TAP CHI NGHIEN ClPU Y HOC

GIA TRI TIEN LUONG THO'I GIAN SONG THEM CUA THANG PIEM
ABCR O’ BENH NHAN UNG THU BIEU MO TE BAO GAN DIEU TRI
BANG PHUWONG PHAP NUT MACH HOA CHAT
TAI BENH VIEN DAI HOC Y HA NOI
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Khodng 60% ung thuw biéu mé té bao gan phét hién & giai doan trung gian theo Barcelona, véi liéu phép diéu
tri cha yéu la nit mach hoé chét qua duong déng mach (TACE). Tuy nhién, khong phai tét cé bénh nhén dat hiéu
qua nhw nhau khi diéu trj TACE. Do dé, chiing toi tién hanh nghién ctru véi muc tiéu: Bénh gié vé gia trj cia thang
diém ABCR trong tién lrong théi gian séng thém & bénh nhén ung thu biéu mé té bao gan giai doan trung gian duoc
diéu tri bdng nut mach héa chét. Nghién ctru 85 bénh nhéan ung thu biéu mé té bao gan giai doan trung gian diéu
tri bang phuwong phap TACE tai Bénh vién Dai hoc Y Ha N6i tr thang 6/2021 dén thang 1/2024. Tudi trung binh I3
59,7 + 10,9 tudi. Nam gidi chiém 85,9%. 72,9% bénh nhan méc viém gan B. Thoi gian séng thém trung binh sau
TACE Ia 33,5 thang. Gia tri duw doén tién luong tir vong cla thang diém ABCR cé dién tich duéi durdng cong la
0,67. Nhém phén loai ABCR nguy co'thap cé thoi gian sbng thém trung binh Ia 36,6 thang véi 95% Cl 1a 33,6 - 39,6
cao hon nhém phan loai ABCR nguy co trung binh va ACBR nguy co cao (33,4 thang va 14,7 thang) véip = 0,07.
Tir khoa: Ung thw biéu moé té bao gan (UTBMTBG), nat mach hoa chéat qua dwéong déng mach (TACE),
Thang diém ABCR, Bénh vién Dai hoc Y Ha Noi

I. DAT VAN DE

Nam 2020, wéc tinh cé khoang 905.700
ngwdi dwoc chan doan ung thw biéu mo té bao
gan (UTBMTBG) va 830.200 ngudi chét vi ung
thw biéu mo té bao gan trén toan cau. D liéu
m&i nhéat cho thay Viét Nam ding thi tw vé ty
lé méc ung thw biéu md té bao gan trén toan
thé gi¢i. O Viet Nam, ty 1& méc ung thuw biéu
mo té bao gan chuén hoa theo tudi (IR) la 39,0
trén 100.000 ngwoi & nam va 9,5 trén 100.000
nguwoi & niv."!

Khoang 60% ung thw biéu mé té bao gan
phat hién & giai doan trung gian theo Barcelona,
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va liéu phap diéu tri cha yéu trong giai doan nay
la nat mach hoa chéat qua dwdng ddng mach
(TACE). Thoi gian sbng thém sau TACE tir 13
- 43 thang & giai doan trung gian cho thay cé
sy dao dong Ién & nhom ung thw biéu mé té
bao gan giai doan trung gian. Do d6, da ra doi
rat nhiéu cac thang diém gilp tién lwong bénh
nhan ung thw biéu mé té bao gan sau TACE.?
Thang diém ABCR Ia thang diém c6 su phéi
hop gitra chan doan hinh anh va lam sang
giup tién lwgng bénh nhan chinh xac hon.
Thang diém ABCR duoc ra doi gdm 4 chi sé:
AFP, diém Child Pugh sau diéu tri, giai doan
Barcelona va dap &ng khéi u. Hién nay, chua
c6 nhiéu nghién ctru vé& thang diém ABCR tai
Viét Nam. Do d6, chang t6i tién hanh nghién
ctu v&i muc tiéu: Panh gia vé gia tri cua thang
diém ABCR trong tién lwong thoi gian sbng
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thém & bénh nhan ung thw biéu mé té bao gan
giai doan trung gian duwoc diéu tri bang nut
mach héa chat

Il. DOI TWUONG VA PHUONG PHAP

1. Déi twong

85 bénh nhan dwoc chan doan xac dinh
ung thw biéu mo té bao gan theo phan loai
Barcelona, diéu tri bang phwong phap TACE,
danh gia thang diém ABCR tai thoi diém truéc
lan nat mach héa chat thi 2, theo déi thdi gian
sbéng thém clia bénh nhan tir thang 6/2021 dén
thang 1/2024 tai Bénh vién Bai hoc Y Ha Noi.

