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NGHIEN CUU GIA TRI CUA NLR, PLR TRONG TIEN LUQNG
PAP UNG PIEU TRI UNG THU BIEU MO TE BAO GAN
VOI PHUONG PHAP TACE
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Tém tit
Mouc tiéu: Nghién ciru vai trd cia NLR (Neutrophil to lymphocyte ratio: Ty sb
bach cau trung tinh trén lympho) va PLR (Platelet to lymphocyte ratio: Ty s tiéu
cau trén lympho) trong dénh gid ddp Gng diéu tri ung thu biéu mo té bao gan
(Hepatocellular Carcinoma - HCC) v6i phuong phdp TACE (Transarterial
Chemoembolization). Phwong phdp nghién ciru: Nghién ciru md ta cit ngang
trén 157 bénh nhan (BN) HCC giai doan trung gian diéu tri v6i phuong phép
TACE tir thiang 01/2017 - 8/2023 tai Bénh vién Quén y 103. Két qud: Ngudng
gid tri t6i uu cua NLR, PLR dé phan biét dép tmg va khong dap tmg diéu tri:
NLR = 2,375 va PLR = 93,37. Nhém BN c¢6 NLR > 2,375 c6 dép ung diéu tri
kém hon c6 y nghia so v&éi nhém BN c6 NLR < 2,375 véi p < 0,0001. Nhém BN
¢6 PLR > 93,37 dép tng diéu tri kém hon c6 y nghia so véi nhém BN ¢6 PLR <
93,37 véi p < 0,0001. Két ludn: Chi s6 NLR, PLR trudc diéu tri c6 thé tién lugng
dép tng diéu tri HCC véi phuong phap TACE.
Twr khoa: NLR, PLR; Ung thu gan.

STUDY ON THE VALUE OF NLR AND PLR INDEXES
IN PREDICTING TREATMENT RESPONSE IN HEPATOCELLULAR
CARCINOMA PATIENTS WITH TACE THERAPY
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HCC patients. Methods:
intermediate-stage HCC undergoing TACE therapy at Military Hospital 103

A descriptive study on 157 patients with
from January 2017 to August 2023. Results: The optimal threshold values of
NLR and PLR to distinguish response and non-response in the study group were
NLR =2.375 and PLR = 93.37. Patients with NLR > 2.375 had a worse treatment
response than those with NLR < 2.375, with p < 0.0001. Patients with PLR >
93.37 had a worse treatment response significantly than those with PLR < 93.37,

with p < 0.0001. Conclusion: Pretreatment NLR and PLR indexes can predict

response to TACE therapy in HCC patients.

Keywords: NLR, PLR index; Hepatocellular carcinoma.

PAT VAN DE

Ung thu biéu md té bao gan 13 ung
thu c6 ty 1& méi mac hang dau tai Viét
Nam va la nguyén nhan gy tir vong
phd bién. Theo GLOBOCAN 2020,
HCC dugc ghi nhan la ung thu ding
thir 7 vé s6 ca mic méi va dung thir 3
vé ty 18 tr vong. Mic di ¢6 nhiéu tién
bd trong chan dodn va diéu tri, nhung
tién lwong HCC tuong d6i xdu, ty 18
song thém 5 nam dbi voi moi giai doan
ctia HCC chi dat 21,5% theo thong ké
SEER17 [1]. Pay 1a mdt thach thiic
16n, 12 van d& sirc khoe dang can quan
tim trén thé giéi va tai Viét Nam.
Nhiéu phuong phép diéu tri HCC nhu
phau thuat, can thiép qua dudng dong
mach (TACE, DEB-TACE), can thi¢p
khéi u tai chd, xa trj, diéu tri nhdm
tring dich, chim séc giam nhe... Mdi
phuong phép diéu tri chi dinh riéng cé
thé héa trén ting nguoi bénh, viéc tim

