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TOM TAT

Muc tiéu: Nghién ctru nay dugc thuc hién
nham budc dau khao sat cac dac diém 1am sang,
sinh hoc va két qua diéu tri nhém bénh BCCDL
tré em tai phat TKTW don doc tai BV Truyén
méu Huyét hoc.

Poi twong va phuwong phap nghién ciru: 36
bénh nhi (<16 tudi) duoc chan doan BCCDL tai
phat TKTW don doc lan déu sau khi dat lui bénh
hoan toan sau giai doan tin cong cua phac do
FRALLE 2000. Thiét ké nghién ctru: hdi ctu, md
ta loat ca.

Két qua: Ti 1¢ tai phéat chung 1a 30.9%, ti 1&
tai phat TKTW don doc 1a 11.1%. OS, EFS-3
nim cua nhom tai phat TKTW don doc lan luot
la 64.7+10.2%, 50.8+9.6%. OS, EFS-3 nim &
nhom diéu tri COOPRALL-07, tiép tuc FRALLE
2000 lan luwot la 53.9+23.5% va 50+14.4%,
66.2+11.8% va 53.3+11.5% (p>0.05 véi OS va
EFS).

Két luan: Viéc diéu tri BCCDL tré em tai
phat TKTW don doc cho nhitng két qua kha
quan. Viéc tiép tuc phac d6 FRALLE 2000 sau
khi sach blast trong DNT, c6 thé dwoc can nhic &
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nhitng bénh nhan khong cé kha ning nhan diéu
tri bang phac do ciu vot. Vai trd cua phac dd
COOPRALL 2007 ¢ nhém BCCDL tr¢ em tai
phat TKTW don doc can duoc thuc hién thém
cac nghién ciru chuyén sau dé lam rd.

SUMMARY
INITIAL INVESTIGATION OF
CLINICAL, BIOLOGICAL FEATURES
AND TREATMENT RESULTS OF
ISOLATED CENTRAL NERVOUS
SYSTEM RELAPSE OF CHILDHOOD
ACUTE LYMPHOBLASTIC LEUKEMIA
AT BLOOD TRANSFUSION
HEMATOLOGY HOSPITAL

Objectives: This study was conducted to
initially investigate the clinical, biological and
treatment results of the group of children with
isolated central nervous system relapse of
childhood acute lymphoblastic leukemia at Blood
Transfusion Hematology Hospital.

Patients and methods: 36 pediatric patients
(<16 years old) were diagnosed with first isolated
CNS relaspe after achieving complete remission
after the induction phase of the FRALLE 2000
regimen. Study design: retrospective, case series
description.

Results: The overall relapse rate was 30.9%,
the isolated CNS relapse rate was 11.1%. Three
year-OS, EFS of the patients with isolated CNS
relaspe were 64.7+10.2%, 50.8+9.6%,
respectively. Three year-OS, EFS in patients
treated with COOPRALL-07, or continued
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FRALLE 2000 were 53.9+23.5% and 50+14.4%,
66.2+11.8% and 53.3+11.5%, respectively
(p>0.05 with OS and EFS).

Conclusion: The treatment of children with
isolated CNS relapse gives positive results.
Continuation of the FRALLE 2000 regimen after
CSF blast clearance may be considered in
patients unable to receive salvage therapy. The
role of COOPRALL 2007 regimen in the patients
with isolated CNS relapse requires further in-
depth studies to clarify.

I. DAT VAN DE

Bach cau cip dong lympho (BCCDL) la
bénh 4c tinh thuong gap nhat & tré em. Cung
Véi sy tién bo vé cac phuong tién ki thuat va
thudc men, viéc diéu tri nhém bénh nay duoc
cai thién dang ké. Tuy nhién, ti I¢ tai phat
bénh con cao, 20-25% truong hop BCCDL
cudi cung s& tai phat bénh. Va tién luong
séng con cua bénh tai phat con chua kha
quan, ké ca nhom tai phét than kinh trung
uvong (TKTW) don dgc.

