Bénh vién Trung wong Hué
Nghién cuu

KET QUA DIEU TRI U LYMPHO TE BAO B TRUONG THANH
BANG PHAC DO LMB 96 TAI BENH VIEN NHI TRUNG UONG

BUi Ngoc Lan', Nguyén Hodi Anh'",
Trén Thi Lién Nhi', Nguyén Thi Nga', Tran Thu HA'

DOI: 10.38103/jcmhch.2021.74.14

TOM TAT

Dat van dé: U lympho té bao B truéng thanh (B - NHL) la bénh ly &c tinh va tién trién nhanh & tré
em. Két quéa diéu tri da duoc céi thién dang ké bang phac db da héa chét liéu cao. Nghién ctru nay
nham dénh gia két qua diéu tri bénh nhan B - NHL bang phéc dé LMB 96 tai Bénh vién Nhi Trung
wong (BVNTU).

Déi twong va phwong phdp nghién cteu: Nghién ciru mé ta cat ngang cac bénh nhan dudi 16 tudi
duoc chén doan B - NHL dwéi 16 tubi duoc diéu tri tai BYNTU ter 01/01/2015 dén thoi diém két thuc diéu
tri truéc 30/06/2021, khéng bao gém céc bénh nhan khéng theo déi duorc.

Két qua: 84 bénh nhan B - NHL duoc diéu tri theo phéc dé LMB 96 trong thoi gian 6 ndm. 23 bénh nhéan
tr vong (27,4%). Nguyén nhén tir vong chinh la do nhiém trang néng lién quan dén gidm bach céu hat do
4 (11,9%). Xéc suét séng toan bo (OS) va xac suét séng khdéng bénh (EFS) 6 ndm lan luot la 69,6% va
63,9%. OS va EFS 6 nam cua nhém bénh nhén giai doan 3 la 77,2% va 76,7%, giai doan 4 la 46,4% va
35,7%, thép hon giai doan 1 va 2 (p = 0). OS va EFS 6 ndm ctia nhém bénh nhan c¢6 LDH = 1000 Ul/ml la
58,2% va 52,6%, thap hon nhém c6 LDH < 1000 Ul/ml (p < 0,05). OS va EFS 6 ndm cta nhém c6 thdm
nhiém tay xwong thdp hon nhém khéng thadm nhiém tdy xuong (p < 0,05). H6i chiing ly gidi u gép & 10,7%
bénh nhéan truéce diéu tri va 11,9% bénh nhan sau khi bt dau diéu tri, xuéat hién chd yéu trén bénh nhan cé
LDH = 1000 Ul/ml, thé Burkitt, giai doan 3 va 4.

Két luan: Két qua diéu tri bénh nhan B - NHL theo phac dé LMB 96 tai BVNTU tuong duong véi cac
nuéc dang phét trién nhung thap hon céc nuéc phét trién. Céc bién phép diéu tri hé tro cén céi thién hon
gé néng cao ti Ié séng cho bénh nhéan.

Ttr khéa: U lympho té bao B trudng thanh, Bénh vién Nhi trung wong, két qué diéu tri.

ABSTRACT
OUTCOME OF MATURE B CELL LYMPHOMA TREATED BY LMB 96
PROTOCOL IN VIETNAM NATIONAL CHILDREN’S HOSPITAL
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Mature B cell lymphoma (B - NHL) is a highly aggressive and fast - growing human disease in children.
The outcome of childhood B - NHL treatment has improved steadily through the use of intensive multi -
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agent chemotherapy regimens. This study aims to reveal the outcome of treatment according to LMB 96
protocol in Vietnam National Children’s Hospital (VNCH).

Objective and methods: A descriptive study was carried out in all B - NHL patients under 16 years old
that start their treatment in VN CH since 01 January 2015 and end before 30 June 2021, excluding patients
can't follow up.

Results: Eighty - four patients were diagnosed with B - NHL, who underwent chemotherapy by the
LMB96 protocol and followed up in 6 years. Twenty - three patients (27.4%) died. The main cause of death
was severe sepsis related to grade 1V neutropenia in 11.9% of the patients. The 6 years OS and EFS were
69.6% and 63.9%, respectively, for the whole groups of patients. The 6 years OS and EFS were 77.2% and
76.7% at stage lll; 46.4% and 35.7% at stage 4, lower than at stage land Il (p = 0). The 6 years OS and
EFS in the group with LDH = 1000 Ul/ml were 58.2% and 52.6%, worse than in the group with LDH < 1000
Ul/ml (p < 0,05). OS and EFS in the non - bone marrow involvement group were much lower than the bone
marrow involvement patients (p < 0,05). Tumor lysis syndrome was seen in 10.7% of the patients before
starting chemotherapy and 11.9% of those after the beginning of treatment, mostly occurs in patients with
LDH = 1000 Ul/ml, Burkitt lymphoma, stage 3 and 4.

