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DAT VAN PE

1. TINH CAP THIET CUA DE TAI

U lympho dudng tiéu hda 1a mdt nhoém bénh phure tap, chiém 10-
15% u lympho khong Hodgkin va c6 ti 1é cao nhat véi 30-40% u
lympho ngoai hach. Trong d6, u lympho da day - ruét ngay cang duoc
phat hién nhidu hon nh¢ sy phét trién manh mé cua k¥ thuat ndi soi
tiéu hoa. Nam 2019, T6 chuc y té thé gidi da phat hanh Phén loai u
dudng tiéu hoa lan thir 5 da tach phan loai vé u lympho duong tiéu hoa
thanh mot bang phan loai riéng, trong d6 chii yéu u lympho & da day -
rudt. Trong bang phan loai nay c6 su bd sung, sip xép lai mot sb tip.

Két hop hai k¥ thuat giai phdu bénh mé bénh hoc va hoa mé mién
dich c¢6 dap tmg duoc chan doan va phan loai theo To chirc y té thé
gi6i nam 2019 cho u lympho ¢ da day — rudt hay khong? Cac nghién
ctru chuyén siu vé md bénh hoc va héa mé mién dich ciia u lympho
da day - rudt dugc cong bd nhu nghién ctru cia Nguyén Vin Chi nim
2005 hay Tran Huong Giang niam 2011, cac nghién ctru nay sir dung
phan loai 2001 va 2008 ctia T6 chirc y té thé gidi va voi ¢& mau con
han ché. Do d6 chung t6i nghién ctru d& tai “Nghién ciru dic diém
mé bénh hoc va kiéu hinh mién dich ciia u lympho da day — ruét”
nham tim kiém, xay dung va dé xuét duoc céac kiéu hinh mién dich dic
trung cho céc tip mé hoc cia u lympho da day - rudt thuong gap.
2. MUC TIEU NGHIEN CUU

1. M6 ta ddc diém md bénh hoc va hod md mién dich cuia u lympho
dga day - rugt theo phan logi cia Té chirc Y té Thé gigi nam 2019.

2. Khao sét kiéu hinh mién dich cua céc tip md bénh hoc va méi
lién quan gizza tip md bénh hoc véi mét sé dac diém 1am sang, ngi soi.
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3. PONG GOP MOI CUA LUAN AN

Nghién ciru cung cap ti 18 cac tip u lympho da day - rugt theo phan
loai cua To chuc y té thé gigi nam 2019, dic diém dic trung vé md
bénh hoc, kiéu hinh mién dich cua cac tip u lympho da day - ruot
thuong gap tai Viét Nam.

Nghién ciru ghi nhan méi lién quan gitra kiéu hinh mién dich voi
mot sé dic diém 1am sang, kiéu ton thuong trén ndi soi, dic diém mo
bénh hoc cua u lympho da day - ruét.

Dé xuit so d6 chan u lympho da day - rudt, goi ¥ viéc lwa chon bo
dau 4n héa md mién phu hop véi cac nhom dic diém mé bénh hoc, gitip
thuan tién cho viéc dinh tip dya trén mo6 bénh hoc va hoa md mién dich.
4. BO CUC LUAN AN

Luan 4n gdm 120 trang, dugc chia thanh cac phan nhu sau:

Dit vin dé: 2 trang, Tong quan tai liéu: 40 trang, Dbi tuong va
phuong phap nghién ctru: 23 trang, Két qua nghién ciru: 22 trang, Ban
ludn: 27 trang, Két ludn: 2 trang, Kién nghi: 1 trang

Luan an c6: 34 bang, 29 hinh, 3 so dd va 154 tai liéu

tham khao. Tai liéu tiéng Viét: 13 va tiéng Anh: 141.
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CHUONG 1. TONG QUAN TAI LIEU

1.1. TONG QUAN VE ULP DA DAY - RUQT
1.1.1. Khai ni¢m u lympho ¢ da day - rugt

U lympho (ULP) da day — rudt c6 thé 1 u nguyén phat tai da day —
rudt hodc khdi u thir phét trong bénh canh ULP toan than.
1.1.2. Bénh sinh u lympho da day — rujt

M6 lympho lién két vai niém mac thdng qua céc phan tmg mién dich,
gilp duy tri sw can bang mién dich trong ruét. Vi vay khdng ngac nhién
khi ULP da day - rudt 1a vi tri thuong gip nhét caa ULP ngoai hach.
Nguyén nhan gay bénh da dugc chitng minh cia ULP Non — Hodgkin
néi chung gém hai nhom 12 réi loan mién dich va nhidm trang.
1.1.3. Chin dodn va phén logi