Tai bénh vién Truyén mau Huyét hoc,
viéc diéu tri tai phat chua dong nhat, dac biét
la & nhom tai phat TKTW don doc. Bénh nhi
c6 thé tiép tuc phac d6 FRALLE 2000 hoic
dugc diéu tri bang phiac d6 COOPRALL
2007. Hién nay, chua c6 nhiéu nghién ctu
trong nudc vé nhom bénh BCCDL tai phat
noi chung va tai phat TKTW don doc noi
riéng. Do do, chiing t6i thuc hién nghién ctru
nay nhim budc dau khao sat cac dic diém
lam sang, sinh hoc va két qua diéu tri nhom
bénh BCCDL tré em tai phat TKTW don
doc.

1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

Péi twong nghién ciru: 36 bénh nhi (<16
tudi) duoc chan doan BCCDL tai phat
TKTW don doc lan dau sau khi dat lui bénh

hoan toan sau giai doan tan cong cua phac dd
FRALLE 2000 tr 01/01/2017  dén
30/05/2022 tai BV. Truyén méau Huyét hoc.

Thiét ké nghién ciru: Hoi ciu, mo ta
hang loat ca.

Mot s6 dinh nghia:

Tat ca bénh nhi BCCDL méi chan doan
duogc diéu tri v6i phac dd FRALLE 2000 cho
dén khi hét phac dd hoic tai phat. Tai phat
tay don doc khi c6 >25% té bao lymphoblast
xuat hién lai trong tay xuwong va khong cé
ddu hiéu tai phéat ngoai tuy. Tai phat tay két
hop 1a khi hién dién > 5% té bao lymphoblast
trong tay xwong (t6i thiéu 1 vi tri choc tay)
két hop voi xam 1an ngoai tay. Tai phat ndo —
mang ndo don doc 1a khi s6 luong bach cau
>5/mm3 va c6 té bao lymphoblast trong dich
ndo tay (DNT) hoac ton thuong cac day than
kinh so. Va hién dién <5% té bao
lymphoblast trong tay xuong (2 vi tri choc
tay khac nhau). Tai phat rat sém, sém, va
mudn lan luot 14 khi thoi gian tir Iic chan
doan ban dau dén luc tai phat < 18 thang, tai
phét vao thoi diém > 18 thang ké tir khi c6
chan doan ban dau nhung < 6 thang sau khi
ngung diéu tri 1an 1, va tai phat vao thoi
diém > 6 thang sau khi ngung diéu tri lan 1
[

Tat ca bénh nhan tai phat TKTW don doc
duoc tiém kénh tay (IT) 3 thudc
(methotrexate, cytarabine, hydrocortisone)
cach ngay cho dén khi khong con phat hién
blast trong dich ndo tay (DNT). Thong
thuong néu hon 5 mii IT ma van con blast
trong DNT dugc xem I that bai. Sau khi
sach blast trong DNT, bénh nhi tai phat
TKTW don doc duogc diéu tri véi phac do
COOPRALL 2007, hoic duoc tiép tuc diéu
tri voi phac dd FRALLE 2000. Thoi gian
séng con toan bo (Overall survival, OS) duoc
tinh tir lGc bat dau IT cho dén lac bénh nhan
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ter vong hoic khi két thic nghién cau. Thoi
gian séng khong bién cb (Event free survival,
EFS) duoc tinh tir lGc bat dau IT cho dén luc
bénh nhan tai phat, tir vong, hoic két thic
nghién cau.

INl. KET QUA NGHIEN cU'U

Pic diém bénh nhan

Tir thang 01/2017 dén hét thang 5/2022,
¢6 323 bénh nhi dugc chan dodan BCCDL va
diéu tri phac 46 FRALLE 2000, dat lui bénh
hoan toan sau giai doan tin céng. Trong do,
¢6 100 (30.6%) truong hgp co bénh tai phat;
trong do, c6 59 truong hop tai phat tay
xuong don doc, 3 trudng hop tai phét tay két
hop co quan ngoai tuy, 2 treong hop tai phat
tinh hoan don doc, va 36 (11.1%) truong hop
tai phat TKTW don doc.

