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Ton thwong than kinh ngoai vi ¢ bénh nhén héa tri phac
do co oxaliplatin

Peripheral neuropathy in oxaliplatin-based adjuvant chemotherapy patients

Nguyén Minh Nggc, L& Thi Thu Nga, Bénh vién Trung wong Quan doi 108
Lwong Thi Mai Hrong, Nguyén Thanh Tam,
Nguyén Thi Thiy
Tém tat
Muc tiéu: Khao sat triéu chirng tdn thwong than kinh ngoai vi & bénh nhan hda tri phac dé cé
oxaliplatin. Péi tuong va phuwong phdp: M6 ta, hdi ciru trén 151 bénh nhan ung thw da day, dai
trang diéu tri 6 thang hda chét bé tro' phac dd XELOX, mFOLFOX6 tai Khoa Ung thw téng hop -
Bénh vién Trung wong Quéan doi 108. Két qua: Triéu chirng than kinh ngoai vi cép tinh thuwdng
gap la té budt dau chi khi gap lanh (64,4% & phac d6 XELOX va 65,4% & phac dd mFOLFOX®, té
budt tai vi tri truyén g&p nhiéu hon & phac dd XELOX (38,4% so v&i 15,4%; p=0,001); dau khép
ham gap nhiéu hon & phac d& XELOX (20,5% so v&i 3,8%; p=0,002). Ton thwong man tinh v&i
biéu hién chinh 1a té bi dau chi tdng dan theo liéu tich Idy oxaliplatin (t¥ 3,8% sau chu ky 1 1én
74,4% sau 12 chu ky mFOLFOX6 va tir 2,7% sau chu ky 1 1én 71,2% sau 8 chu ky XELOX)
nhwng chi yéu & dd 1, 2 va giam dan sau khi ngirng diéu tri (73,1% kéo dai trong 24 thang voi
phac dd6 XELOX va 94,8% v&i phac dd mFOLFOX6). Két ludn: Tén thwong than kinh ngoai vi do
oxaliplatin gém tén thwong cép tinh lién quan dén lanh va xuét hién trong va ngay sau truyén, tén
thwong man tinh tdng dan theo lidu tich IGy nhwng chi yéu d6 1, 2 va gidm dan sau khi ngirng
diéu tri.
Tir khéa: Tdn thuwong than kinh ngoai vi, oxaliplatin, héa chat b tro:.

Summary

Objective: To identify peripheral neuropathy in oxaliplatin-based adjuvant chemotherapy
patients. Subject and method: Retrospective study on 151 gastric and colon cancer patients
treated with 6-month adjuvant chemotherapy regimens with XELOX, mFOLFOX6 at the
Department of General Oncology - 108 Military Central Hospital. Result: The most common acute
peripheral neuropathy was numbness of extremities when experiencing cold (64.4% in XELOX
regimen and 65.4% in mFOLFOX6 regimen), numbness at the infusion site was more common in
XELOX regimen (38.4% vs 15.4%; p=0.001); jaw pain was more common in XELOX regimen
(20.5% vs 3.8%; p=0.002). Chronic peripheral neuropathy with numbness of the extremities
increasing gradually with the cumulative dose of oxaliplatin (from 3.8% after cycle 1 to 74.4% after
12 cycles of mMFOLFOX6 and from 2.7% after cycle 1 to 71, 2% after 8 cycles of XELOX) but
mainly at grade 1, 2 and gradually decreased after stopping treatment (73.1% lasted for 24
months with XELOX regimen and 94.8% with mFOLFOX6 regimen). Conclusion: Peripheral
neuropathy due to oxaliplatin includes acute cold-related injury, occurs during and immediately
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after infusion; and chronic toxicity increases gradually with cumulative dose but mainly grade 1, 2

and decreases after stopping treatment.

Keywords: Peripheral neuropathy, oxaliplatin, adjuvant chemotherapy.