Chan doén va phan loai ULP duya trén cac dac diém dai thé va vi
thé, mién dich va phén tir trong bbi canh 1am sang cy thé.
1.1.4.1. Biéu hién lam sang ULP da day-rudt

Triéu ching 1am sang cua ULP da day — rudt thuong kha mo hd va
khong dic hiéu, phu thude vao vi tri ciia u va rat thay doi giira cac ca
thé. Bénh nhan c6 thé c6 biéu hién cua hé thong va tinh trang u tién
trién voi cac tridu ching goi 1 triéu chimg B.
1.1.4.2. Vai tro cua noi soi

Hinh anh noi soi ciia ULP da day c6 thé chia 1am 3 loai chinh: (1)
khdi dang polyp 16i vao long da day, (2) loét tham nhiém va (3) nép
niém mac 16n dang u va phi dai.
1.1.4.3. Vai tro cia chan dodn hinh anh

La nhimg phuong tién quan trong cho danh gia giai doan trudc diéu tri.
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1.1.4.4. Phdn logi tip mé bénh hoc

Mot phﬁn han ché cta cac phéan loai trudc dugc khéc phuc va lam
13 tir ban sira d6i phan loai cia WHO cho ULP duodng tiéu hoa 2019.
1.1.4.5. Phan logi giai doan

Phén loai Lugano va duoc sir dung rong rdi dé danh gia giai doan.
1.1.4. Tién lwgng, diéu tri va theo doi
1.1.4.1. Tién lwong va diéu tri

Tién lugng ctia ULP phy thudc hai yéu t6 chinh 13 tip mé bénh hoc
va giai doan bénh. Diéu tri ULP da day rudt co thé tir theo ddi dén
ghép té bao gbc.
1.1.4.2. Theo doi

Sy tai phat caa ULP xay ¢ tat ca tip do vay viéc theo ddi 1 rat can thiét.
1.2. PAC PIEM MO BENH HQC U LYMPHO DA DAY - RUQT
1.2.1. Ddc diém mo bénh hec u lympho lién két niém mac da day — rugt

Pic diém mo hoc khéc 1a su hién dién cta cac ton thuong lympho
biéu md.
1.2.2. U lympho thé nang td trang va u lympho thé nang

Céc nang nay chu yéu bao gdom céc té bao bach huyét nho truéng
thanh (tam bao) vai cac nguyén tam bao hiém gap dén thinh thoang.
1.2.3. ULP té bao do nang

ULP té bao 40 nang kinh dién 1a sy ting sinh don hinh cua cac té
bao lympho nho dén trung binh véi té bao chét it va nhan khong déu
c¢6 nhidm sic thé phan tan va hat nhan khong rd.
1.2.4. ULP té bao B lon lan téa

Té bao chiém wu thé trong gidng nhu nguyén tim bao hodc nguyén
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bao mién dich. Céc té bao u kich thudc trung binh dén 16n, c6 nhan
tron, bau duc hodc by (mang) nhan hoi khong déu véi chat nhidm sic
dang tai (chét nhan mé), hat nhan ndi rd va bao tuong ua kiém.
1.2.5. ULP Burkitt

Biéu hién mot tap hop cac té bao lympho c6 kich thudc trung binh
v6i nhiéu ty thé, t& bao chét, va dai thuc bao tao ra hinh anh dang “bau
troi sao”.
1.2.6. ULP té bao T/NK da day — ruét
1.2.6.1. ULP té bao T lién quan bénh Iy ruét

Céc té bao lympho trung binh dén 16n, xen 14n v6i sy xam nhap cac
té bao viém trong d6 c6 bach cau ua acid.
1.2.6.2. ULP té bao T biéu mé don dang tai rugt

Tuong ty nhu EATL, cac té bao ung thu hach trong MEITL x4m
nhép lan tda vao biéu mé niém mac rudt.
1.2.6.3. ULP té bao NK/T ngodi hach

Céc té bao lympho xam nhap trung tam mach va gy tinh trang hay mach.
1.2.6.4. ULP té bao T 6 ruét, khong duoc xé}? loqi khac
1.3. PAC PIEM HOA MO MIEN DICH CUA ULP DA DAY-RUQT
1.3.1. Pic diém cdc thu thé va diu dn héa mé mién dich siv dung
trong chin dodn ULP da day — rujt

Hoa m6 mién dich dong vai trd quan trong trong chin doan, phan
loai va du doan dap ng diéu tri trong cac bénh thudc h¢ tao mau va
mo lympho néi chung, trong d6 ¢6 ULP da day-rudt.
1.3.2. Dic diém kiéu hinh mién dich cdc ULP da day — ruét