Bang 1 mé ta dic diém nhitng bénh nhi
tai phat TKTW don doc. Tai thoi diém méi
chan doan BCCDL, phan 16n bénh nhan 1a
nam (63.9%). Vé mat hinh thai té bao, phan
nhém ALL L2 chiém da sb (80,6%). C6 1
truong hop (2.8%) c6 xam lan TKTW tai
thoi diém chan doan. Kiéu hinh mién dich té
bao B chiém da s (80.6%). Bat thuong NST
thuong gap nhat 12 bo nhidm sic thé da boi
(27.8%). Phan 16n cac truong hop B-ALL
dugc diéu tri voi nhom B (theo phac d6

FRALLE 2000), 13 nhém diéu tri cho cac
truong hop c6 dic diém tién lwong Xau.
Trong 30 truong hop dugc danh gia MRD
sau giai doan hda trj liéu tin cong, 66.7%
bénh nhi c6 MRD <10,

Tai thoi diém chan doan tai phat TKTW,
tudi tai phat trung vi 1a 5.5+3.4 (khoang tir 1
tudi — 16 tudi), phan bd vao cac nhom <5
tudi, 5-10 tudi, va >10 tudi véi ti I& 1an lugt
la 30.6%, 58.3%, va 11.1%. Thoi gian lui
bénh lan 1 trung binh 1a 11.8+1.6 théang
(khoang tur 1 thang — 37 thang); trong do 27
(75%) trudng hop tai phét rat sém, 9 (25%)
truong hop tai phat som. Triéu chang Iam
sang tai thoi diém tai phat thuong xuét hién
1a dau dau (83.3%) va non 6i (52.8%). Nong
d6 hemoglobin, sé lwgng bach cau va s
luong tiéu cau trung binh trong mau ngoai Vi
lAn Tuot 12 11.1+1.5 g/dL, 4.4+2.1 K/uL va
23388 K/pL. Tai thoi diém tai phat TKTW,
18 treong hgp dugc danh gia MRD; trong d6
c6 2 trudng hop ¢6 MRD>10*. Sau khi tai
phat TKTW don doc, tit ca bénh nhi duoc
tiém kénh tuy 3 thudc, cach ngay cho dén khi
sach t& bao blast trong DNT, 24 (66.7%)
truong hop duoc tiép tac phac 46 FRALLE
2000, 12 (33.3%) truong hop dugc chuyén
sang diéu tri v6i phac d6 COPRALL 2007.

Bdng 1: Ddc diém bénh nhi tdi phdat TKTW don dic

Pic diém Bénh nhan (N=36)
Tai thoi diém méi chian doan BCCDL
Gidi tinh
Nam 23 (63.9)
Nit 13 (36.1)
Hinh thai hoc theo FAB
ALL-L1 7 (19.4)
ALL-L2 29 (80.6)
Tinh trang CNS ldc mai chan doan
CNS 1 35 (97.2)
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Pic diém Bénh nhan (N=36)
CNS 2 0
CNS 3 1(2.8)
Kiéu hinh mi&n dich
Dong B 29 (80.6)
Dong T 7 (19.4)
Bat thuong nhidm sic thé
Pa boi 10 (27.8)
Thiéu boi 0
t(12;21) 2 (5.6)
t(1;19) 3(8.3)
Téi sap xép 11923 0
t(9;22) 2 (5.6)
Phéan nhom diéu tri theo FRALLE 2000
Al 4(11.1)
A2 0
A3 1(2.8)
B1 12 (33.3)
B2 12 (33.3)
T1 4(11.1)
T2 3(8.3)
MRD sau tin c6ng FRALLE 2000
<0.01% 20 (55.6)
>0.01% 10 (27.8)
Khong xéc dinh 6 (16.7)
Tai thoi diém chin doan tai phat TKTW don déc
Tudi tai phét 5.5+3.4 (1 tudi — 16 tudi)
<5 tudi 11 (30.6)
5-10 tudi 21 (58.3)
>10 tudi 4(11.1)

Thoi gian lui bénh Ian 1 (thang)

11.8+1.6 (1 thang — 37 thang)

Thoi diém tai phat TKTW

Rat s6m 27 (75)
Sém 9 (25)
Muon 0
Triéu chung tai thoi diém tai phat TKTW
Pau dau 30 (83.3)
Non 6i 19 (52.8)
Nhin mo 5(13.9)
Liét day than kinh so 0
Liét van dong 1(2.8)
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Pic diém Bénh nhan (N=36)
Co giat 3(8.3)
Huyét db tai thoi diém tai phét
Hemoglobin (g/dL) 11.1£1.5
S6 lugng bach cau (K/pL) 4.442.1
S6 luong tiéu cau (K/pL) 233+88
MRD tai thoi diém tai phat
>0.01% 2 (5.6)
<0.01% 16 (44.4)
Khong danh gia 18 (50)
Con té bao blast/DNT sau 5 miii IT
Cé 2 (5.6)
Khéng 34 (94.4)
Diéu tri sau tai phat
Tiép tuc phac dd6 FRALLE 2000 24 (66.7)
Phac 46 COOPRALL 2007 12 (33.3)
Tinh trang hién tai
Duy tri lui bénh 20 (55.6)
Tai phat 11 (30.6)
Tir vong 5 (13.9)