Tiéu chuén Iwa chon

- Bénh nhan dwoc chan doan ung thu biéu
mo té bao gan theo tiéu chuin Bo Y té 2020.3
Giai doan trung gian theo Barcelona dwgc bao
gdm céc tiéu chi theo Hiép hoi Gan mat My
AALSD.*

- Bénh nhan dwoc diéu tri bang phuong
phap nut mach hoa chét 14n 2: Nut mach hoa
chat dong mach gan theo kiéu truyén théng

(cTACE) hoac dung hat tai thubc (DEB-TACE).
- Bénh nhan déng y tham gia nghién ctu.
Tiéu chuén loai tree
Bénh nhan khéng dong y tham gia nghién

clru.

2. Phwong phap
Thiét ké nghién ctru
Nghién ctru hdi ctru.

Phwong phap chon méu va c& mau

L4y toan bd bénh nhan phu hop véi tiéu
chuan Iwa chon trong thoi gian nghién ctru.

Cdc bién sé nghién ctru

Thang diém ABCR dwoc danh gia dwa trén

4 yéu t0: Giai doan khoi u theo Barcelona,

AFP trwdc nut mach Ian 2, sw chénh 1éch diém

Child Pugh so v&i trwde diéu tri va dap tng

khoi u theo mRECIST. Chia mé hinh tién Ilwgng

song sot ABCR cthanh 3 nhém: nguy co thap

(ABCR < 0), nhém nguy co trung binh (ABCR

1 - 3 diém) va nhém nguy co cao (ABCR > 3

diém).s

Bang 1. Thang diém ABCR

Cac bién sé Diém
Thang diém Barcelona

A 0

B 2

C 3

Cé Khéng
AFP > 200 mg/ml 1 0
Sau lan nut mach dau tién

Child Pugh = 2 diém 2 0
DPap &ng khéi u -3 0

Piém ABCR

Théi gian séng thém toan bo 1a khoang thoi
gian dwoc tinh tir thdi diém bénh nhan tham gia

vao nghién ciru cho dén thoi diém bénh nhan
t&r vong do b4t ky nguyén nhan nao.
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X ly sé liéu

Phwong phap phan tich séng sét (survival
analysis) cé s¢ dung duwdng cong Kaplan
Meiter so sanh thoi gian séng thém cla bénh
nhan ung thw biéu mé té bao gan giai doan
trung gian diéu tri bang phwong phap nat mach
theo cac nguéng cat thuc hién trong phan mém
R theo phwong phap kiém dinh log-rank.
3. bao dirc nghién ciru

Nghién clru da dwoc théng qua hodi ddng
dé cwong clGa bé mén Noi tdng hop. Nghién
ctru dwoc sy ddng y ciia Bd mon Nai téng hop
Trwdng Dai hoc Y Ha Néi, Bénh vién bai hoc
Y Ha Noi.

Nghién ciru dam bao tuan thl cac quy dinh
vé dao dirc nghién ctru trong nghién cru y hoc.

ll. KET QUA

Tw thang 6/2021 dén thang 1/2024, chung
t6i da tién hanh nghién ciru 85 bénh nhan ung

thw biéu mo té bao gan giai doan trung gian
theo Barcenola dwoc diéu tri theo phuong phap
TACE. V¢i cac déc diém sau:
1. Dic diém chung cua déi twong nghién ciru

Tudi trung binh trong nghién ctru la 59,7 +
10,9 tudi. Tré nhat 1a 27 tubi, I&n nhéat la 82 tudi.
Nam gi&i chiém 85,9% (73 bénh nhan). N gidi
chiém 14,1%. 72,9% bénh nhan mé&c viém gan
B. 3,5% bé&nh nhan mac viém gan C. 2,4% bénh
nhan déng méc viém gan B va viém gan C.
2. Cac yéu té anh hwéng dén thoi gian séng
thém cta bénh nhan ung thw biéu mé té bao
gan diéu tri bang phwong phap TACE