1. Pat van deé

Hién nay nhirng tién bd trong diéu tri ung thw
gilp kéo dai thoi gian sbng thém cha bénh nhan
dac biét trén nhém ung thw da day, ung thw dai
trang giai doan dwoc phau thuét triét can. Tac
dung khéng mong mudn lau dai ctia hda chét sau
két thic diéu tri bd tro ngay cang dwoc quan tam
vi né anh hwéng dén chét lwong cudc sbng cla
bénh nhan [3]. Oxaliplatin 1& mét thanh phan
khong thé thiéu trong phac dé diéu tri bd tro, tuy
nhién thudc thweng gay ra tdn thwong than kinh
ngoai vi cAp va man tinh. Tén thwong man tinh
tang 1én cung véi lidu tich Iy oxaliplatin qua cac
chu ky héa chat, anh hwéng téi cudc sbéng sinh
hoat va lao déng cla ngwoi bénh. Cac triéu
chirng nay sé gidm dan sau khi ngwng diéu tri
nhwng mrc do va thoi gian giam khac nhau tuy
ttrng bénh nhan.

Diéu dwdng cung véi bac si can phat hién
s&m nhirng dau hiéu cla tdn thwong than kinh
ngoai vi do oxaliplatin dé kip thdi co cac bién
phap khac phuc va hwéng dan bénh nhan tw
cham séc ciing nhw thay ddi liéu thubc phu hop
dé vira ddm bao hiéu qua diéu tri va mang lai
chat lwong cudc sbng tét hon cho bénh nhan.
Chinh vi vay, chung t6i da thwc hién dé tai nay
véi muc tiéu: Khdo sét triéu chung tén thuong
thén kinh ngoai vi & bénh nhéan héa tri phac db
co6 oxaliplatin.

2. Doi tugng va phuong phap
2.1. Déi tuong

GOm 151 bénh nhan da dwoc chan doan xac
dinh 1a ung thw da day va ung thw dai trang diéu tri
hoa tri bé tro' phac dd co6 oxaliplatin (mFOLFOXB,
XELOX) tai Khoa Ung thw téng hop - Bénh vién
Trung wong Quan ddi 108 tir nam 2018 dén nam
2021.

Tiéu chuén lwa chon bénh nhan
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C6 hd so lwu triy va theo d&i day du.

Bénh nhan dwoc hoa tri bd tro phac d co
oxaliplatin da 6 thang.

BN déng y tham gia nghién ciru.

Tiéu chuén loai trir bénh nhan

BN khéng dbng y tham gia nghién ctru.

BN c6 cac bénh ly gay tdn thwong than kinh
ngoai vi trd'c hoa tri.

Tién str da tirng diéu tri hda tri.

2.2. Phuong phap

Thiét ké nghién ctru: Nghién clru mod ta, hdi
clru.

Céc buworc tién hanh

Hbi clru thu thap bénh an cac bénh nhan ung
thw da day dwoc hoéa chat bbd tro phac dd
XELOX (oxaliplatin 130mg/m? N1, capecitabine
2000mg/m? N1-14) chu ky 21 ngay x 8 chu ky va
ung thw dai trang héa chat bd tro phac dbé
mFOLFOX6 (oxaliplatin 85mg/m? N1, calcifolinat
400mg/m? N1, 5FU 400mg/m? N1 tiém truyén
nhanh, 5FU 1200mg/m? N1-2 truyén lién tuc
trong vong 46 gi®) chu ky méi 2 tudn x 12 chu
ky.

Khai thac tién si: Nghién rwou, dai thao
dwong, bénh ly than kinh ngoai vi.

Phéng van bénh nhan tryc tiép hodc qua
dién thoai vé triéu chirng cla tén thwong than
kinh ngoai vi trong va sau méi chu ky héa tri theo
bd céng cu thu thap sé liéu.

Bénh nhan cé it nhat 1 chu ky xuét hién tén
thwong cp tinh sé& dwoc ghi nhan cé doc tinh
cép va ghi rd cac biéu hién.

Cam giac té bi tay chan ton tai qua cac chu
ky hoa chét sé dwoc xac dinh 1a tdn thwong than
kinh ngoai vi man tinh. Ghi nhan chu ky bat dau
xuét hién, thdi gian kéo dai, dac diém va vi tri ton
thwong, anh huéng dén cudc sbng.
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Sau khi bénh nhan két thuc héa tri, dinh ky 3
thang 1 14n goi dién thoai héi bénh nhan vé cac
triéu chirng cua tbn thwong than kinh ngoai vi.