3.2. Pap g diéu tri

Tiém kénh tay 5 mii c6 thé lam sach
blast trong DNT ¢ 34/36 (94.4%) truong
hop. Véi thoi gian theo ddi dai nhat 59 thang
sau diéu tri tai phat TKTW don doc, c6 11/36
(30.6%) truong hop tai phat lan 2, 5/36
(13.9%) truong hop tir vong, sé con lai van
duy tri lui bénh lan 2 dén khi két thic nghién
ciru. OS, EFS-3 nam cua nhém bénh nhi tai
phat TKTW don doc lan luot 13 64.7+10.2%,
50.8+9.6%.

OS, EFS-3 nam cua nhdm tré tai phat <5
tudi, tir 5-10 tudi, va >10 tudi lan luot Ia
77.8£13.9% va 59.7+19.8%, 61.2+15% va
52.4+10.9%, 33.3+27.2% va 25.0+ 21.7%
(p>0.05 cho ca OS va EFS). OS, EFS-3 nam
ctia nhém ¢ kiéu hinh mién dich té bao B va
t¢ bao T lan luot la 71.3+11.8% va
52+11.3%, 42.9+18.7% va 42.9+18.7%
(p>0.05 vai ca OS va EFS). Véi thoi gian
theo doi dai nhat la 20 thang & nhom tai phat

354

som, OS va EFS-20 thang cua nhom tai phéat
rit sém va tai phat som lan luot Ia
78.8+8.4% va 62.419.4%, 71.1+18% va
40+17.4% (p>0.05 véi ca OS va EFS).

O nhém diéu tri phac d6 COOPRALL
2007, OS, EFS-3 nam lan luot la
53.9+23.5% va 50+14.4%. 11/12 bénh nhan
dat duoc lui bénh 1an 2 sau block F1-F2 cua
phéc dd, truong hop con lai tir vong do hoa
tri liéu. Voi thoi gian theo dbi dai nhat ¢
nhom nay la 48 thang sau tai phéat, c6 2
(16.7%) truong hop tir vong, 6 (50%) truong
hop tai phat lan 2, va 5 (41.7%) truong hop
duy tri lui bénh dén khi két thic nghién cau.
Trong s6 2 trudng hop tir vong, mot trudng
hop tir vong do bién chiing nhidm tring
huyét trong qué trinh hoa tri, truong hop con
lai tir vong sau khi tai phat lan 2 tai tay
xuong. Trong 6 truong hop tai phat, 4/6
truong hop tai phat than kinh trung vong don
doc, 1/6 truong hop tai phat tiy xuong don
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ddc va 1/6 truong hop tai phat tuy xuwong két
hop than kinh trung wong.

O nhom tiép tuc diéu tri voi phac dd
FRALLE 2000, OS, EFS tai thoi diém 3 nim
lan luot 12 66.2+11.8% va 53.3+11.5%. Vi
thoi gian theo ddi dai nhat 12 59 thang sau
khi tai phat, co 3 (12.5%) truong hop tu
vong, 8 (33.3%) trudng hop tai phat 1an 2, va

15 (62.5%) trudng hop duy tri lui bénh dén
khi két thdc nghién ctru. Trong 8 truong hop
tai phat, 4/8 truong hop tai phat tay xuwong
(don doc hoidc két hop), va 4/8 trudng hop
con lai tai phat TKTW don doc.

So sanh két qua OS, EFS cua hai nhom
diéu tri déu khong co6 ¥ nghia théng ké
(p>0.05).

