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PANH GIA HIEU QUA CUA LIEU PHAP NHIET LANH DU PHONG
BENH LY THAN KINH NGOAI VI O BENH NHAN UNG THU VU
PIEU TRI HOA CHAT
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DPao Quang Truwong?, Pham Nhit Hao?, Thdi Vin Tudn?

Tém tit

Muc tiéu: Panh gia hi€u qua va tinh an toan cua li¢u phap nhiét lanh trong dy
phong bénh 1y than kinh ngoai vi do héa tri (chemotherapy-induced peripheral
neuropathy - CIPN) ¢ bénh nhan (BN) ung thu va diéu tri hoa chit. Phwong phdp
nghién cibu: Nghién ctru 1am sang can thiép c6 dbi chung tu than trén 30 BN nir
ung thu v diéu trj tai Trung tim Ung budu, Bénh vién Quan y 103 tir thang
10/2023 - 5/2024. Li¢u phdp nhi¢t lanh dugc ap dung cho tay va chan bén trai,
trong khi tay va chan bén phai khong can thiép duoc dung dé dbi ching. CIPN
duoc danh gia tai thoi diém bét dau hoa tri, sau khi bat dau hoéa tri 6 tuan, 12 tuan
va sau khi két thuc hoa tri 3 thang bang cong cu CTCAE (common terminology
criteria for adverse events) va PNQ (patient neurotoxicity questionnaire). Két qud:
Tudi trung binh 1 54 + 8,1. O bén khong can thiép, ty 1& CIPN theo CTCAE d6
> 2 1a 56,7%; theo PNQ muc > C la 60%. O bén duoc can thi¢p, céc ty 1€ tuong
g 13 23,3%; chénh 1éch tuyét ddi -33,3% va -36,7% (p < 0,05). Khong ghi nhan
bién chung ning, tac dung phu thudng gip 1a di cam dau chi tic thi. Két ludn:
Liéu phap nhiét lanh cho thay hiéu qua va an toan trong du phong CIPN do taxane
o BN ung thu vu.
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EVALUATION OF THE EFFICACY OF CRYOTHERAPY IN THE
PREVENTION OF CHEMOTHERAPY-INDUCED PERIPHERAL NEUROPATHY
IN BREAST CANCER PATIENTS TREATED WITH CHEMOTHERAPY

Abstract

Objectives: To evaluate the efficacy and safety of cryotherapy in preventing
chemotherapy-induced peripheral neuropathy (CIPN) in breast cancer patients
treated with chemotherapy. Methods: A self-controlled interventional clinical
study was conducted on 30 female breast cancer patients treated at the Oncology
Center, Military Hospital 103, from October 2024 to May 2025. Cryotherapy was
applied to the left hand and foot, while the right hand and foot received no
intervention and served as controls. Peripheral neuropathy was assessed at
baseline, at 6 weeks and 12 weeks after chemotherapy initiation, and 3 months
after completion using the common terminology criteria for adverse events
(CTCAE) and the patient neurotoxicity questionnaire (PNQ). Results: The mean
age was 54 + 8.1 years. On the non-intervention side, the incidence of CIPN of
grade > 2 by CTCAE was 56.7%, and CIPN of grade > C by PNQ was 60%. On
the intervention side, the corresponding rates were 23.3%, with absolute reductions
of -33.3% (CTCAE) and -36.7% (PNQ), both statistically significant (p < 0.05).
No severe complications were reported; the most common side effect was transient
distal paresthesia. Conclusion: Cryotherapy demonstrated high efficacy and a
favorable safety profile in the prevention of taxane-induced CIPN in breast
cancer patients.

Keywords: Cryotherapy; Peripheral neuropathy; Breast cancer; Chemotherapy.

