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TOM TAT

U lympho ngoai hach vuing ria ctia mé bach huyét lién quan dén niém mac (EMZL-MALT) ¢6 lién quan
dén kich thich mién dich man tinh do nhiém tring hodc kich thich tw mién dich. Méi lién hé giita nhiém khuén
Helicobacter pylori(HP) va MALT lymphoma da day da duoc chimng minh. Viéc loai trir vi khudn HP béng
khéng sinh duoc néi bat Ién la mét liéu phap tiéu chuan trong diéu tri MALT lymphoma da day giai doan sém
HP duong tinh. Ty 1é dap (mng cao va ty 1é séng lau dai da duoc béo céo trong céc truong hop bénh nhéan
MALT lymphoma da day tai ché diéu tri véi xa tri liéu thép. Liéu phép khéng thé don dong va héa tri duoc danh
riéng cho bénh nhén thét bai hodc tai phat sau xa tri va nhiing ngudi méc bénh giai doan tién trién.

Ttr khéa: M6 bach huyét lién quan dén niém mac, lymphoma da day

ABSTRACT
CASE STUDY: GASTRIC MUCOSA-ASSOCIATED
LYMPHOID TISSUE (MALT) LYMPHOMA

Nguyen Thanh Ai', Pham Nhu Hiep’, Pham Nguyen Tuong’,
Phan Canh Duy’, Tran Dai Hung', Nguyen Minh Hanh', Nguyen Cao Dung’

Extranodal marginal zone lymphomas of mucosa-associated lymphoid tissue (EMZL-MALT) have
been linked to chronic immune stimulation due to infection or autoimmune stimuli. The causal association
between Helicobacter pylori (HP) and gastric MALT lymphoma has been well demonstrated. HPeradication
with antibiotics has emerged as the standard therapy for early stage HP positive gastric MALT lymphoma.
High response rates and long-term survival have been reported inpatients with localized gastric MALT
lymphomatreated with low-doseradiationtherapy. Monoclonal antibody and chemotherapy are reserved
forpatients failing or recurring after RT and those with advanced stage disease.
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L. PAT VAN PE khong hodgkin thé tién trién cham [1]. Chiém x4p
U lympho ngoai hach ving ria cia m6 bach  yj 379 cua tit ca truong hop u lympho té bao
huyét lién quan dén niém mac (EMZL-MALT) la B[1],[2]. C6 ngudn gdc tir cac té bao B nhé ¢ ving

mot phan nhom tuong doi hiém gap cia u lympho 144 cua céc t6 chie lympho thi cép lién két véi niém
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mac ctia nhiéu co quan khac nhau [3],[4], cac dong
té bao B nay khong chi tai phat tai chd ma con co
thé chuyén dang thanh té bao B 16n lan téa v6i nguy
co lan truyén toan than [4]. MALT lymphoma xuét
hién ¢ cac to chirc lympho ngoai hach, trong do
MALT lymphoma da day (GML - Gastric MALT
lymphoma) 14 phd bién nhat (70%), ngoai ra con
xuét hién phéi (14%), td chuc phu cua nhan cau
(12%), tuyén giap (4%) va rudt non (1%)[5].

Da day 1a co quan thuong bi anh hudong nhit va
HP 1a nguyén nhan ctua 90% céc truong hop MALT
lymphoma da day [6]. Trong 10% cac truong hop con
lai khong phat hién HP duoc cho 1a diéu tri khong
hiéu qua voi li¢u phap khang sinh [4],[7]. Mac du da
¢6 bao céo vé cac truong hop MALT lymphoma da
day 4m tinh HP d4 dugc diéu tri thanh cong bang liéu
phap khang sinh [8], mot sb tac gia cho rang 1 do 4m
tinh gia. Xa tri c6 hi¢u qua dbi v&i bénh nhan MALT
lymphoma da day tai chd va duge chi dinh cho cic
truong hop dap tng kém voi li€u phap khang sinh,
HP am tinh. Ty 1¢ séng 5 nim khong bénh 13 97% véi
liéu xa thap hon hozc biang 30Gy dura trén thoi gian
theo doi trung binh la 7,5 nam [9].