Thot gian song con toan bé (Overall survival)

Tilg séngconti

w0 40

Thei gian séng con

Hinh 1: Theéi gian séng con toan bé (overall survival)
bénh nhi tai phat TKTW don djc

Thei gian song con khéng bién coé (Event free survival)

Ti 1§ s6ng con tich Iy

Thai gian song con
Hinh 2: Theéi gian séng khdng bién cé (event free survival)
bénh nhi tdi phdt TKTW don dgc
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Bdng 2: Két cuc sau diéu tri tdi phat TKTW don déc

Phac 40 COOPRALL- Tiép tuc phac do Mikc y
07 (n=12) FRALLE 2000 (n=24) | nghia
Thoi gian sdng con toan
.9123.5% 2111.8% P>0.
b6 (0S)_3 nam (thing) 53.94+23.5% 66 8% 0.05
Thoi gian séng con khong
bién ¢ (EFS)-3 nim 50+14.4% 53.3+11.5% P>0.05
(thang)
Dat lui bénh hoan toan . , .
sau block F1-F2 11/12 (91.7) Khoéng danh gia
Duy tri lui bénh 5(41.7) 15 (62.5)
Tai phat 6 (50) 8 (33.3) P>0.05
T vong 2 (16.7) 3(12.5)
Vi tri tai phat
Tuy don doc 1 1
o P>0.05
Tuy két hop 1 3
Ngoai tuy don doc 4 4
IV. BAN LUAN Sirvent va cac cong su, tan suat mgi mac tich

Pic diém 1am sang va sinh hoc cua
nhitng bénh nhan trong nghién cau tai thoi
diém chan doan va thoi diém tai phat TKTW
tuong ddng véi cac nghién ctu khac thuc
hién trong nudc. Ti I¢ bénh tai phat cua
chung t6i 1a 30.9%, cao hon so vd&i CAcC
nghién cau khac; ti 1€ nay cua tac gia
T.T.M.Khang & 19.6%[2], cua tac gia
P.H.Lubn la 24.6%[3], va cua tac gia
P.N.Tuong la 16.7%[4]. Thoi gian tai phat
trung binh la 16.2+1.4 thang. Tuy xuong la
vi tri tai phat thuong gap nhat. Ti 1¢ tai phat
TKTW don doc don doc 1a 11.1%. Nhiing
két qua nay twong dong véi cac nghién cau
twong tu [2], [3]. Chi ¢6 1 truong hop cd
blast trong DNT (CNS-3) tai thoi diém chan
doan. Tinh trang CNS-3 da duoc xac nhan la
yéu t6 tién luong xau doc lap du doan tai
phat TKTW (ca don doc va két hop). Theo
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lily cta tai phat TKTW cua bénh nhan lan
luot la 3.3% cho nhém CNS-1, va 12.8% cho
nhém CNS-3 (HR 2.89, p=0.03) [5]. Phan
I16n bénh nhan trong nghién ctru ching téi cé
MRD sau tin cong <10, Mic MRD sau tin
cong tir lau duoc sir dung dé du doan tai
phét, lam giam dang ké tam quan trong cua
cac yéu t6 tién luong thong thuong. Tuy
nhién, nghién cau AIEOP-BFM 2000 goi ¥
rang nhitng tai phat ngoai tay, dic biét la
nhitng truong hop tai phat don doc, ¢ thé
khéng thé duoc du doan bang dap tng MRD
trong tuy xwong, ké ca khi sir dung ngudng
10 [5], [6].

Hau hét biéu hién triéu ching 1am sang
lGc chan doan tai phat TKTW don doc cua
cac bénh nhan trong nghién ciu 1a dau dau
va non 6i. Sé luong cac té bao mau trong
mau ngoai vi trong gidi han binh thuong.
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Cac nghién ciru trude d6 ciing cho két qua
tuong tu [2], [3]. Piéu nay co thé 1a do quan
thé té bao blast trong tay xwong van giir &
murc binh thuong vé sé luong, khdng 1an at
su phét trién cua cac dong té bao tao mau.
Do d6, gia tri s6 luong cac dong té bao mau
ngoai vi khdng giup goi y tai phat TKTW
don doc.