PAT VAN DE

Bénh 1y than kinh ngoai vi do hoéa tri
la tdc dung phu thuong gap khi st dung
cac thudc nhu taxane, platin, hay chét
{rc ché proteasome [1], gy té bi, di cam,
dau, tham chi tén thuong than kinh vinh
vién, 1am suy giam chat luong séng va
kha ning tiép tuc hoa tri [2]. Hién nay,
chua c6 thude nao dugce chap thuan chinh
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thirc dé phong ngira hodc diéu tri CIPN.
Li¢éu phap nhi¢t lanh duogc xem la
phuong phap tiém ning gitip han ché
doc tinh than kinh thong qua co ché
giam luu luong mau dén ngoai vi chi
thé. Liéu phap nhi¢t lanh da duogc
nghién ctru va tng dung tai mot s6 qudc
gia trén thé gidi. Tuy nhién, tai Viét
Nam, van chua c6 nhiéu dénh gia 1am
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sang. Do do, chiing t6i thyc hién nghién
ctu nay nham: Pdnh gid hiéu qud va
tinh an toan cua liéu phap nhiét lanh
trong dy phong CIPN o BN ung thu vu
diéu tri héa chat.

POI TUQNG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciru

G6m 30 BN nir ung thu va dugce diéu
tri hoa tri bo tro hodc tan bo tro béng
phac dd co taxane tai Khoa Hoa tri,
Trung tdm Ung Budu, Bénh vién Quan
y 103 tir thang 10/2023 - 5/2024.

* Tiéu chudn lwa chon: BN nit, duoc
hoéa trj bd tro hodc tan bo tro b'ﬁlng phac
dd ¢6 chira nhom taxane; do tudi tir 18 -
75; thé trang tdt, PS <2 co kha nang hop
tac trong sudt qua trinh nghién ctru va
ddng y tham gia nghién ctru.

* Tiéu chudn logi trir: Co tién st
bénh ly than kinh ngoai vi; bénh ly
mach mau ngoai vi nghiém trong; hodi
chtng Raynaud hodc mé day do lanh.

2. Phuwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctu
1am sang can thiép c6 d6i chimg tu than:

Li¢u phap nhiét lanh dugc st dung &
1 bén chi thé (tay trai va chan trai), BN
dugc deo ging tay lanh, tit chan lanh
(bén trong c6 chura tai gel gilt lanh duoc
lam lanh & nhiét do -20°C dén -10°C)
truéc khi truyén hoa chat taxane 30
phut, trong subt thoi gian truyén va duy

tri sau truyén taxane 30 phat. Bén chi
thé khong can thiép (tay phai, chan
phai) dugc dung dé ddi chung.

* C& mau, chon mau: Chon mau
toan bg.

* Phwong phdp tién hanh: Thu thap
céc chi tiéu: Tudi, ty I¢ va d§ nang cua
CIPN & bén chi thé khong can thiép, ty
1€ va d¢ nang cua CIPN ¢ bén chi thé c6
st dung licu phdp nhiét lanh theo
CTCAE va PNQ trudc hoa tri, sau khi
bat dau hoa tri 6 tudn, 12 tuin va sau khi
két thiic hoa tri 3 thang cho tirng bén chi
thé. Panh gia cac tac dung khong mong
mudn khi sir dung liéu phap.

* Xir Iy 56 liéu: S6 lidu sau khi thu
thap dugc xur 1y bang thuit toan théng
ké y sinh hoc trén phan mém SPSS 24.0.

3. Pao dirc nghién ciru

Nghién ctru tudn thu dang cac quy
dinh hién hanh vé y dtrc trong nghién
cttu y hoc cua Bénh vién Quan y 103.
Sé liéu nghién cuu dugc Bénh vién
Quan y 103 cho phép stir dung va cong
bd. Nhom tac gia cam két khong co
xung dot 1o1 ich trong nghién ctru.