UMALT khong co dAu An mién djch dic. Kiéu hinh mién dich cua
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ULP té bao 40 nang kha dic trung, duong tinh manh v6i CDS5, Cyclin
D1 va SOX11. Kiéu hinh mién dich ctia ULP thé nang & ta trang tuong
tu ULP thé nang ctia hach. ULP té bao B 16n lan téa thuong cé kiéu
hinh mién dich thay d6i. ULP Burkitt thuong dwong tinh v&i cac khang
thé dong lympho B,khang thé trung tAm mam va dic trung khi chi sb
Ki-67 cao (90-100%). ULP té bao T gom c6 ULP té bao T lién quan
bénh 1y rudt (EATL), bénh ULP té bao T biéu mod don dang tai rudt
(MEITL) ma truéc ddy goi 1a EATL loai 2, r6i loan tang sinh té bao T
thim ling.
1.4. CAC NGHIEN CUU LIEN QUAN VE MO BENH HQC VA
HOA MO MIEN DICH U LYMPHO DA DAY RUQT TRONG
VA NGOAI NUGC
1.4.1. Cdc nghién ciru ngodi nwdéc

Nam 2003, Shotaro Nakamura nghién ctru trén 455 bénh nhan ULP
da day — rudt. Theo Dana Hashim (2009) viéc 4p dung héa md mién
dich d3 mang dén thay doi rat 16n trong phan loai ULP da day - rudt
trong hai thap nién 1990 va 2000. Nghién ctru cua Neeraj Arora nim
2011 trén 361 bénh nhan ULP da day - rudt sir dung bo ddu 4n mién
dich dua trén hinh thai mo6 bénh hoc. Nghién ctru cia Wenshuang Ding
(2016) trén 1010 ca ULP da day — rut ¢ viung dong — nam cua Trung
Quéc sir dung cong thirc Hans dé xac dinh cac dudi tip tAm mam
(GCB) va khong tdim mam (non — GCB) ctia ULP té bao B 16n lan toa.
Nghién ciru ndm 2018 ctia F.M. Ona-Ortiz trén cac bénh nhan ULP té
bao 40 nang. Nam 2020 Marco Pizzi dé xuit cac budc tiép can chan
doan ULP da day — ruot.
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1.4.2. Cac nghién ciru trong nwdc

Nghién ctru sau d6 ctiia Nguyén Vin Chua (2006) phdi hop phén tich
d6ng thoi mo bénh hoc va hda mé mién dich di phéan loai duoc nhiéu
thuc thé ULP da day - rudt theo phan loai WHO 2001. Nghién ctru cta
Tran Huong Giang va Hira Thi Ngoc Ha (2011) da dé xuét duge mot
s6 kiéu hinh mién dich cho cac ULP da day rudt. Gan day nghién ctru
ctia Vii Thanh Huyén va cong su (2022) vé dic diém 1am sang va can
1am sang ctia ULP khong Hodgkin biéu hién duong tiéu hoa. Nghién
ctru nam 2023 ctia Tran Théng ghi nhan dap tng diéu tri va thoi gian

song thém cua céc tip mo6 bénh hoc.
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CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Nghién ctu trén 159 bénh nhan ULP da day - rudt dén kham va
diéu tri tai Bénh vién Truong Pai hoc Y-Duoc Hué, Bénh vién Trung
Uong Hué va Bénh vién K (Ha Noi), tir thang 1/2021 dén thang
12/2023.
2.1.1. Tiéu chuin chon bénh

- C6 két qua chin doan mé bénh hoc tir manh sinh thiét qua ndi soi
hodc tir bénh pham sau phiu thuat 1a ULP hodc ton thuong nghi ngd
ULP da day-rudt

- C6 bénh pham du chit luong va kich thude > 3mm dé xét nghiém
héa mé mién dich.
2.1.2. Tiéu chudn logi triv

Bénh nhan da duge diéu trj ULP da day-rudt hoac ung thu da day

- rudt trudc d6. Bénh nhéan c6 chan doan khong phai ULP da day - rudt
sau nhudém hoéa mo mién dich hoic mau khong du tiéu chuén dé chan
doan trén hoa mo mién dich.
2.1.3. Dia diém, thoi gian nghién ciru

- Khoa Giai phau bénh - Bénh vién Truong Pai hoc Y-Dugc Hué,
tir thang 06/2021 dén thang 06/2024.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién civu