Bénh nhan theo déi sau TACE lan 2 it nhat
6 thang hoac khi bénh nhan tl vong. Khi phan
tich cac yéu tb anh hudng dén thoi gian séng
thém toan bd (OS) cda bénh nhan ung thw
biéu mé té bao gan diéu tri bang phwong phap
TACE trwdc thoi diém nat mach 1an 2, nhom
nghién cru thu dwoc két qua

Bang 1. Phan tich cac yéu té lién quan dén
th&i gian séng thém toan bé (OS) & nhém nghién ciru

Théi gian séng thém toan bd Giatrip
n (thang) (Kiém
Trung binh 95% ClI dinh logrank)
) ) 1 55 32,4 28,9-33,8
So lweng khoi u - - 0,41
Nhiéu khéi 30 31,2 28,0-37,2
) <7cm 53 35,8 32,6 - 39,1
Kich thudc khéi u 0,02
>7cm 32 21,8 18,2 - 25,4
Huyét khoi Co 4 18,6 11,7 -25,6
- . 0,025
tinh mach ctra Khéng 81 33,8 30,3-37,2
AFP trudc < 200 ng/ml 53 36,6 33,6 - 39,6
R 0,03
lan TACE 2 > 200 ng/ml 32 27,6 20,7-34,5
cTACE 38 34,7 31,1-38,3
Phwong phap TACE 0,233
DEB.TACE 47 23,9 21,5-26,4

Thoi gian séng thém trung binh 14 33,5 £ 1, 7 thang.
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Bénh nhan co6 khéi u kich thuwdc 1én nhat 1a Bénh nhan cé AFP > 200 ng/ml c6 thoi gian
14,5cm, nhoé nhét 1a 1,4cm. Bénh nhan co kich sbéng thém it hon bénh nhan c6 AFP < 200 ng/
thwdc u < 7cm c6 thdi gian séng thém cao hon ml v&i p = 0,03.

bénh nhan co kich thwéc u > 7cm véi P = 0,02.
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Biéu d6 1. Panh gia ty 1é séng sé6t theo chi sé AFP trwéc 1an TACE thir 2

Bénh nhan ¢4 AFP < 200 ng/ml ¢c6 ty & sbng 200 ng/ml v&i p = 0,0006.
cao hon 7,19 1an so v&i bénh nhan co6 AFP >

+ Kich thwéc <7 cm
- Kich thwéc >7 cm
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Biéu do 2. Panh gia ty 1é séng sét theo kich thwéc khéi u trwée 1an TACE thir 2

Bénh nhan co kich thwéc u < 7cm co ty 1é thwdc u > 7cm, voi p = 0,0092.
sbéng cao hon 5,092 so v&i bénh nhan cé kich
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Biéu do 3. Panh gia ty lé séng sét theo phwong phap TACE
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Bénh nhan dwoc diéu tri theo cTACE cb ty lé
sbng sét cao hon 1,9 1an so v&i bénh nhan diéu

tri theo phwong phap DEB TACE vé&i p = 0,37.

TAP CHI NGHIEN ClPU Y HOC

3. Gia tri tién lwong thoi gian séng thém cua
thang diém ABCR

Bang 2. phan nhém theo thang diém ABCR va thoi gian séng thém

Thoi gian s6ng thém toan bo

Phan nhém theo - Gié trip
thang didm ABCR n Ty & (%) (thang) (Kiém dinh
Trung binh 95% ClI logrank)
Nguy co thap 18 21,2 36,6 33,6 - 39,6
Nguy co trung binh 63 74,1 33,4 28,0 - 36,9 0,07
Nguy co cao 4 47 14,7 6,3 - 23,1

Nhém phan loai ABCR nguy co' thap co thoi
gian séng thém trung binh la 36,6 thang v&i
95% Cl la 33,6 - 39,6 cao hon nhém phan loai

100

ABCR nguy co trung binh va ACBR nguy co
cao (33,4 thang va 14,7 thang) véi p = 0,07.

ABCR nguy co thfip

~ ~
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Biéu do 4. So sanh nguy co tir vong theo phan loai ABCR

Nhoém ABCR nguy co cao co ty 1€ t&r vong
cao hon nhém ABCR nguy co thap la 10,75 1an
v&i p = 0,0018.