KET QUA NGHIEN CUU
1. Tudi, giéi tinh
Tubi trung binh cta 30 BN nit 1a
54 + 8,1 (40 - 71), phd bién nhat 1a tir
50 dén < 60 (46,7%), tiép theo 1a nhom
tir 40 dén < 50 tudi (26,7%).
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2. Bénh 1y than kinh cam giac ngoai vi & chi thé khong can thiép

Ty 1¢ va do nang cia bénh ly than kinh cam giac ngoai vi
theo CTCAE (n = 30)

50
433

45 40
40
35
30
25 23,3 233 233
20 16,7
15 10
10 6,7

> 0 0 0 . 0

0

Trude hoa tri Taxan Sau 6 tudn Sau 12 tudn 3 thang sau dirng hoa tri

=Do1 #Do2 #Po3
Biéu d6 1. Ty 1¢ va d6 ning cua CIPN cam giac ngoai vi theo CTCAE.

Ty 1€ CIPN ngoai vi tdng r0 rét theo s6 chu ky diéu tri, tai thoi diém 12 tudn,
80% BN d3 biéu hién CIPN cam giac ¢ cac muc d9, trong do cé td1 40% BN co
biéu hién doc tinh d6 2, va 16,7% biéu hién doc tinh d6 3. Sau khi két thiic hoa trj
3 thang, tong ty 16 BN van con CIPN d6 2 va 3 1 33,3%.

Bang 1. Ty 1€ CIPN cam giac theo PNQ.

Thoi diém danh gia PNQ mirc B (%) PNQ mirc > C (%)
Trudc hoa tri taxane 0 0
Sau 6 tuan 43,3 6,7
Sau 12 tuin 20 60
Sau ngung diéu trj 3 thang 20 26,7

PNQ muc > C tang dan theo thoi gian hoa tri, dat 60% tai thoi diém 12 tuan tur

khi bat dau diéu trj hoa chat taxane.
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3. Bénh Iy than kinh cam giac ngoai vi ¢ chi thé sir dung liéu phap nhiét lanh

Ty 1& va d6 ning cua bénh 1y than kinh cam giac ngoai vi
¢ chi thé can thi¢p theo CTCAE (n = 30)
40
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30
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! B B
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Trudce hoa tri taxan Sau 6 tudn Sau 12 tudn 3 thang sau ngung diéu

tri

=Pyl mDo2 =Po3
Biéu d6 2. Ty 1¢ CIPN cam giac theo CTCAE & bén chi thé can thiép.

Sau 12 tudn ké tir khi bat ¢au hoa tri nhém taxane, ty 16 CIPN ghi nhan & 53,3%
cac truong hop, d6 > 2 12 23,3% va 6,7% do 3.

Bang 2. Ty 1¢ CIPN cam giac theo PNQ.

Thoi diém danh gia PNQ miic B (%) PNQ mirc > C (%)
Trudc hoa tri taxane 0 0
Sau 6 tuan 20 0
Sau 12 tuin 30 233
Sau ngung diéu trj 3 thang 20 6,7

Sau 12 tuén ké tir khi bat dau héa trj nhoém taxane, ty 1€ doc tinh than kinh cam
giac ngoai vi theo PNQ murc > C ghi nhan & 23,3% truong hop.

4. Hiéu qua cua liéu phap nhiét lanh

Bang 3. So sanh hi¢u qua li¢u phap nhiét lanh.

Chi thé khong Chithé Chénh léch

hi s6 :
Chi'so can thi€ép  can thiép tuyét doi
CTCAE d6 > 2 sau 12 tuan (%) 56,7 233 -33,3%  <0,05
PNQ mirc > C sau 12 tuan (%) 60 23,3 -36,7%  <0,05

Liéu phap nhiét lanh dd giup giam > 30% cac truong hop doc tinh than kinh
ngoai vi tir d6 2 trd 1én, két qua c6 ¥ nghia thong ké voi p < 0,05.
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5. Tac dung khong mong muon ciia liéu phap nhiét lanh

Bang 4. Tac dung khong mong mudn cta liéu phap nhiét lanh.

Tac dung khéng mong mudn Ty 1€ (%)
Cam giac té budt dau ngén tay/chan 60
Dau nhurc nhe khi &p lanh 10
Boéng lanh nhe (46 1) 33
BN phai ngung li¢u phap 0

Hau hét tac dung phu cua nhiét lanh déu nhe va khong can ngimg diéu tri. Khong

truong hop nao bé diéu trj vi khé chiu véi liéu phap nhiét lanh.