Conclusion: The outcome of treatment mature B cell lymphoma in VNCH according to LMB 96 protocol
was similar to other results in developing countries but lower than those in developed countries.Supportive

care needs to improve to increase the survival rate.

Keywords: Mature B cell lymphoma, outcome, Vietnam National Children’s Hospital.

I. PAT VAN PE

U lympho té bao B truéng thanh (B - NHL)
chiém 50 - 60% u lympho khong Hodgkin & tré
em va thanh thiéu nién trén thé gidi [1]. Theo phan
loai mo6 bénh hoc (WHO 2008), B - NHL dugc chia
thanh nhiéu dudi nhom, nhung & tré em chi hay gap
u lympho thé Burkitt (BL) va u lympho té bao B 16n
lan téa (DLBCL). B - NHL c6 tinh chit 4c tinh, lan
téa va tién trién nhanh. Két qua diéu tri cua bénh
nhan B - NHL da dugc cai thién rd rét trong nhiéu
nam qua khi sir dung cac phac d6 da hoa chit manh.
Tai cac nudc phat trién, OS va EFS 5 nam dat 90%
khi diéu tri phac d6 LMB96 hodc BFM, trong khi
tai cac nudc dang phat trién EFS 5 nam chi khoang
60% - 70% [2 - 5]. Nghién ctru nay nhim muc tiéu
danh gia két qua diéu tri bénh nhan B - NHL bang
phac dd LMB 96 tai Bénh vién Nhi Trung wong
(BVNTU).

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

Chung t6i tién hanh nghién ciru mé ta cit ngang,
theo ddi doc trén 84 bénh nhan dudi 16 tudi duoc
chan doan B - NHL dya vao mé bénh hoc, hoa mo
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mién dich, diu 4n mién dich tai Bénh vién Nhi
Trung wong trong thoi gian tr 01/01/2015 va c6 thoi
diém két thiic diéu tri truée 30/06/2021. Loai trir cac
bénh nhin khéng dong ¥ tham gia nghién ciru va
khong theo ddi duogc.

Bién s6 nghién ctru gdm: ti 1& tir vong, tai phat,
tién trién, nguyén nhan tir vong; xac suit song toan
bd (0S), xac suat song khong bénh (EFS) sau 6
nam; ti 1& hoi chimg ly giai u theo nhom ndng do
LDH mau, theo mo6 bénh hoc, theo giai doan bénh;
ti 16 méc nhidm trung theo giai doan diéu tri, vi tri
nhiém tring; doc tinh vé huyét hoc lién quan dén
giam bach cau hat.

Phan loai giai doan bénh theo phan loai Murphy
(1980). Phan loai mtrc d9 giam bach cAu hat theo
phac dd LMB 96. Dya vao giai doan bénh, tinh trang
tham nhiém than kinh trung wong, dap Gmg véi diéu
tri, bénh nhan duoc chia thanh 3 nhom diéu tri hoa
chat cta phac d6 LMB 96. Nhém A: 2 dot COPAD.
Nhom B: 6 dot COP, COPAMDI, 2, CYMI, 2, va
COPAMD3 (MTX 5 g/m?, tiém tiry song 2 thubc).
Nhom C gdm 9 dot: COP, COPAMDI, 2, CYVEI,
2, M1 - 4 (MTX 8g/m?, tiém tiy séng 3 thudc).
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Xt 1y sb lidu: Nhap va xtr 1y s lidu theo phan
mém SPSS 20.0.

Van dé y dtrc: Nghién ciu da thong qua Hoi
dong y dirc, Bénh vién Nhi Trung uong.