Phan d6 ton thwong than kinh ngoai vi theo
Bang phan d6 tac dung phu CTCAE phién ban

4.0.

han cac hoat ddng hang ngay.

D6 2: Triéu chirng mrc dd trung binh, gidi

D6 3: Triéu chirng murc dé nang, gié¢i han

Do 4: Pe doa tinh mang.
Do 5: T vong.

D6 1: Khdong co triéu chirng, giam phan xa

gan xwong hoac di cam.

3. Két qua

3.1. Pdc diém chung ciia nhém bénh nhéan nghién ciru

Bang 1. Dic diém chung ciia nhém bénh nhian nghién citu

cac hoat dong tw cham séc ban than.

Pic diém $6 lugng (n = 151) Tylé %
Trung binh 58,5+ 10,2
. <40 12 79
Tudi
40 - 60 53 35,1
> 60 86 57,0
Nam 112 74,2
Gioi
NG 39 25,8
Chén doan, phac Ung thw dai trang, mFOLFOX6 78 51,7
do Ung thw da day, XELOX 73 48,3
bai thdo dwdng 4 2,7
Tién st Nghién ruou 6 3,9
Khée manh 141 93,4

Nhén xét: Tubi trung binh ctia bénh nhan Ia 58,5% v&i 74,2% |a nam va 51,7% diéu trj phac dd

mFOLFOX6 va 48,3% diéu trj phac d6 XELOX.

3.2. Tén thuong thén kinh ngoai vi cép tinh do oxaliplatin

Bang 2. Tén thuong than kinh ngoai vi cap tinh

Phac d6 XELOX | Phac d6 mFOLFOX6
Triéu chirng (n=173) (n =78) p
n % n %
Té bubt tai vi tri truyén Co 28 384 12 15,4 0,001
AL VEITTTY Khong 45 61,6 66 84,6 !
Co 15 20,5 3 3.8
Pau khop ha 0,002
at khop ham Khong 58 79.5 75 96,2
Co 2 2.7 2 2.6
o e 0,946
tng ham Khong 71 97.3 76 97.4
co 47 64,4 51 654 | 0898
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Té bubt dau chi khi gap

lanh Khéng 26 35,6 27 34,6

Nhén xét: Ty 1& té bubt tai vi tri truyén, dau khdp ham & phac d& XELOX cao hon rd rét phac do
mFOLFOX6 (p=0,001 va 0,002). Lan lwot 1a 38,4% va 20,5% so v&i 15,4% va 3,8%.

3.3. Tén thuong man tinh trén thén kinh ngoai vi do oxaliplatin

3.3.1. Ty I tén thuong thén kinh ngoai vi do oxaliplatin

Biéu d6 1. Ty |é va mic d6 tdn thwong than kinh ngoai vi man tinh

Nhén xét: Ty 1& tbn thwong than kinh ngoai vi man tinh & phac d6 XELOX la 71,3% trong d6 chii
yéu la dd 1 va 2; chi cé 1,4% dd 3; & phac dd mFOLFOX6 la 74,4% trong d6 chi c6 2,6% dé 3. Ca hai
phac d6 khéng c6 bénh nhan nao do 4 trd Ién.

80 1

70 A

60 -

50 +
B mFOLFOX6

40 -
= XELOX
30 -
20

10_+
3,

0 -

Biéu dd 2. Ty lé ton thuwong than kinh ngoai vi man tinh qua cac chu ky héa chat

Nhén xét: Ty 1& tbn thwong than kinh ngoai vi man tinh tdng dan qua cac chu ky hoa chét tir 3,8%
sau chu ky 1 tang Ién 74,4% sau 12 chu ky mFOLFOX6 va 2,7% sau chu ky 1 tang Ién 71,2% sau 8
chu ky XELOX.