ra dugc mot yéu td c6 kha nang ti€n
doan BN c6 ddp ung vdi phuong phap
diéu tri d6 hay khong 12 mot van dé rat
quan trong duoc dit ra trong thuc té
diéu tri 1am sang. Nhirng nim gan day,
cdc nghién ctru trén thé gidi va tai Viét
Nam da xdc dinh viém déng vai tro
quan trong trong co ché bénh sinh ung
thu va duge coi 13 mot trong 10 dau
hiéu cta ung thu [2]. Nhiéu nghién ctru
d3 chi ra rang ty s6 NLR va ty s PLR
¢6 ¥ nghia tién luong ddp tGng diéu tri,
thoi gian séng khong bénh tién trién,
cling nhu thoi gian séng thém toan bd
ctia nhiéu loai ung thu khdc nhau nhu
ung thu vi, ung thu phoi, ung thu dai
tryc trang, ung thu thyc quan... [3, 4].
Céc chi s6 nay dé dang tinh duoc bang
xét nghiém mdu thudng quy ma tit ca
cdc BN duoc chi dinh trudc khi didu
tri. Tuy nhién, tai Viét Nam van dé nay
con chua dugc nghién cuu trén HCC.
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Vi vy, nghién ctru dwogc tién hanh voi
muc tiéu: Xdc dinh vai tro cua NLR,
PLR trong ddnh gid ddp vng diéu tri
HCC voi phuong phdap TACE.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

* Poi twong nghién ciu: 157 BN
duoc chian dodn HCC giai doan trung
gian theo tiéu chuan chan dodn cta Bo
Y té, duoc diéu tri 1an dau voi phuong
phdp TACE tai Bénh vién Quéan y 103
tr thang 01/2017 - 8/2023.

* Tiéu chuan lwa chon: BN lan dau
dugc chan dodn x4c dinh 1a HCC giai
doan trung gian, dugc diéu tri bang
phuong phiap TACE.

* Tiéu chudn logi trir: BN mic thém
bénh 1y ung thu khéc, hodac bénh mau
bam sinh di truyén, bénh 1y ung thu
cua hé tao mau; BN dang c6 ciac bénh
1y viém cap tinh hoic méi dugc diéu
tri khoi trong 7 ngay hodc c¢6 mic bénh
1y viém man tinh khéc; BN truyén cdc
ché phim mdu trong 30 ngay trude khi
xét nghiém; BN dung thudc kich thich
dong bach ciu, tiéu cau, thudc cé anh
huéng dén chic ning tao mdu cia tay

xuong trude thoi diém xét nghiém; BN
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khong day du thong tin chi tiéu nghién
ctru, khong chap thuan tham gia nghién
ctru, hodc mat theo di trong qué trinh
nghién cuu.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctru
md ta cit ngang.

* C6 mdu: Toan bg.

* Chi tiéu nghién ciru: Tudi, gioi
tinh, PS, BMI, tinh trang viém gan, chi
s0 AFP, diém Child-pugh, sé luong
khdi u, kich thudc u 16n nhat, mac do
lan téa cua u, gid tri NLR va PLR
trude diéu tri, dap tng diéu tri.

* Tiéu chudn dp dung trong nghién
ciru: Chén dodn xéc dinh va giai doan
theo tiéu chuan chan doédn cia Bo Y té.
Pénh gia ddp mg diéu tri sau TACE
1 thang.

* Tiéu chudn ddnh gid ddp img
diéu tri: mRECIST.

3. Pao dirc nghién ctru

Nghién ctru tuan thu moi quy dinh
vé van dé& dao duc trong nghién ctru
khoa hoc. Két qua trong bai bdo 1a
hoan toan chinh x4c, trung thuc, khich
quan, chua duoc cong bd trude diy va
khong gip van dé khic vé xung dot

lgi ich.
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KET QUA NGHIEN CUU
1. Pic diém chung ciia nhém ddi twong nghién ciru

Bing 1. Pic diém chung ctia nhém dbi twong nghién ciru (n = 157).

Pic diém S6 BN (n) Ty 18 (%)
Tudi (i + SD) Trung binh 63,81 +2,82
Gidi tinh Nam 127 80,89
<185 21 13,38
BMI 18,5-25 8 72,61
> 25 114 14,01
0 3 1,91
PS 1 133 84,72
2 21 13,37
Viém gan virus B 120 76,43
Tinh trang viém gan Viém gan virus C 15 9,55
Khdc 22 14,02
AFP < 20 ng/mL 5 32
AFP AFP 20 - 400 ng/mL 110 70
AFP > 400 ng/mL 42 26,8
Piém Child- pugh Chi‘ld—pugh A 110 70,06
Child-pugh B 47 29,94
Kich thude khéi u L-3em 26 16,56
Y >3- 6cm 102 64,97
> 6cm 29 18,47
1-3u 100 63,7
S6 luong khéi u 4-6u 57 36,3
>7u 0 0
NLR trudc diéu tri X +SD 2,88 1,26
PLR trudc diéu tri X +SD 119,08 + 55,58
Pép g didu tri cfs dép/l'm’g 127 80,89
Khong dép ung 30 19,11