IIL. KET QUA

3.1. Pic diém chung ciia 84 bénh nhan trong
nghién ciru

Tubi trung binh 13 5,4 nim. Thé m6 bénh hoc
chu yéu 1a thé Burkitt (75%), sau d6 1a thé DLBCL
(11,9%). Giai doan 3 va 4 chiém ti 1& nhiéu nhét
(51,2% va 33,3%). Nhém LDH < 1000 UI/ml chiém
57,1%. 88,1% bénh nhan khéng c6 thim nhiém than
kinh trung wong. 70,2% bénh nhan khong c6 tham
nhiém tiry xuong, 27,4% bénh nhan c6 tham nhiém

tiy xuong > 25% va con lai 1a ¢6 thAm nhiém tiy
xuong < 25%.

3.2. Til¢ tir vong va tai phat

Trong 84 bénh nhdn c6 61 bénh nhan song
(72,6%), gdm 56 bénh nhan hoan thanh diéu trj
va 5 bénh nhan bé diéu tri; 23 bénh nhan tir vong
(27,4%) gdm 10 bénh nhan tir vong do nhiém tring
nang, 1 bénh nhan do hoi chung ly giai u, 2 bénh
nhan tai phat va 10 bénh nhan do bénh tién trién.
Ti I¢ tai phat 1a 2,4%. Thoi gian tai phat cua 2 bénh
nhan 1a 3 thang va 6 thang ké tir lic két thuc diéu tri.

3.3. X4c suit song toan bd OS va xéc suit song
khong bénh EFS

OS va EFS 6 nam lan luot 1a 69,6% + 5,9% va
63,9% =+ 5,9%.
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Biéu dd 1: OS va EFS theo md bénh hoc
Két qua OS va EFS 6 niam ciia bénh nhan DLBCL cao nhét trong cac thé mo bénh hoc, 1an luot 1a 90%
va 80%. Su khac biét chua c6 y nghia théng ké véip > 0,05.
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Biéu dd 2: OS va EFS theo giai doan bénh
Bénh nhan B - NHL ¢ giai doan 3 va giai doan 4 c6 OS va EFS thap hon, p = 0.
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Biéu d6 3: OS va EFS theo nhom noéng d6 LDH mau
Bénh nhan B - NHL ¢6 LDH < 1000UI/ml ¢c6 OS va EFS 6 nam lan luot 1a 76,8% va 70,5%, cao hon
nhoém c¢6 LDH > 1000. Sy khéc biét ¢6 ¥ nghia thong ké véi p < 0,05.
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Biéu dd 4: OS va EFS theo tinh trang thim nhiém than kinh trung wong
Nhém bénh nhan c6 thim nhiém than kinh trung wong ¢6 OS va EFS thip hon nhém khéng c6 thim nhiém
than kinh trung wvong: OS va EFS 6 ndm déu 14 50%. Su khac biét khong c6 ¥ nghia thong ké vai p > 0,05.

L1 B oo

: Khong, 81,3% R

' &8 Khong, 77,8%
e aans
osd ol e -
oe <25%, 50% o] <25%, 50% EFs
. >25%,43,5%

0] 0+ 225%, 30.4%
024 p=0,001 0.2+ p=0
. 004

T T T T T Ell ZID 4IU EIU EIU

0 20 40 60 B0

Bénh nhan khong c6 thim nhiém tiy xuong c¢6 OS va EFS 6 nam 1an luot 1a 81,3% va 77,8%, cao hon
s0 v6i nhom c6 thim nhiém tiy xuong véi p < 0,05.
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Biéu do 5: OS va EFS theo tinh trang tham nhiém tiy xuong
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3.3. Bién chirng do diéu tri
Bang 1: Muc do anh hudng dén bach cau hat theo giai doan diéu tri

. o S6 bénh nhan (%) Téng
Giai doan diéu tri
Do 0 Po 1 bo2 Do 3 bo 4
4 4
cop 80 8
(95,2) (4.8) (100%)
Tn e 4 1 76 81
£ (4,9) (13) (93,8) (100%)
Cling o6 25 11 1 37 74
Hng (33.8) (14,9) (1,3) (50) (100%)
Duv it 24 5 1 33 63
Y (38,1) (7.9) (L6) | (524) | (100%)
Bénh nhén co6 giam bach cAu hat d6 4 gap & tat ca cac giai doan diéu tri.
Bang 2: Ti 1¢ bénh nhan méic nhiém tring theo cac giai doan diéu tri
Giai doan S6 bénh nhan Tilé %
COP (n = 84) 7 8,3
Tan cong (n = 81) 78 96,3
Cung c6 (n = 74) 45 63,4
Duy tri (n = 63) 36 57,1