Nhém ABCR nguy co cao co ty Ié tr vong
cao hon nhém ABCR nguy co trung binh la
5,64 lan v&i p = 0,399.

Nhom ABCR nguy co trung binh ty & t&
vong cao hon nhém ABCR nguy co thap la 1,45
lan véi p = 0,0018.

Gia tri dw doan tién lwgng t&r vong cta thang
diém ABCR c6 dién tich duwéi duwong cong la
0,67.
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Biéu dé 5. Gia tri tién lwong
cua thang diém ABCR
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IV. BAN LUAN

Nghién clru cua chung téi véi 85 bénh
nhan ung thw biéu mé té bao gan duoc didu
tri TACE lan 2.

D6 tudi trung binh ctia nhém nghién ctru 1a
59,7 + 10,9 tudi. Tré nhat la 27 tudi, I6n nhat
la 82 tudi. K&t qua nay twong tw voi két qua
nghién clru clia tac gia Dau Quang Liéu véi tudi
trung binh 63,54 £ 10,43. Theo nghién clru cla
tac gid Nguyé&n Dinh Tung, do tudi mac ung thw
biéu mé té bao gan & nam tir 60 - 64, ni gidi
65 - 69 tudi (nghién ciru tir giai doan 2001 -
2009).67

Nam gi¢i chiém 85,9%. Cao hon nghién
clru cua tac gia Kefeng v&i ty 1€ nam la 80,9%.
Thép hon nghién clru cta tac gia Pau Quang
Liéu v&i nam gidi chiém 92,77%. Tuy nhién, tat
cac nghién ctru ty Ién nam gidi cao hon nir gidi.
Ty 1&€ nam/nlr cé xu hwéng cao hon & nhirng
vung c6 ty |& nhiém virus viém gan cao. Khu
viec ¢6 nguy co cao nhu chau A - Thai Binh
Dwong (Han Quéc, Triéu Tién, Indonesia, Viét
Nam) ti & nam mac ung thw biéu mé té bao gan
qua c&c ndm cao gap 4 lan niy gisi.68

Trong nghién clru cla chudng t6i 72,9%
bénh nhan nhiém viém gan B, 3,5% bé&nh nhan
nhiém viém gan C, 2,4% bénh nhan déng méc
viém gan C va viém gan C. Két qua nay phu
hop véi tinh hinh dich té viém gan virus B &
Viét Nam. Tuy nhién, ty 1& nhiém viém gan B
trong nghién ctru ctia ching t6i thap hon so véi
nghién ctru clia tac gia Doan Thai Ky nam 2015
la 90,5%. Diéu nay dwoc ly gidi do hiéu qua cua
chwong trinh tiém chling vacin viém gan B cho
toan bo tré em, gilip gidm ty I& nhiém viém gan
B tai Viét Nam.®

Bénh nhan cé kich thwdc khéi u > 7cm ¢o
thoi gian sdng thém trung binh 14 21,8 thang
thép hon v&i bénh nhan co kich thwédc khdi u
< 7cm la 35,8 thang. Sy khac biét c6 y nghia
thdng ké v&i p = 0,02. Bénh nhan cé kich thuéc

u < 7cm c6 ty & sébng cao hon 5,092 so véi
bénh nhan cé kich thwéc u > 7cm, véi p =
0,0092. tac gia Park cling ghi nhan nguy co tt
vong khi u > 7cm cao gép 1,42 14n nguy co t&r
vong v&i u < 7cm. ™

Bénh nhan c6 AFP truéc 1an can thiép 1an 2
> 200 ng/ml c6 thi gian séng thém it hon bénh
nhan cé AFP < 200 ng/ml (27,6 thang so voi
36,6 thang) véi p = 0,03. Bénh nhan c6 AFP <
200 ng/ml cé ty |& séng cao hon 7,19 14n so véi
bénh nhan cé AFP > 200 ng/ml vé&i p = 0,0006.
Nghién ciru cla tac gid Gauri Mishra da két
luan rang bénh nhan véi AFP = 200 ng/ml
trwdc diéu tri co thoi gian sdng sét tbng thé thap
hon bénh nhan AFP < 200 ng/ml (19,4 thang
va 34,7 thang, p > 0,001.""

