwéc ngoai [8] nhuwng
thap hon céac tac gia Viét Nam [1], [2].

Budn ndén va nén: La cac biéu hién hay gap
nhat ddi voi doc tinh cta thube trén duwong tiéu
héa. Theo ghi nhan clia chung t6i, ty 1& BN budn
nén trong 6 dot diéu tri 1a 17,5% - 23,1%. Hau
hét cac BN chi budn ndén & mic d6 1 va 2
(5,7%); c6 20% BN nén d6 1 va 2, 1,5% BN nbén
& do 3 va khong cé do 4. Két qua cta ching toi
thdp hon so vé&i mot s6 nghién civu khac [3] ¢6
thé do tat ca cac BN trong nghién ctru ctia ching
t6i da dwoc dung thuéc chéng nén trwéc khi
truyén hda chét.

fa chay: Ty 1& BN c6 biéu hién ia chay cao
nhat trong 6 dot diéu tri & 10% vé&i mirc d6 hay
gap la 1, 2. Theo nghién clru cia De Gramont A
va cong sy (2000), ty 1é ia chay d6 3, 4 1a 11,9%.
Richard M va cong sw (2004) cho biét ty Ié ia
chdy do6 3 la 4,6%. Trén thuc té, tac dung khoéng
mong muén nay cé thé dwoc khac phuc bang
cac thudc chdng tiéu chay thong thuwong khi né
xuat hién.

Viém miéng: Nghién clru clia chung téi cho
thdy c6 17,5% BN c6 bidu hién viém miéng, tat
ca déu & do 1 va 2, khéng c6 do 3 va dd 4. Viém
miéng la biéu hién cha viém niém mac dudng
tiéu hoa, la tac dung phu hay gap khi bénh nhan
duwoc diéu tri bang 5FU. Theo nghién ciru pha llI
trén 40983 cua EORTC, doc tinh viém niém mac
d6 3, 4 gap ty 1& thap 1a 1,8% [8].

Rung téc la do sy tam ngirng phat trién nang
Ibng. Trong nghién clru cua chung t6i, rung téc
gdp v&i sb it BN (10%), chi gdp rung téc do 1
trong ca 6 dot diéu tri. Theo Oukkal M va codng
sw, rung téc do 3, 4 chiém ty 1& 1,2%. Theo
Nguy&n Thi Kim Anh (2013) ty I& nay Ia 6,9% [1].

Cac tac dung phu clGa phac d& FOLFOX 4
trong nghién ctru clia ching toi trén hé tao huyét
va ngoai hé tao huyét déu & dd6 1 va 2, khéng
gap do 3, 4. Tac dung phu hay gap la bénh ly
than kinh cam giac ciing gép & do 1, 2, khéng
anh hwéng dén tinh mang ctia bénh nhan.

5. Két luan

DPoc tinh cla hda chat theo phac d6 FOLFOX
4 trén hé tao huyét thwdng nhe va cé kha nang
hdi phuc nhanh, cht yéu gap: Gidm bach cau
(25,3%), gidm huyét séc tb (36,5%), giam tiéu
cau (17,5%), chi gép giam dd 1, 2.

Doc tinh ngoai hé tao huyét ciing chi gap do
1, 2 gdbm: Tang men gan (17,5%), doc tinh than
kinh cdm giac (26,9%), budn nén (23,1%).

Khoéng c6 trwdng hop ndo phai dirng diéu tri
vi cac doc tinh cla thubc.
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