Chung t6i bdo cdo mot truong hop bénh nhan
MALT lymphoma da day da duoc diéu tri tai Bénh
vién Trung wong Hué nhdm chia sé thong tin cling

quy dong nghiép.

II. TONG QUAN TAI LIEU

2.1. Lich s

HP duogc phat hién bdi Marshall va Warren nam
1980 tr niém mac da day cta bénh nhan viém da
day mén tinh. Nhiém HP cua da day duoc coi la
nguyén nhan chinh cta viém da day man tinh va la
tac nhan chinh cia MALT lymphoma da day. Ké tir
khi Isaacson va Wright bao cao dau tién vé MALT
vao nim 1983, tir d6 di c6 nhiéu nghién ciru lam
sang t6 nhiéu khia canh ctia bénh nay.

2.2. Lam sang:

Triéu ching lam sang cua Malt lymphoma da
day thuong mo nhat khong dac hiéu, co thé c6 dau
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bung vung thuong vi, noén dai dﬁng, géy sut can,
xudt huyét tidu héa, trong mot s it truong hop: sdt
hodc d6 md hoi dém c6 thé xuat hién (biéu hién dién
hinh cua hoi ching B)... tham chi dugc phat hién
tinh co ma khong c6 biéu hién triéu ching.

2.3. Giai phiu bénh

Hinh thai ton thuong duge mé ta boi Issacson va
Wright bao gom:

+ Dién tién bénh kéo dai v6i viém niém mac man
tinh tién trién

+ Xu huéng lan toa va pha hiy hinh thai biéu
mo, ton thuong d6 goi 1a “biéu mé thdm nhiém
lympho” (lymphoepithelial)

+ Té bao MALT lymphocyte c6 hinh dang
“homing” v&i ton thuong lan téa da 6 dién hinh.

MALT lymphoma da day khong c6 dau 4n mién
dich dic hi€u nhung n6 duong tinh véi cac marker :
CD19, CD 20, CD 22, CD 79a, am tinh v6i CD 10,
CD 5, Cyclin DI gitip phan biét v&i u lympho thé
nang va té bio Mantle.

Céac dot bién chuyén doan chinh lién quan dén
co ché bénh sinh cia MALT lymphoma da day, bao
gom: t (11, 18) (q21,g21), t (1, 14) (p22, q32) t
(14; 18) (q32, g21), t(3;14) (p13;q932) [10]. Trong
sonhing bt thuong di truyén nay, t (11; 18) (q21;
q21) 1a dot bién c6 tan suit cao nhat va thuong
duoc phat hién trong MALT lymphoma da day HP
am tinh.

Hon 90% u lympho da day dugc chia déu cho hai
loai m6 hoc[11]: MALT lymphoma: ti 1€ 38 - 48%,
U lympho té bao B 16n lan toa: ti 18 45 - 59%; cac
truong hop con lai ciia u lympho da day cé thé dai
dién cho bat ky mé hoc lympho nao, nhung thuong
thiy nhat la: Mantle cell lymphoma: 1%, Lymphoma
thé nang: 0.5 - 2 %, U lympho té bao T ngoai bién:
1,5 - 4%.

2.4. Chén doan

Chan doan HP két hop mét phuwong phép khong
xam lan va phuong phap xam lan (vi du: hoi tho uré
kiém tra va clotest), dé loai trir kha ning mot két

qua am tinh gid ¢ bénh nhan teo niém mac da day va

Tap Chi Y Hoc LAm Sang - S6 59/2020



Bénh vién Trung wong Hué

bénh nhéan dung thudc e ché bom proton (PPI). Su
tham gia cia mot type vi khuan khac voi HP gay ra
tinh trang viém man tinh da day ¢ nhiing trudng hop
MALT lymphoma HP dm tinh nhung duong tinh vdi
H. heilmannii [12].