Khong cé sy khac biét vé thoi gian sdng
thém git)a nhém bénh nhan cé 1 khéi u va
nhém c6 nhiéu khéi u (32,4 va 31,2 thang voi
p = 0,41), gitta nhom diéu tri cTACR va DEB
TACE (34,7 thang va 23,9 thang, p = 0,233).
Bénh nhan dwoc diéu tri theo cTACE co ty 18
sbng s6t cao hon 1,9 1an so v&i bénh nhan diéu
tri theo phwong phap DEB TACE tuy nhién
sw khac biét chua cé y nghia théng ké véi p
= 0,37. Shi va cbng sy bénh nhan diéu tri voi
DEB-TACE c6 thoi gian séng thém cao hon véi
cTACE (534 ngay so v&i 367 ngay, p = 0,027)."2

Theo phan loai ABCR trong nghién ctru clia
chang t6i c6 21,2% bénh nhan nguy co thap,
74,1% bénh nhan nguy co trung binh, 14,7%
bénh nhan nguy co cao. V&i thdi gian sbng
thém trung binh cia nhém nghién ctru la 33,5
thang. Khi so sanh thai gian séng thém cla cac
nhém theo phéan loai ABCR v&i test Kaplan-
Meier: Nhém phan loai ABCR nguy co thap c6
thoi gian sdng thém trung binh la 36,6 thang
v&i 95% CI: 33,6 - 39,6 cao hon nhém phén
loai ABCR nguy co trung binh va ACBR nguy
co cao (33,4 thang va 14,7 thang) véi p = 0,07.
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Nhom ABCR nguy co cao co ty Ié t& vong
cao hon nhém ABCR nguy co thap la 10,75 1an
v&i p = 0,0018. Nnom ABCR nguy co cao cé ty
[é t& vong cao hon nhém ABCR nguy co trung
binh & 5,64 1an v&i p = 0,399. Nhém ABCR
nguy co trung binh ty Ié t&r vong cao hon nhém
ABCR nguy co thap 1a 1,45 1an vé&i p = 0,0018.
Chung t6i nhan thay: ABCR c6 tién lwong rd
rét thoi gian séng thém & nhdém nguy co thap
va nguy co cao, nhwng khéng cé sy khac biét
nhiéu & nhdm nguy co cao va trung binh.

Tac gid Kefeng khi chia phan loai ABCR
thanh 2 nhém nguy co cao (ABCR > 3 diém) va
nguy co thap (ABCR < 3 diém) thi nhém nguy
co thap cé thoi gia séng thém 29,3 (25,0 - 35,0)
co hon so v&i nhém nguy co cao 11,5 (9,0 -
17,5) v&ip =0,001.8

Khi danh gia gia tri cta thang diém ABCR,
chung t6i nhan thdy mé hinh tién lwong cé y
nghia & mdrc trung binh trong tién lwgng ung
thw biéu mo té bao gan diéu tri bang phwong
phap nut mach hoa chét, véi chi sé Harrel'C
la 0,67. Két qua nay ciing twong tw véi tac
gid Xavier Adhoute va cong sy (2015), diém
Harrel’'C déi v&i thang diém ABCR la 0,689; tac
gid Kefeng: diém Harrel'C déi véi thang diém
ABCR Harrell = 0,604.813

V. KET LUAN

Thang diém ABCR cé gia tri tién lvong &
murc trung binh trong tién lweng ung thw biéu
moé té bao gan diéu tri bdng phwong phap
TACE, véi chi sé Harrel’C la 0,67.

Nhom ABCR nguy co cao co ty Ié t& vong
cao hon nhém ABCR nguy co thap 1a 10,75 lan.
Nhom ABCR nguy co cao co ty Ié tir vong cao
hon nhém ABCR nguy co trung binh 1a 5,64 lan.

TAI LIEU THAM KHAO

1. Harriet Rumgay MA JF. Global burden of
primary liver cancer in 2020 and predictions to

TAP CHI NGHIEN ClPU Y HOC

2040. Research article. 2022; 6:1598-1606.

2. Masatoshi Kudo TA KU, Toshiharu
Sakurai, Masayuki Kitano, Naoshi Nishida.

Subclassification of BCLC B Stage
Hepatocellular Carcinoma and Treatment
Strategies: Proposal of Modified Bolondi’s
Subclassification (Kinki Criteria). Dig Dis. 2015;
33(6): 751-758. doi:doi:10.1159/000439290.