3.3.2. Céc biéu hién tén thuong than kinh ngoai vi do oxaliplatin

Bang 3. So sanh ton thuong than kinh ngoai vi man tinh cia 2 phac dé

XELOX (%) mFOLFOXG6 (%)

Triéu chirng (n = 52) (n = 58) p
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Kim cham 9,6 10,3
DAu hiéu Kién bo 13,5 5,2 0,32
Bi da, mat cam giac 76,9 84,5
DBau ngon tay 11,5 20,7
Vi tri Pau ngén chan 9,6 8,6 0,432
DA4u ngdn tay va chan 78,9 70,7

Bang 3. So sanh ton thuong théan kinh ngoai vi man tinh cia 2 phac dé (Tiép theo)

() ()
Trigu chimg XELOX (6) [ mFOLFOXS (%) [,
Khéng cam dwoc bat dia 1,9 3.4 0,525
Di lai khoé khan 7,7 12,1 0,409
Anh huéng Han ché viéc van phong 0 1,7 0,517
Han ché lao dong chan tay 0 8,6 0,028
Mét ngd 11,5 6,9 0,432

Nhéan xét: Biéu hién thwdng gap nhét cla tdn thwong than kinh cadm giac ngoai vi man tinh 13 bi
da mét cam giac (84,5%) & ca dau ngon tay va chan. O phac dd mFOLFOX6 céc triéu chirng nay lam
giam rd rét hoat dong lao déng chan tay cua bénh nhan (p=0,028).

25 A
21,2
19,2
20 1 17, 17,3
15,5
15 - 6 12, B mFOLFOX6
B XELOX
10 A
5,
> 7T M9 9
0 T T T T T
3thang 6thang 9thang 12 18 24 >24
thing thang thang thang

Biéu dd 3. Thoi gian kéo dai tdn thuwong than kinh ngoai vi man tinh

Nhan xét: Tén thwong man tinh kéo dai chd
yéu trong vong 24 thang (73,1% vé&i phac d6
XELOX va 94,8% véi phac dd mFOLFOXB).

4. Ban luan

Tudi trung binh cla bénh nhan trong nghién
ctru la 58,5; Ia Itra tudi thwrng gép ctia bénh ung
thw da day va dai trang. Chung t6i Iwa chon 2
phac dd cé oxaliplatin 1& XELOX (két hop véi
5FU dwong udng) va mFOLFOX6 (két hop voi
5FU dwong truyén) 1a 2 phac d6 diéu tri bd tro

dwoc ap dung phd bién cho ung thw da day va
ung thw dai trang. Cac bénh ly két hop nhw dai
thao dwong, nghién rwou chi chiém 6,6% va
nhirng bénh nhan nay ciing chua c6 ton thwong
than kinh ngoai vi trwéc hoéa tri nén khéng anh
hwéng dén qua trinh diéu tri.

Tén thwong than kinh ngoai vi bao gém tén
thwong cép tinh va man tinh. Tén thuwong cap
tinh thuwéng gap trong lic truyén héa chat hodc
trong vong vai gi& sau truyén, gap & 89% bénh
nhan trong nghién ctru ctia Pachman [5] va 94%
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trong nghién ctu cta Soveri [6]. Biéu hién
thwérng gadp trong nghién clru nay 1a té& bubt dau
chi khi gap lanh (chiém 64,4% & phac d6 XELOX
va 65,4% & phac d& mFOLFOX6). Ty lé nay
twong dwong nhw nghién clru cia Pachman st
dung phac d FOLFOX 1a 71% [5]. Ngoai ra tén
thwong than kinh ngoai vi con gay tac dong Ién
van déng voi biéu hién la dau va crng khép
ham. Triéu chirng nay & bénh nhan diéu tri phac
dd XELOX c6 ty l&é cirng khép ham cao hon rd
rét so véi phac dd mFOLFOX6 (20,5% so VOi
3,8% voi p=0,002). Diéu nay c6 thé do lidu
oxaliplatin trong 1 lan truyén cta phac d6 XELOX
la 130mg/m? cao hon cla phac d& mFOLFOX6
la 85mg/m?. Va cling lam cho bénh nhan st
dung phac d& XELOX bj t& bubdt tai vi tri truyén
nhiéu hon (38,4% so v&i 15,4%; p=0,001). Tuy
nhién, trong nghién clru clia Soveri va cdng sy
thi khéng c6 sy khac biét vé doc tinh cap gitra 2
phéac d6 [6].