Tubi trung binh ctia nhém BN nghién ctru 12 63,81 + 2,82; 80,89% 1 nam. Pa
$6 c6 PS 1 (84,72%). 72,61% BN c6 BMI trung binh; 70% BN c6 AFP tur 20 -
400 ng/mL. Child-pugh A 1a chu yéu (70,06%). S6 luong khéi u chi yéu1a 1 - 3
u (63,7%), kich thuéc u 16n nhat chit yéu < 6¢m (81,53%). Ty 16 ddp tng diéu tri
khéch quan 12 80,89%. NLR trung binh trudc diéu tri 1a 2,88 + 1,26; PLR trung
binh trude diéu trj 1a 119,08 + 55,58.
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2. Gia tri NLR, PLR trong tién lwong dap tng diéu tri

Bang 2. Dic diém l1am sang, can 1am sang theo ddp tng diéu tri.

Pap ing diu tri S lwong Khong dap img Co dap ung
Diic diém (n=157) n (%) n (%) P
. <60 25 7 (28) 18 (72)
Tuoi 0,923
>60 122 23 (18,85) 99 (81,85)
o Nam 127 25 (19,68) 102 (80,32)
Gidi tinh 0,299
Nir 30 5(16,67) 25 (83,33)
0-1 136 15 (11,03) 121 (88,97)
PS 0,02
2 21 15(71,42) 6 (28,58)
Thiéu can 22 10 (45,45) 12 (54,55)
BMI Binh thuong 114 15 (13,15) 99 (86,85) 0,256
Thira can 21 5(23,8) 16 (76,2)
Viém gan
. virus B 120 19 (15,83) 101(84,16)
inh trang in
n j Viém gan 0,952
viém gan virus C 15 8(53,34) 7 (46,66 )
Khéc (rugu...) 22 3(13,63) 29 (86,37)
Chi s AFP AFP < 20 5 0(0) 5 (100)
iso
(ng/mL) AFP 20 - 400 110 4(3,63) 106(96,37) 0,0428
AFP > 400 40 26 (65) 14 (35)
Piém Child-pugh A 110 15 (13,63) 95 (86,37) 0.201
Child-pugh Child-pugh B 47 15 (31,91) 32 (68,09) '
] , 1-3cm 26 2(1,7) 24 (92,3)
gg?;hmc >3- 6em 102 10 (9.8) 92 (90,2) <0,0001
> 6cm 29 18 (62) 11 (38)
. 1 - 3 khéi 100 6 (6) 94 (94)
SO lugng u . 0,0029
4 - 6 khoi 57 24 (42,1) 33 (57,9)
4,44 + 1,1 2,09 £0,22
NLB AL Trung binh 0,015
trude diéu tri (3,1 -6,66) (1,58 -2,65)
PLR Trung binh 215,78 £ 74,41 81,66 + 12,58 0,045

trude diéu tri (120-374,16) (16,75 -112,94)

Dép tng diéu trj c6 lién quan dén PS, chi s AFP, kich thudc khi u, sé luong
khéi u, mirc do lan téa cia khéi u, chi s6 NLR, PLR trudc diéu tri.
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Xdc dinh diém cét cta chi s6 NLR, PLR trudc diéu tri:

Puing cong ROC cho NLR
| Puing rong ROC che FLR

08|

0.5

Bi nhay

i nhay

AUC=0,837
AUC=0,76

1 - 6 dac hién 1- B dic higu

Hinh 1. Buong cong ROC cho NLR. Hinh 2. Buong cong ROC cho PLR.

Dién tich dudi dudong cong ROC ddi véi NLR 1a 0,837 (95%, KTC: 0,735 -
0,940), gid tri diém cat caa NLR 1a 2,375 c¢6 d6 nhay 1a 70% va d6 dic hiéu 1a
96% voi p < 0,0001. Dién tich dudi dudng cong ROC dbi véi PLR 1a 0,766
(95%, KTC: 0,649 - 0,882), gid tri diém cit cua PLR 12 93,37 ¢6 do nhay 1a 73%
va d6 dic hiéu 12 96% vdi p < 0,0001.

Bang 3. Mbi lién hé giita gid tri NLR, PLR va dép Gng diéu tri.