3. Nguyén Trwéng Son. Chan doan va diéu
tri Ung thw biéu mo té bao gan. B6 y té. 2020;

4. Amit G JMea. AASLD Practice Guidance

on prevention, diagnosis, and treatment
of hepatocellular carcinoma. Hepatology.
2023; 76(6):  1922-1965. doi:10.1097/
HEP.0000000000000466.

5. Xavier Adhoute GP, Sebastien Naude.
Retreatment with TACE: The ABCR SCORE,
an aid to the decision-making process. Journal
of Hepatology. 2015; 62(4): 855-862.

6. Dau Quang Liéu. Nghién ctru gia trj thang
diém mHAP - Il trong tién luong thoi gian séng
thém & bénh nhan ung thw biéu mé té bao
duoc diéu tri nut mach. trwdng dai hoc Y Ha
NGi; 2022.

7. Nguyén Binh Tung. Cancer incidence in
the population of Thua Thien Hue province,
Viet Nam 2001-2009. Journal of Science, Hue
University. 2012; 61

8. Kefeng Jia WY, Zhongsong Gao.
Recommendation of mMHAP and ABCR scoring
systems for the decision-making of the first and
subsequent TACE session in HCC patients. Eur
J Gastroenterol Hepatol. 2023; 35(4): 461-470.

9. Doan Thai ky. Nghién ctu két qua didu
tri ung thw biéu md té bao gan bang phuong
phap tdc mach hoéa dau s dung hat vi cau Dc
Beads. . Vién Nghién ctru khoa hoc y duoc 1am
sang 108. 2015;

10. Yehyun Park et al. Addition of tumor
multiplicity improves the prognostic performance

TCNCYH 181 (08) - 2024

193



TAP CHIi NGHIEN ClPU Y HOC

ofthe hepatoma arterial-embolization prognostic
score. Liver Int. 2016;36:100-107.

11. Gauri Mishra et al. Prognostic role of
alpha-fetoprotein in patients with hepatocellular
carcinoma treated with repeat transarterial
chemoembolisation. BMC Cancer. 2020;
29(20): 483.

12. Shi Z WD, Kang T, Yi R, Cui L, Jiang
H. Radiol Oncol. 2023; 57; 70-79. Comparison

of CalliSpheres(®) microspheres drug-
eluting beads and conventional transarterial
chemoembolization in hepatocellular carcinoma
patients: a randomized controlled trial. Radiol
Oncol. 2023; 57: 79-70.

13.Adhoute XPG, Naude S, Raoul JL, Perrier
H, Bayle O, et al. Retreatment with TACE: the
ABCR SCORE, an aid to the decision-making
process. J Hepatol. 2015; 64(4): 855-862.

Summary

THE PROGNOSTIC VALUE OF SURVIVAL TIME BY THE ABCR
SCORE IN PATIENTS WITH HEPATOCELLULAR CARCINOMA (HCC)
TREATED WITH TRANS - ARTERIAL CHEMO - EMBOLIZATION
(TACE) AT HANOI MEDICAL UNIVERSITY HOSPITAL

About 60% of Hepatocellular carcinoma (HCC) patients are detected in the intermediate stage
according to Barcelona, and the main treatment in this stage is transarterial chemoembolization
(TACE). However, not all patients achieve the same results from TACE treatment. Therefore, the
ABCR score was born to assist with predicting re-treatment of HCC with TACE method. We conducted
this study to evaluate the value of the ABCR scoring system in predicting the additional survival
time in patients with intermediate stage HCC treated with TACE method. 85 patients recruited for
this study were treated at Hanoi Medical University hospital from June 2021 to January 2024. The
average age of our study group was 59.7 + 10.9 years old. Male accounted for 85.9%. 72.9% of
patients have hepatitis B. The average survival time after TACE was 33.5 months. The value for
predicting mortality prognosis of the ABCR score has an area under the curve of 0.67. The low-risk
ABCR classification group had a median survival time of 36,6 months with a 95% CI of 33.6 - 39.6,
higher than the intermediate-risk ABCR classification group and high-risk ACBR classification group
(33.4 months and 14.7 months) with p = 0.07.

Keywords: Hepatocellular carcinoma (HCC), transarterial chemoembolization (TACE), ABCR
score, Hanoi Medical University Hospital.
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