- Nghién ctru mo ta cit ngang, chon mau thuan tién tat ca cac bénh

nhan du tiéu chuén trong thoi gian nghién ctru.
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2.2.2. Cic budc tién hanh nghién ciru

- Xét nghiém mo bénh hoc nhudém HE thuong quy, xét nghiém hoa
mo mién dich v6i cac bd ddu 4n mién dich. Phan loai tip va dudi tip
dwa trén phan loai ctia T6 chirc y té Thé gidi nim 2019 cho ULP duong
tiéu hoa. Cac thong tin dic diém chung, dic diém 1am sang, ndi soi,
dai thé duoc thu thap tir hd so bénh an.
2.2.3. Cac ky thudt nghién ciru
2.2.3.1. Ky thudt chan dodn mé bénh hoc bang ky thudt nhuém HE
(Hematoxylin Eosin) va phwong phap danh gia
2.2.3.2. Nhuém héa mé mién dich va phwong phdp danh gid
2.3. CAC BIEN SO TRONG NGHIEN CUU
2.3.1. Cdc bién sé dic diém chung, dic diém lam sang, dic diém nji
soi — dai thé

- Tudi, Gi6i.

- Triéu chung chinh: dau bung, tic nghén, phan mau, tiéu chay,
triéu chirng khac.

- C6 1 hodc nhiéu dic diém cua “triéu chung B

- Bién ching: khong bién ching, xuét huyét tiéu hoa, tic rudt,
thung tang rong

- Bién s6 giai doan: dua theo phéan loai Lugano

- Vi trf tdn thuong: dua trén ndi soi hodc bénh phém phau thuat, c6
cac gid tri sau: Da day, Ta trang, HOng trang — hoi trang, H6i manh
trang, Pai trang, Truc trang

- Dang ton thuong: duoc phan loai dya trén dé xuét cua T. Kanno,

g0m 6 gid tri.
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- H. pylori test: dua vao test urease nhanh (CLO test) trén ndi soi:
am tinh va duong tinh
2.3.2. Bién sé diic diém mé bénh hoc

- Hinh thai mé hoc c6 hai bién s6: Lan téa; N6t/Nang

- Kich thudc té bao u: Nho, Hon hop nhd va trung binh, Trung binh,
Hdn hop trung binh va 1én, Lén

- Dic diém hinh théi té bao:

- C6 ton thuong lympho — biéu mé: c¢6 hodc khong

-Két qua mo bénh hoc: 1a két luan chan doan dua trén mé bénh hoc
nhudém HE thuong quy.
2.3.3. Diic diém héa mé mién dich

- Panh gia duong tinh hodc 4m tinh voi timg dau 4n hoa md mién
dich: CD3, CD5, CDI10, CD20, CD23, CD79a, Bcl-2, Bcl-6,
CyclinD1, CD4, CD8 va MUMI. Vi ddu 4n Ki67: mirc do biéu hién
dugc danh gia béng chi s6 % dua trén udc luwgng % té bao u biéu hién
duong tinh trén toan b té bao u trén lam.

- Két luan: dua vao dic diém hoa mod bénh hoc va dic diém hoa mod
mién dich x4c dinh chan doan tip mé bénh hoc
2.4.XU LY VA PHAN TiCH SO LIEU

Dir liéu sau khi 1am sach dugc nhap bang phan mém Microsoft
Excel 2016. Céc tinh toan théng ké, kiém dinh dugc thuc hién trén
phan mém thong ké RStudio 2024 (R 4.2.1).
2.5. PAO PUC TRONG NGHIEN CUU Y SINH HQC

Nghién ciru dugc trién khai theo quyét dinh s6 2130/QD-DHYD
ky ngay 20/8/2021 cia Hiéu truong Trudng Pai hoc Y Dugce - Hué,
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Pai hoc Hué va gidy chap thuan H2022/016 cia Hoi dong Dao dirc
nghién ctiru Y sinh hoc, Truong Pai hoc Y - Dugc, Dai hoc Hué. Moi
thong tin ddi twong dugc gilt bi mat tuyét ddi, danh tinh cua ddi tuong
dugc bao mat, va chi st dung cho muyc dich nghién ctru.
CHUONG 3. KET QUA NGHIEN CUU

3.1. PAC PIEM CHUNG CUA POI TUQNG NGHIEN CUU,
PAC PIEM LAM SANG VA NOI SOI — PAI THE
3.1.1. Dic diém chung ciia déi twong nghién ciru