Pap ung diéu tri

Gia tri p
Con (%) Khong n (%)
< 2,375 109 (89,35) 13 (10,65)
NLR < 0,0001
>2,375 10 (28,57) 25 (71,43)
< 93,37 117 (97,5) 32,5
PLR < 0,0001
> 93,37 10 (27) 27 (73)

NLR > 2,375 c¢6 ty 1€ bénh khong dap ung 1a 71,43% cao hon ¢é ¥ nghia so
v6i nhom NLR < 2,375 (10,65%). PLR > 93,37 c6 ty 1€ bénh khong ddp tng la
73% cao hon c6 y nghia so véi nhom PLR < 93,37 (2,5%).
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BAN LUAN

Nghién ctru cho thdy, do tudi trung
binh cia nhém BN nghién ctru 1a 63,81
+ 2.82: da s& BN 1a nam, chiém
80,89% (Bdng 1). Két qua nay c6 su
twong dong véi cdc nghién chu vé
HCC ¢ céac nghién ctru trong va ngoai
nudc. Theo Heping Zhao va CS
(2019), nghién ctru trén 1.180 BN
HCC 63,03 = 9,11; ty 1€ nam la
81,33% [5]. Pa s6 BN c6 chi s toan
trang t6t véi PS 1 chiém da sd
(84,72%), va BMI trung binh (72,61%)
du diéu kién thuc hién TACE. Trong
nghién ctru cua chung to1, ty 1€ BN c6
nhiém virus viém gan B, virus viém
gan C lan luot 1a 76,43% va 9,55%.
Ngoai ra, ¢c6 khoang 14,02% BN c6
tinh trang viém gan man tinh khong do
virus. Trong nghién ctru cua Hee Ho
Chu va CS (2021) trén 931 BN tai
Trung tam y té ASAN, Bénh vién Dai
hoc Y Ulsan, Han Qudc, ty 1& BN
nhiém virus viém gan B 1a 75,2%, ty 1¢
nhiém virus viém gan C la 10,8% [6].
Két qua nay twong dong nhau va phi
hop véi tinh trang nhiém virus viém
gan tai chiu A.

Cic dic diém vé khdi u: Ty 16 BN
c6 s6 lugng khdiu1l-3u,4-6u,7u
lan luot 13 63,7% va 36,3%, 0%. BN
c¢6 kich thuéc u tr 3 - 6cm chiém
64,97%, u > 6cm chiém 18,47% va
u < 3cm 14 16,56%. Khéi u nam trong
1 thuy 1a 59,87%, 2 thuy la 40,13%.
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Trong nghién ctru cua Hee Ho Chu va
CS (2021): BN c6 1 - 3 u (45,2%), ty
1&¢ BN ¢6 > 4 khoi u 1a 55,8% [6] khéc
biét v6i nghién ctru cua ching toi, diéu
nay c6 thé lién quan dén viéc cic BN
trong nghién ctru cua Hee Ho Chu
dugc phéat hi¢n mudén hon. Theo Hee
Ho Chu (2021), BN ¢6 kich thuéc khéi
u 16n nhit < 5cm va > Scm 1a 45,5% va
54,5% [6]. Su khéc biét nay do tiéu chi
phan nhém kich thuéc ton thwong.
Trong nghién ctru cua Hee Ho Chu
(2021) ty 18 BN ¢6 khéi u nam trong 1
thuy 1a 59,9%, ty 1¢ lan toa 2 thuy Ia
40,1%, két qua nay 1a twong dong voi
két qua trong nghién ctru cia ching toi
[6]. 100% BN dugc diéu tri bang
phuong phap TACE.

Két qua phén tich duong cong ROC
cho NLR cho thdy, dién tich dudi
duong cong ROC d6i véi NLR la
0,837 (95%CI, 0,735 - 0,940); dieém cét
phan bi¢t dap ung voi khong dap tng
diéu tri 1a 2,375. Két qua nay tuong ty
vol nghién cuou cua Chengguo Wang
va CS (2020) tién hanh trén 380 BN
HCC giai doan trung gian duogc diéu tri
buéc mdt bang phuong phip TACE
nhim muc tiéu xay dyng md hinh tién
lugng dé du dodn kha ning song con,
theo nhém tdc gia, ngudng gid tri tbi
uu cua chi s& NLR 1a 2,4 [7]. Theo
Chengguo Wang, NLR > 24 la
ngudng gid tri cia NLR dé phan biét
gitta BN ¢6 OS tot va xau. Bdi véi dap
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ung voi diéu tri budc mot, nhém BN
c6 NLR > 2.4 ciing c6 ty 1& bénh tién
trién cao hon so voi nhém c6 NLR <
2,4, su khic biét c6 ¥ nghia théng ké
voi p = 0,03 [7]. Trong nghién ctru cua
Hee Ho Chu va CS (2021), gié tri diém
cit NLR = 3 ¢6 cao hon mdt chit, day
12 nghién ctru c6 c& mau 16n véi 938
BN HCC. Theo d6 BN c¢6 NLR < 3 ¢6
ty 1¢ dédp img hoan toan la 30,6% cao
hon so véi nhém NLR > 3 (17,1%,
p =0,007) [6].