Bénh nhan c6 thé mic nhiém tring 6 tit ca cac giai doan diéu tri nhung nhiéu nhét trong giai doan tan cong.
Bang 3: Ti 18 tinh trang nhiém trung do diéu tri

Bién chimg S6 bénh nhan Tilé %
Loét miéng 72 85,7
Nhiém trung tiéu hoa 57 67,9
Nhiém trung dudng ho hap 48 57,1
Nhiém tring da, phdn mém 9 10,7
Viém nao - mang nao 4 4,8
Sé¢ nhiém khuan 9 10,7

Loét miéng, nhiém tring tiéu héa va nhiém tring ho hap 1a cic loai nhiém tring hay gip nhét. 10,7%

bénh nhéan sdc nhiém khuén.
Trong 84 bénh nhan c6 9 bénh nhan bi hoi ching ly giai u (LTS, lysis tumor syndrome) trudc diéu tri
(10,7%) va 10 bénh nhan bi hoi chimg ly giai u sau khi bét dau diéu tri (11,9%). Chi c6 1 bénh nhén tir vong

do hoi chiing ly giai u.
Béang 4: Phan bd hoi chung ly giai u theo néng d6 LDH mau, mo6 bénh hoc, giai doan bénh
TLS LDH<1000 | LDH>1000 | BL | prpcy | G@idoan | Giaidoan
1va?2 3vad
Trude didu tri (n = 9) 2 7 8 1 0 9
Sau diéu tri (n = 10) 2 8 10 0 0 10
p 0,18 0,109 0,039 0,002 0,004 0,002

Hoi ching ly giai u gip chi yéu trén nhom bénh nhan ¢6 ndng d6 LDH > 1000 UI/ml, thé Burkitt

va giai doan 3, 4.
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IV. BAN LUAN

4.1. Ti I tir vong, tai phat va tién trién

Nghién ctru ctia ching t6i cho théy ti 16 tir vong
1a 27,4% cao hon nhiéu so véi mot sé nudc phat
trién nhu Patte va Cairo tai Phap va My 1a 7,3%
trong nghién ctru dung LMB 89 [4] va 4,6% trong
nghién ctru dung LMB96 [6]. Tsurusawa bao cao
ti 1¢ tir vong & Nhat 1a 7,7% va < 1% chét do doc
tinh diéu tri [7]. Diéu kién y té tai cic nudc phat
trién tot hon, mdi bénh nhan nim 1 phong riéng,
st dung phong ap luc duong va khang sinh manh
phéi hop c6 thé 1a 1y do giam ti 1¢ tir vong. Trong
s6 bénh nhan tir vong, chi c6 1 bénh nhan do hoi
chung ly giai u, trong khi c6 toi 11,9% lién quan
dén nhiém trung do giam bach clu hat d6 4, 11,9%
do bénh tién trién va 2,4% do tai phat. Thoi gian tai
phat ké tir luc két thiic diéu tri 1a dudi 1 nam, tuong
tu cac nghién ctru cua Morale va Rigaud [3, 8].

4.2. OS va EFS 6 nam

OS va EFS 6 nam chung cua nhom nghién
cuu la 69,6% va 63,9%, tuong tu két qua cua
céc nudc kinh té dang phat trién, nhung thap hon
dang ké so v6i cac nude phat trién. Nghién ctu
cua Gaytan - Morales tai Mexico trong 16 ndm
cho thay OS va EFS 5 nam 1a 76,3% va 66,6%
[3]. Nghién ctru ctia Cunha tai Brazil c6 OS 3
nam la 73% [2]. Trong khi d6, Patte & Phap bao
cao OS 5 nam 1a 92,5% va EFS 91% [4]. Nghién
ctru cua Tsurusawa tai Nhat chi ra OS va EFS
4 nam la 92,7% va 87,4% [7]. Nghién ctru cua
Eldar tai Israel c6 OS va EFS 3 nam la 90,9% va
88,6% [9]. Diéu nay c6 thé do ¢ nhitng nudc phat
trién, diéu kién y té t5t hon, bénh nhan duoc chin
doan va diéu tri kip thoi, giam cac bién chimg
trong qua trinh diéu tri.