Ti 1€ OS, EFS-3 nam & nhém bénh nhi tai
phat TKTW lan luwot la 64.7+10.2%,
50.8+9.6%. Két qua nay tuwong tu Vi C4C
nghién ctu vé bénh BCCDL tai phat trén thé
giGi [7], [8], ti 16 OS-5 nam cta nhém téi
phat TKTW don doéc theo K Nguyen, la
58.7+3.2% [8]. Ti I¢é tai phat, tr vong trong
nghién ctu cua ching tdi lan luot 12 30.6%
(11/36), 13.9% (5/36), thap hon nhiéu so V4i
bdo cdo vé ti 1é tor vong cua T.T.M.Khang
(60%) va P.H.Ludn (69.2%) [2], [3]. Két qua
nay tuong duong va4i tac gia Domenech, voi
ti 1€ tai phat 41.2% va ti 1€ ta vong 1a 10.3%.
Diéu nay c6 thé do viéc cai thién cac diéu tri
hd trg da gitip giam ti 1é tir vong mot céach rd
rét. Cac nghién cuu trén thé gi¢i vé BCCDL
tai phat déu chi ra yéu té du béo két cuc xau
rd rang nhat 1a thoi gian lui bénh 1an mat, vi
tri tai phat, va tudi tai phat [7], [9]. Chlng toi
ghi nhan ti I¢ OS, EFS cua nhom tai phét
TKTW don doc rit sém déu thip hon nhom
tai phat sém, cia nhém c6 kiéu hinh mién
dich té bao T thap hon té bao B, va ti 1¢ OS,
EFS giam dan theo ting nhém <5 tudi, 5-10
tudi, va >10 tudi; su khac biét déu chua co ¥
nghia thong ké. Diéu nay co thé 1a do sb
luong mau cua nghién cau cua ching t6i
chua du lon.

Tai Bénh vién Truyén mau Huyét hoc,
bénh BCCDL tré em tai phat dugc hudng

din diéu tri ctu vét véi phac dd
COOPRALL 2007. Tuy nhién, tuy thugc vao
diéu kién kinh té cua gia dinh nguoi bénh,
mong muén cua gia dinh nguoi bénh, khdng
phai tat ca truong hop tai phat TKTW don
doc déu duoc diéu tri dac hiéu bang phac do
ctu vot. Tat ca nhitng bénh nhan tai phét
TKTW don doc déu duoc tiém kénh tay 3
thudc cho dén khi sach blast trong DNT, sau
d6 duoc diéu tri v6i phac @6 COOPRALL-
07, hoic tiép tuc phac d6 FRALLE 2000. Ti
I¢ OS, EFS-3 nam cua nhom dugc diéu tri
vé6i phac 6 COOPRALL 2007, tiép tuc phac
d6 FRALLE 2000 lan luot 1a 53.9£23.5% va
50+14.4%, 66.2+11.8% va 53.3+£11.5%, khac
biét chua co y nghia théng ké ca véi OS va
EFS. Piéu nay c6 thé do sé lwong mau
nghién ctu cua ching téi chua du lon. Voi
nhitng két qua hién tai, c6 thé nhan dinh
phan nao rang tiép tuc phac 46 FRALLE
2000 sau khi tiém kénh tiy 5 mili c6 thé dem
lai két qua kha quan, c6 thé duoc can nhic &
nhitng bénh nhan khong c6 diéu kién kinh té
hoac khéng muén tiép nhan mot phac do6
diéu tri mai. Su khac biét vé& hiéu qua cua
viéc s dung phac ¢ COOPRALL 2007 so
VGi viéc tiép tuc phac d6 FRALLE 2000
chua thé két luan duoc dwa vao két qua cua
nghién cau cua chung t6i. Do d6, can nhiing
nghién cau chuyén siu, véi c& mau lén hon
nhiam danh gia vai tr0 cia phac do
COOPRALL 2007 & nhém bénh nhi BCCDL
tai phat TKTW don doc.

V. KET LUAN

Ti 1€ tai phat chung sau khi dat lui bénh
la 30.6%, ti 1& tai phat TKTW don doc la
11.%. Viéc diéu tri BCCDL tré em tai phat
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TKTW don doc cho nhitng két qua kha quan.
Viéc tiép tuc phac d6 FRALLE 2000 sau khi
sach blast trong DNT, c6 thé dugc can nhic
& nhirng bénh nhan khéng c6 kha nang nhan
diéu tri bang phac d6 ciu vét. Vai tro cua
phac 6 COOPRALL 2007 & nhém BCCDL

tré

em tai phat TKTW don doc can duogc

thuc hién thém céc nghién ctru chuyén sau dé

lam

TAI
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