Két qua phan tich duong cong ROC
cho PLR, di¢n tich dudi duong cong la
0,766 (95%CI, 0,649 - 0,882), gia tri
diém cit tim duoc 1 93,37. Gi4 tri nay
ctia chiing t6i khdc so véi mot sb gid tri
PLR tim duoc trong mot sé nghién ctru
khac vé HCC trén thé gidi. Trong phan
tich gop cua Roberto Micnici va CS
(2022), céc tac gia dua ra gioi han
ngudng cho PLR dao dong tir 72 - 150
[8]. Piéu nay c6 thé giai thich boi su
khéc nhau trong d6i twong BN nghién
ciu cling nhu muyc ti€u nghién cuu,
phuong phép diéu tri khdc nhau dugc
str dung trong cac nghién ctru khac nhau.

Két qua tai bang 3 cho thay, nhitng
BN ¢6 NLR cao > 2,375 c6 dép tng
diéu tri kém hon c6 y nghia so véi
nhém BN c¢6 NLR thip < 2,375 véi
p < 0,0001. Két qua nay phd hop voi
két qua nghién ctu cia Chengguo
Wang, Hee Ho Chu va CS (2021) [6].

Nhitng BN ¢6 chi sé6 PLR cao
> 93,37 ¢6 ddp Gmg diéu tri kém hon c6
¥y nghia so véi nhém BN c6 PLR thip
< 93,37. Trong nghién ctru cua Tian va
CS (2016), ciing khoéng c6 mdi lién
quan nao gitta tudi, gidi tinh, BMI va
dap mg diéu tri. Bén canh ddp {ng
diéu tri, giai doan bénh ciing lién quan
dén giai doan T cta khdi u. Cu thé, ty
1¢ T3 - T4 & nhém PLR > 96,13 la
64%, cao hon c6 y nghia so vé1 nhém
PLR < 96,13 ( 31%, p = 0,006) [9],
diéu nay khong duoc ghi nhan trong
nghién ctru cua chung t6i, vi Tian va
CS suir dung phan loai giai doan theo
AJCC (khéi u T3 dinh nghia 1a c6
nhiéu u, véi kich thuéc u 16n nhat
> 5cm, u T4 1a khéi u c6 xam lan
nhinh tinh mach ctra, tinh mach trén
gan hodc xam l4n tang lan can); trong
khi d6 nghién ctu cua ching t6i su
dung phan loai theo Barcelona. Bén
canh d6, mot dic diém khién cho gia
tri ngudng cua PLR khic nhau gitra
nghi€én ctru cua ching t61 véi céc
nghién ctu khic duoc thuc hién trén
thé gi6i 1a dic diém tinh trang viém
gan gitta cdc d6i twong nghién ctu
khac nhau. Tinh trang viém gan, xo
gan 1am anh huong t6i sé luong tiéu
cau, cu thé 12 1am giam tiéu cau do
cuong lach va do gan giam chuc nang
san xuat TPO (thrombopoeintin: Chat
kich thich tay xwong tao dong tiéu
cau), do d6, 1am anh hudng toi chi sd
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PLR. Vi vy, két qua tim dugc giira
cac nghién ctru gid tri tién lugng cua
PLR trén BN HCC van chua c6 su
dong nhat va ngudng PLR van dao
dong trong pham vi twong ddi 16n.

KET LUAN

Nghién ciru trén 157 BN duoc chan
dodn HCC giai doan trung gian, ching
to1 riat ra mot s6 két luan nhu sau: Chi
s6 NLR, PLR c6 gia tri tién lugng dép
tmg diéu tri HCC bang phuong phdp
TACE. Ngudng gid trj téi wu ciia NLR,
PLR dé tién luong ddp ung diéu trj Ia:
NLR = 2,375 va PLR = 93,37. Nhiing
BN c6 chi s6 NLR > 2,375 c6 dép tng
diéu tri kém hon c6 y nghia so vdi
nhoém BN c¢6 NLR < 2,375. Nhitng BN
c6 chi s6 PLR > 93,37 c6 dép tng diéu
tri kém hon c6 y nghia so véi nhoém
BN c6 PLR < 93,37.
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