Nhom bénh nhan thé DLBCL c¢6 OS va EFS 6
nam cao nhit 1a 90% va 80%. Tiép theo 1a nhoém
bénh nhén thé BL véi OS 65,8% va EFS 60,3%,
gidng v6i mot sé nghién ctru trude day trén thé gisi.
Trong mot nghién ctru cua Morale, OS va EFS 5
nam cua nhom BL 1a 71% va 63%, nhom DLBCL la
83% va 80% [3]. Nhiéu tac gia khac ghi nhan EFS
ctia nhom bénh nhan thé DLBCL c6 thé tir 85 - 95%
[4,6,10-12].
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Bénh nhan B - NHL giai doan 3 va 4 ¢6 OS va
EFS thap hon giai doan 1 va 2, két qua nay tuong tu
v6i cac nghién ctru trén thé gidi [3, 13].

Nhom bénh nhan c¢6 ndong d6 LDH < 1000 UI/ml
co6 OS 76,8% va EFS 70,5%, cao hon nhom bénh
nhan c¢6 ndng d6 LDH > 1000 Ul/ml, twong ty véi
tac gia Eldar va Cairo [9, 14]. Nong d¢6 LDH trong
méau c6 lién quan dén tinh trang ting chuyén hoa
trong té bao. Té bao cang ac tinh va tién trién nhanh
thi nong d6 LDH mau ting cao. Nhu vay, nong do
LDH mau ciing phan anh mrc d§ nang cia bénh,
thé hién qua OS va EFS 6 nam thap hon & nhom
bénh nhan c6 néng do6 LDH mau cao.

Trong nghién ctru cua chung téi, bénh nhan
c6 tham nhiém tiy xuong luc chan doan cé két
qua diéu trj thap hon so v&i nhém ¢6 tham nhiém
than kinh trung wong. Cac nghién ctru trude day
chi ra két qua nguoc lai, thim nhidm than kinh
trung wong 1a yéu t6 lam giam xac suédt sdng,
va bénh nhan c6 thim nhiém tiy xwong co tién
luong tét hon [4, 6, 7]. Ly giai diéu nay c6 thé do
tinh trang thAm nhiém tiy xwong lam ting nguy
co doc tinh hé tao mau va tang ti 1€ tir vong lién
quan dén diéu tri.

4.3. Bién chirng do diéu tri

Giam bach cau hat do 4 xuat hién & tat ca céc
giai doan diéu tri, nhidu nhat trong giai doan tin
cong, tiép dén 1a giai doan cing cb. Py ciing 1a
nguyén nhéan khién ti 1 nhiém trung trong giai doan
tan cong ting cao. K&t qua nay twong tw nghién ciru
clia tac gia Eldar, nhiém tring gap nhiéu nhat trong
giai doan tan cong, tiép dén 1a trong giai doan cling
c¢d, va giai doan duy tri van gip tinh trang nhiém
tring nhung giam hon nhiéu [9].

Nghién ctru ciia chiing toi cho thiy tinh trang
nhiém trung hay gip 1a loét miéng, nhiém trung tiéu
hoa va hé hap, thuong xuét hién trong giai doan tin
cong, tuong tu voi cac nghién ctru khac [6, 15]. Ti
1¢ sbc nhidm khuan kha cao 1a 10,7%.

Dic diém cua hoi chimg ly giai u trong nghién
cuu cua chuing t6i phu hop véi cac nghién cuu
trén thé gisi [16, 17]. Hoi chung ly giai u xay ra
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khi céc té bao u chét mot cach 6 at lam giai phong
dot ngdt cac chét chuyén hoa ndi bao. Hoi chung
ly giai u thudng xuit hién & cac bénh 1y 4c tinh
co tang sinh té bao nhanh, khéi u kich thudce 16n,
khong dugc theo doi va diéu tri du phong hoac
té bao u nhay cam vé6i didu tri héa chit. Bénh
nhan u lympho Burkitt, giai doan bénh mudn va
ndéng d6 LDH mau ting cao liic chan doan déu co
nhitng dic diém nay [17].

V. KET LUAN

Két qua diéu tri bénh nhan B - NHL tai Bénh vién
Nhi Trung wong tuong tu cic nude dang phat trién
nhung thap hon nhiéu so véi cac nudc phat trién.
Tinh trang thdm nhidm tiry xwong liic chdn doan va
ddc tinh lién quan dén diéu tri, dic biét trong giai
doan tAn cong 13 yéu té anh huong dén két qua diéu
tri. Cac bién phap diéu tri hd trg can tich cuc hon dé
giam ti 1€ tor vong.
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