BAN LUAN

1. Tudi va giéi tinh

Trong nghién ciru ctia ching toi tudi
trung binh cua nhom BN la 54 + 8,1,
thip nhit 1a 40, cao nhat 1a 71. Nhém
tudi thuong gip nhat 1a tir 50 dén < 60
tu6i. Pay ciling 1a do tudi thuong gip
cua ung thu vi tai Viét Nam [3].

2. Ty 1€ va do nang cua bénh ly
than kinh cam gidc ngoai vi & chi thé
khong st dung liéu phap nhiét lanh

Biéu d0 1 va bang 1 cho thiy ty 1¢
BN bi doc tinh than kinh ting nhanh
theo thoi gian va sb chu ky hoa tri. Tai
thoi diém sau 6 tudn hoa tri, c6 43,3%
BN xuit hién triéu chtimg do 1 va 6,7%
d6 2. Bén tuan tht 12, ty 1¢ BN bi CIPN
tang cao, voi 80% biéu hién & cac mirc
do khac nhau, trong d6 40% do 2 va
16,7% @6 3. Piéu nay cho thdy muc do
doc tinh ngay cang ning dan theo tién
trinh diéu tri. Sau khi két thic héa tri 3
thang, tong ty 1& BN con ton tai triéu
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ching d6 2 - 3 van chiém t6i 33,3%.
Piéu nay phan anh tinh dai dang va hoi
phuc chiam ciia bénh 1y than kinh do
taxane gay ra.

Nghién ctru cta Lixian S va CS (2024)
cho thdy CIPN & BN hoa tri ung thu vii
nhém taxane dat 68 - 84% va c6 > 30%
BN ton tai triéu chtng dai ding [4].

3. Ty 1€ va d§ nang cua bénh ly
than kinh cam giac ngoai vi ¢ chi thé
c6 sir dung liéu phap nhiét lanh

Két qua biéu do 2 va bang 2 cho thiy
tai thoi diém 12 tudn sau khi bat dau hoa
tr1 voi taxane, ty 1€ CIPN cam giac ¢
bén chi thé can thigp 1a 53,3%, voi
23,3% BN gap ¢ mtuc do > 2 theo
CTCAE va 6,7% & d6 3. Panh gi4 bang
thang diém PNQ, ty 1¢ BN dat mirc > C
14 23,3% sau 12 tuan va giam con 6,7%
sau 3 thang ngimg diéu tri. Nhitng két
qua nay cho thay liéu phap nhiét lanh c6
hi¢u qua trong gidam mirc do nghiém
trong cua CIPN.
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4. Hi¢u qua cia liéu phap nhiét lanh

Két qua tir bang 3 cho thay liéu phap
nhi¢t lanh c6 hi¢u qua rd rét trong giam
CIPN do taxane gy ra. Cuy thé, ty 1¢ BN
bi CIPN theo CTCAE d¢ > 2 sau 12
tuan héa tri giam tir 56,7% xubng con
23,3%, tuong duong muc giam tuyét
dbi 1a 33,3% ¢ bén chi duoc can thiép
béng nhi¢t lanh, sy khac biét c6 y nghia
thong ké véi p < 0,05. Tuong tu, theo
thang do PNQ, ty 1¢ BN ¢6 muc d¢ > C
giam tr 60% xudng con 23,3%, tirc
giam 36,7% ty 1& tuyét dbi, giam co y
nghia théng ké véi p < 0,05. Vi mire
giam tuyét doi khoang 33 - 37% c6 ¥
nghia thong ké, ddy 1a loi ich dang ké
vé mit 1am sang trong bdi canh CIPN
lam giam chét luong cudc séng va kha
nang duy tri liéu diéu tri.