Kiém tra ndi soi két hop sinh thiét va mé bénh
hoc 12 mot thuc hanh tiéu chuén trong chin doan
cia MALT lymphoma da day. Ton thuong MALT
lymphoma da day HP am tinh twong tu nhu nhiing
gi quan sat thiy ¢ cac dbi twong dwong tinh véi
HP[13]. Ngoai mo6 bénh hoc, hoa md mién dich cho
céc diu 4n té bao B co thé hd tro chan doan.

Nhimng thay ddi dai thé ctia niém mac da day 1a
khong dic hiéu bao gdm: day 1én cta nép gip niém
mac, cac ndt xuat huyét khong déu, lymphomatous
polyposis, pht né, sui va loét. Su phan b ciia cac
t6n thuong thuong loang 16, v6i nhiéu vi tri. Do d6
lay mau & sinh thiét & nhiéu vi tri khac nhau duoc
khuyén cao trong khi kiém tra noi soi da day, phai
thuc hién déy du sb lugng sinh thiét tir cac ton
thuong ca dé thuc hién chan doan chinh xac va loai
trir kha nang u lympho té bao B 16n lan toa, tic gia
Fischbach dé xuat rang it nhat muoi sinh thiét duoc
yéu cau. Nhiéu ton thwong MALT lymphoma da day
tuong ty nhu ung thu da day giai doan dau, viem da
day hay loét da day nhung phan biét gitra hai nhém
nay 1a rit quan trong boi vi diéu tri cho nhitng bénh
nay la khac nhau.

2.5. Phan giai doan

Siéu am nodi soi dugc st dung dé xac dinh su
xam nhap vao thanh da day, su thAm nhiém cua cac
hach bach huyét khu vyc va no cling dugc st dung
trong theo doi thuyén giam.

Phan d0 Ann Arbor hiéu chinh cho MALT
lymphoma da day:

Stage I: Khéi u giéi han trong da day (niém mac,
dudi niém mac, co ni€ém).

Stage II: Khéi u xam 14n, thAm nhiém hach bach
huyét.

I11: Tham nhi®m hach bach huyét quanh da day.

I12: Tham nhiém hach bach huyét xa (PM-TM
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chu bung, PM-TM chau..).

IIE: Xam l4n qua thanh mac t&i co quan hay mé
xung quanh.

Stage IV: Tham nhiém lan téa hach R bung, thAm
nhiém hach trén co hoanh.

2.6. Diéu tri

Diét trir HP d tré thanh liéu phap dau tay trong
diéu tri MALT lymphoma da day duoc chip nhan
trong cac tai liéu hudng dan diéu tri Mang ludi Ung
thu Quéc gia My (NCCN), Hiép hoi Ung thu chau
Au (ESMO). Nhiéu nghién ctru di nhdn manh mtc
dap trng hoan toan mo bénh hoc ctia viéc loai bo HP,
thuyén giam trong t6i da 80% bénh nhan ma khong
can thém phuong phap diéu tri khac [14]. Khoang
thoi gian can thiét dé co6 duoc mot sy dap tng mod
bénh hoc ¢6 thé kéo dai tir vai thang dén hon mot
nam. Liéu phap khang sinh tiéu chudn 3 thudc bao
g6m su két hop cuia amoxicillin, clarithromycin va
PPI. Tai Viét Nam, do sy khang thudc cua HP ngay
cang tang, diéu tri thay thé duoc dé xuit, chfmg han
nhu st dung metronidazole thay vi clarithromycin
[15]. C6 t6i 20% sb lugng bénh nhan can mot phac
d6 diét HP thir 2 v6i phac d6 diéu tri ba hodc bdn
thudc thay thé trude khi Iya chon phuong phap diéu
tri khac, nén thyc hién liéu phap bac hai.

Céc lwa chon diéu tri sau khi thét bai trong vigc
loai bé HP bao gém quan sat, xa tri, phﬁu thuat,
hoa tri lidu, diéu tri khang thé don dong. Phau thuat
khong con dong vai trd quan trong trong diéu tri
MALT lymphoma da day, ngoai trir xudt hién cac
bién ching it gap nhu: xuét huyét, hep mon vi hodc
thing khong thé kiém soat duoc bang nodi soi. Dbi
voi truong hop MALT lymphoma da day HP am
tinh hodc nhitng bénh nhan khong dap tng voi diéu
tri khang sinh thi xa tri lidu 30Gy, truong xa gém da
day va hach bach huyét quanh da day da duoc chap
nhén nhu mdt phuong thirc diéu tri tai chd. Mot sd
nghién ctru hdi ctru da bao cdo rang xa tri co két
qua rat tot, dap ing 93-100% va doc tinh t6i thiéu &
bénh nhan MALT lymphoma da day [9].