Tén thwong than kinh ngoai vi man tinh
thwong lién quan dén lanh, tén tai qua cac chu
ky héa tri va tang dan 1én khi liéu tich Iy
oxaliplatin tdng Ién. Ty & tén thwong than kinh
ngoai vi man tinh trong nghién ctru nay la 71,3%
& phac d6 XELOX va 74,4% & phac do
mFOLFOX6. Ty lé nay twong dwong véi nghién
clru cua Soveri va cong sw tinh chung trén ca 2
phac d6 1a 69% [6]. Tuy nhién, chung téi khéng
gap bénh nhan dé 4 va chi cé 1,4-2,6% d6 3,
trong khi d6 nghién clru ctia Soveri va cong sw
c6 dén 9% bénh nhan dé 3, 4. Sy khéac biét nay
c6 thé do khi hau clia trng nwéc. Nghién clu
clia Soveri va cong sw thwc hién tai Phan Lan
moét nwdc co khi hau lanh cling lam cho mirc d6
tdn thwong than kinh ngoai vi nang hon mac du
liéu tich Iy trung binh cta oxaliplatin Ia
770mg/m? trong khi dé nghién ctru nay déu dat
1020-1040mg/m?. Ty & tbn thwong man tinh cla
phac d& XELOX trong nghién ctu nay cao hon
nghién ctru CLASSIC la 56% [2]; nghién ctru cua
Nguyén Thi Vwong va cong sw (2013) 1a 51% [1].
Ty lé tébn thwong man tinh & phac do
mFOLFOX6 cla chung téi thAp hon nghién clru
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cta Jeon va cong sy thwc hién tai Han Quéc -
nuwdc co khi hau lanh 1a 81,7% trong d6 dé 3, 4
chiém 13,4% [4].

Tén thwong than kinh ngoai vi man tinh ting
dan theo liéu tich Iy oxaliplatin. Trong nghién ctru
nay qua mdi chu ky héa chét thi ty I& bénh nhan
gdp tén thwong man tinh than kinh ngoai vi tang
dan 1én. Biéu hién thuwong gap cua tén thuwong
man tinh & kim cham, kién bo, t& bi m4t cam giac
& cac dau ngon tay va chan va khoéng cé su khac
biét gira 2 phac dd vi liéu tich IGy oxaliplatin gitra
2 phac dd twong tw nhau. Tén thwong than kinh
ngoai vi khéng anh huéng dén sic khde chung
ctia bénh nhan va qua trinh diéu tri nhwng né anh
hwéng dén cac hoat ddng hang ngay cam but,
cam bat dia, di lai kho khan do cam giac khéng
that chan, mét ngl. Dac biét nhirng bénh nhan
lam cac lao ddng chan tay thi phac d& mFOLFOX6
a&nh huwdng nhiéu hon so véi phac d& XELOX
(8,6% so v&i 0%; p=0,028). Piéu nay co thé do
phac d& mFOLFOX6 c6 khoang thdi gian nghi
gita 2 chu ky la 2 tuan ngan hon so véi phac do
XELOX 1a 3 tuadn nén bénh nhan it cd thdi gian
nghi ngoi héi phuc. Tuy vay, sau khi ngirng hoa tri
tén thwong than kinh ngoai vi giam dan theo thoi
gian, da phan hét cac triéu chirng trong vong 24
thang.

5. Két ludn

Tén thwong than kinh ngoai vi do oxaliplatin
gdm tén thuwong cap tinh lién quan dén lanh va
xuét hién trong, ngay sau truyén. Tén thuwong
man tinh tdng dan theo liéu tich ldy (t» 3,8% sau
chu ky 1 1én 74,4% sau 12 chu ky mFOLFOX6 va
tr 2,7% sau chu ky 1 1én 71,2% sau 8 chu ky
XELOX) nhwng chu yéu dé 1, 2 va gidm dan sau
khi ngtrng diéu tri (73,1% kéo dai trong 24 thang
v6i phac dd XELOX va 94,.8% véi phac dd
mFOLFOX®6).
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