Hiéu qua cua liéu phéap nhiét lanh
trong phong ngura CIPN da dugc xac
nhan qua cong bd trén Breast Cancer
Research and Treatment khi giip giam
ty 16 CIPN do > 2 tir 42,4% xudng con
24,9%, teong duong voi gidm 55%
nguy co (RR = 0,45; p = 0,0031) [5].
Nghién ciru (POLAR trial) cho thay ty
1¢ CIPN d6 > 2 ¢ tay duoc lam lanh la
29% so v&1 50% ¢ tay khong dugce can
thiép (p = 0,022) [6]. Nghién ctru cua
Hanai va CS (2018) cho thiy sir dung
ging lanh, tit lanh trong khi truyén héa
cht taxane gitip giam ca triéu chimg

khach quan va chu quan cua CIPN, cai
thién chirc nang thao tac tinh té [7]. Mot
nghién ctru téng quan hé thong ciing
cho thiy liéu phap nhiét lanh c6 kha
ning dy phong CIPN do taxane, diéu
nay cho thay tinh nhat quan vé hiéu qua
& cac quan thé BN, tuy nhién can thong
nhit quy trinh vé nhiét do, thoi gian va
thiét bi lam lanh [8]. Phan 16n nghién
ctru dung gang/tat déng lanh & mirc -25
dén -10°C, bat dau tir 15 - 30 phut trudc,
duy tri trong sudt thoi gian truyén va
kéo dai tir 15 - 30 phit sau truyén [5 -
7]. Nghién ctru ctia ching t6i st dung
ging, tat lanh tir -20 dén -10°C, trong
thoi gian tir 30 phat trude, trong sudt
thoi gian truyén va duy tri 30 phut sau
truyén 14 da bam sat cac khuyén nghi
gan day.

5. Tac dung khong mong mudn cia
liéu phap nhiét lanh

Két qua tir bang 4 cho thay liéu phap
nhiét lanh c6 do an toan cao. Phan rng
phu phd bién nhat 13 cam giac té bubt
dau ngon tay/chan, ghi nhan & 60% BN,
nhung déu & mirc dd nhe va thoang qua.
Pau nhtc nhe khi ap lanh chiém ty 1€
thap hon (10%) va chi ¢ 1 truong hop
bong lanh do I (3,3%), khong can can
thi¢p dac biét. Pang chu y, khong cé
BN nao phai ngung liéu phap vi khoé
chiu hay bién chimng.
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Nhitng két qua nay phu hop voi
nghién cuou cua Shigematsu va CS
(2020) tai Nhat Ban, ghi nhan cac phan
ung nhu té dau ngon, dau nhe, nhung
khong co6 truong hop nio bo diéu tri.
Trong d6, c6 32% khong tuan thu tot,
nguyén nhan chi yéu do cam giac lanh
kho chiu chir khong phai bién ching
nghiém trong [9]. Nghién cuu cua
chung t61 khong ghi nhan truong hop
nao phai dimg can thiép, diéu nay cho
thdy quy trinh 1am lanh (nhiét d¢ tir -20
dén -10°C tir thoi diém 30 phut trudc,
trong sudt thoi gian truyén va duy tri 30
phut sau truyén) c6 thé goép phan cai
thién kha nang dung nap.

Nghién ctu cua Loprinzi va CS
(2020) khéng dinh li€u phap nhiét lanh
¢6 tac dung phu tbi thiéu, chu yéu 1a
cam giac kho chiu thoang qua khi bat
dau lam lanh, va dugc BN chép nhén tot
trong cac thir nghiém 16n [10].

KET LUAN

Liéu phap nhiét lanh c6 hi€u qua va
an toan trong du phong bénh 1y than
kinh ngoai vi & cac BN ung thu vi hoa
tri voi phac d6 c6 nhom taxane, gitip
giam rd rét CIPN sau 12 tudn: CTCAE
do > 2 1a 23,3% bén can thi€p so voi
56,7% & bén d6i chimg (chénh -33,3%,
p < 0,05); PNQ mutc > C 1a 23,3% so
v61 60% (chénh -36,7%; p < 0,05). Téc
dung phu chu yéu 13 di cam dau chi
thoang qua, khong ghi nhan bién chimg
nang va khong phai ngung li¢u phap.
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