Hoa tri va khang thé don dong Rituximab c6 thé
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dugc st dung trong tat ca cac giai doan cia bénh
hodc két hop ca hai. Két hop Rituximab (truong
hop CD20 duong tinh) cai thién dap ing bénh va
ti 1¢ séng con, danh cho nhiing truong hop bénh
nhén c6 khdi u xAm 14n, mé bénh hoc chuyén dang,
hay thang diém tién luong khong thuan loi, mot
phac d6 két hgp Anthracycline nén dugc sir dung.
Bendamustine 14 mot lya chon tét cho bénh nhan tré
tu6i duoc chan doan MALT lymphoma.

2.7. Theo déi diéu tri

Bdn tudn sau khi hoan tit phac d6 diét HP nén
thuc hién cac xét nghiém dé xac nhan loai trir HP.
Theo dbi danh gi4 ndi soi sinh thiét sau khi diét HP,
thuc hién mdi 3 thang 1 lan dén khi dat dap ung
hoan toan mé bénh hoc dya theo thang diém GELA
va sau d6 nodi soi mdi 6 thang dén it nhat 2 nam,
tiép theo 1a mdi 18 thang hay khi c¢6 chi dinh 1am
sang. Su giam sat ndy c6 thé dimg lai khi khong
c6 triéu chimg bat thuong (dap tmg hoan toan mo
bénh hoc) qua 2 14n néi soi sinh thiét lién tiép. Két
thac diéu tri, PET-CT duoc sir dung dé xac dinh su
thuyén giam hoan toan, va dua trén cac khuyén nghi
moi, khong c6 chi dinh dé chup CT hay PET-CT trir
khibénh nhan c6 triéu chung mai [16].

2.8. Tién lugng

MALT lymphoma da day dugc coi 1a mét loai ung
thu 6 tién luong tot, ¢6 xu hudng duy tri tai chd trong
mot thoi gian dai hon 1a di cin xa. Theo thang diém
tién luong MALT-IPI, & giai doan sém yéu t6 nguy
co thap ty 1¢ 5 nam song bénh khong tién trién, thoi
gian song thém toan bo lan luot 13 76% va 99%. Dot
bién gen ciing 1a mot yéu t6 dang quan tim trong tién
luong MALT lymphoma da day. Dot bién (11,18) 1a
yéu t6 tién luong khong dap tng vai liéu phap diéu
tri diét HP ¢ moi giai doan MALT lymphoma da day.

2.9. Két ludn

MALT lymphoma da day 1a mot thé bénh hiém
gip, lién quan dén nhiém HP. Bénh dap tmg hoan
toan voi li€u phap khang sinh diét tror HP & giai
doan dau. Phan 16n cac truong hop mic MALT
lymphoma da day duogc chita khoi bang lidu phap
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diét tritHP, nhung c6 nhing truong hop can phai
két hop véi hoa va xa tri. Diéu can thiét 1a phai theo
ddi noi soi thich hop va theo ddi hdi quy mé hoc,
ngan chan sy bién déi md hoc va tién xa lan rong.
Xa tri 1a phuong phap duoc st dung trong MALT
lymphoma da day khi ton thuong con khu tri.

III. BENH AN BAO CAO

3.1. Hanh chinh

Bénh nhan: PHAN XUAN D. Sinh nim 1948.
Nghé nghiép: Quan nhan

Noi ¢: Pha Thuan - Thanh phé Hué

Ngay vao vién: 03/04/2014. Ly do vao vién: Bau
thuong vi

3.2. Tién sir va bénh sir

Bénh nhén dau thuong vi 6 thang, tu diéu tri
ndi khoa theo hudng viém da day nhung khong do,
kham phat hién bénh nén vao xa tri.

3.3. Lam sang

Thé trang t6t, KPS=100%, khong c6 hach thugng
don hai bén, khong c6 hach ben, hach nach hai bén.

3.4. C4n lam sang

a) Noi soi thyc quan - da day - ta trang:

+ Thuc quan, tam vi, hang mén vi, hanh ta trang:
Niém mac binh thuong.

+ Than vi, phinh vi: C6 ton thuong nhé & bd
cong 16n cach ranh gidi hang - than vi 2cm, nghi téi
Malt lymphoma da day hoac viém.

+ Bo cong nho: Tén thuong 16n hon nam & goc
bd cong nho 1én téi cach 2 cm so v6i 13 tAm vi, mat
mau, bo it déu va bat thudng bé mit, bd trén ngh t6i
MALT hoic Lymphoma 4c tinh. Sinh thiét 1 mau tir
vi tri nghi am tinh, 5 mau tir kh6i u

Clotest: am tinh

Két luan: Viém xudc niém mac hang vi. U da
day TD Malt lymphoma

b) M6 bénh hoc: MALT lymphoma da day.

c¢) HMMD: CD3: am tinh, CD20: duong tinh,
CD79a: Duong tinh.

Két luan: U lympho ac tinh mé lympho niém
mac da day khong - hodgkin té bao B (MALT
lymphoma)
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d) CTScan byung ghi nhan: Day khu tra thanh da
day ¢ bo cong nhé va mat sau vung hang vi, kich
thudc 40x50mm, bé day 10-15mm, ngdm thudc dong
nhét sau tiém, khong thiy tham nhiém xung quanh.
KL: day dang mang thanh da day vung hang vi.

¢) Siém am ndi soi: Ton thuong & bd cong nho,
sudn sau, sat goc, xam lan qua 16p thir 5 (thanh mac),
bo ngoai da day khong déu, hién chua c6 hach ving.

Tén thuong phu hop MALT Lymphoma, xam
lan qua 16p thanh mac, hién chwa c6 hach ving.

3.5. Piéu tri va két qua

Chung t6i tién hanh xa tri liéu 30 Gy chia thanh
15 phan liéu

Két hop véi diéu tri noi khoa hai tuan.

Két thiic diéu tri, bénh nhan cai thién triéu ching
lam sang

Qua trinh theo ddi tai kham bénh nhan tir 2014
dén 2019, bénh kiém soat tot, khong xudt hién triéu
chimg va tén thuong di can xa. Kiém soat tai chd lau
dai tot da duoc quan sat théy & bénh nhan bi MALT
lymphoma da day tai chd sau khi xa tri.

IV. BAN LUAN

Theo phan d9 Ann Arbor cho MALT lymphoma
da day, bénh nhan xép vao giai doan 1, ton thuong
con khu tra, chua c6 thaAm nhiém hach bach huyét
lan cén, hay cac co quan xa. Xét nghiém phat hién
HPIa clotest thuc hién trong ndi soi am tinh. Méac
du két qua 4m tinh nhung khong thé chic chin
khong nhiém HPdo sir dung PPI, khang sinh hoic
cac hop chit co chira bismuth ma bénh nhan da
diéu tri trudc d6. Didu tri MALT lymphoma da day
& giai doan sém co thé lwa chon: Thyc hién lidu
phap diét trir HPva chién lugc theo doi va cho doi
danh gia dap ung. O bénh nhan cia chung toi, sau
khi danh gia cac yéu td: Tuéi, giai doan bénh, tri¢u
chtng 1am sang, hiéu qua dap Gng diéu tri. Lidu
xa tri 30Gy chia lam 15 phan liéu trong 3 tudn,
chung t6i lya chon do hi€u qua cao va doc tinh co
thé chap nhan dugc. Tac dung phu bao gdm chan
an, kho tiéu, budn nén. Tuy nhién, can theo ddi subt
doi dé phat hién cac truong hop tai phat mudn, dic

biét la di can xa.
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