Mau nghién ctru c¢6 do tudi trung binh la 56,1 + 15,1, dao dong tur
11 d&én 99 tudi va khong c6 phan bd chuan (p<0,05). Nhém tudi tir 50
- 70 chiém wu thé (59,1%). Ty 18 gi6i tinh nam:nir xap xi 3:2.
3.1.2. Dic diém lim sang ciia ULP da day — rudt

Triéu ching dau bung (75,5%), s it con lai vi 1y do di ciu phan
mau, tiéu chay, tac nghén hodc cac triéu ching khac. Co6 11,3% téng
s6 bénh nhan c6 hoi chimg B. Céc bién chimg gém c6 tic nghén duong
tiéu hoa (12,6%), xuat huyét tidu hoa (6,9%) va thung tang rong
(1,9%). V& giai doan bénh, phan 16n bénh dugc phat hién & giai doan
I, 1y, 112 (71,7%); giai doan IIE, IV chiém 28,3%.
3.1.3. Dic diém dai thé, ngi soi
3.1.3.1. Bdc diém mau bénh phcfm sinh thiét

Manh bdm ndi soi chiém uu thé trong mau nghién ctru (60,4%).
3.1.3.2. Vi tri ton thuong cua ULP da day — ruot

Tén thwong ULP phat hién nhiéu nhét ¢ da day (60,4%), tiép dén
1a rudt non (11,9%), dai trang (10,1%), hdi manh trang (7,5%), truc
trang (6,9%), va cudi cung 1a ta trang (3,2%).
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3.1.3.3. Bdc diém ton thuwong phat hién trén ngi soi

Té6n thuong bé mit 14 hay gip nhat, chiém dén hon 1/2 truong hop.
Con lai 1a khéi 16i (20,1%), loét stii (14,5%), loét ctia khdi 16i (9,4%),
phi dai nép gip niém mac (3,8%), nét lan toa (1,9%).
3.2. PHAN LOAI KIEU HINH HOA MO MIEN DICH VA PAC
PIEM MO BENH HQC ULP DA DAY - RUQT
3.2.1. Phan logi kiéu hinh héa mé mién dich ULP da day — ruét

Té bao lympho B (96,2%), mot s6 nho co ngudn goc tir té bao
lympho T (3,8%). Chiém ti 1& cao nhat 1a ULP té bao B 1én lan toa
(DLBCL) v&i 99 trudng hop, dudi tip té bao B hoat hoa (ABC) chiém
56%, dudi tip gidng t& bao B tim mam chiém 44%. Chiém th{r hai 1a
ULP lién két niém mac véi 33 trudng hop. ULP tip té bao 4o nang ¢6 15
truong hop.
3.2.2. Diic diém mo bénh hoc ciia ULP lympho da day - rujt
3.2.2.1. Bac diém mé bénh hoc chung cua ULP da day — rudt

Hinh thai m6 hoc hay gip 1a dang lan téa (90,6%). Kich thudc té
bao thuong gip 1an lugt kich thudc 16n (48,5%), hdn hop nho va trung
binh (17,6%), hdn hop trung binh va 16n (13,8%). Tén thuong lympho
— biéu mo gip trong 13,8% ULP da day — rudt. Trong chan doan mo
bénh hoc cta cac bénh nhan ULP ¢ da day-rudt, phﬁn 16n 1a chan doan
ULP Khéng - Hodgkin (69,2%).
3.2.2.2. Bac diém mo bénh hoc ciia ULP té bao B I6m lan téa

Tét ca cac truong hop ULP té bao B 16n lan toéa déu c6 hinh thai
lan téa (100%). Hau hét cac truong hop té bao u co kich thude 16n

(77,8%), hinh thai t& bao u chi yéu 14 hdn hop dang nguyén tdm bao
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va dang nguyén bao mién dich (72,7%), tiép theo la dang nguyén tim
bao (17,2%) va dang nguyén bao mién dich (10,1%), khong c6 truong
hop dang bat thuc san.
3.2.2.3. Bac diém mé bénh hoc ciia ULP lién két niém mac

Tét ca cac trudng hop déu c6 hinh thai lan téa (100%), hdn hop
giita té bao nho va trung binh (59,4%). Dang bach cau mono (chiém
43,7%), dang tam bao (25%), dang tuong bao (18,7%) va dang lympho
bao nho (12,6%). Hinh anh ton thuong lympho — biéu mé gip trong
62,5% céc truong hop.
3.2.2.4. Bac diém mé bénh hoc ciia ULP tip té bao do nang

Hau hét ULP tip t bao 4o nang & da day — rudt c6 hinh thai mé hoc
dang nét (73,3%). Hau hét cac truong hop té bao u c6 kich thudc hdn
hop gitta t& bao nho va trung binh (53,3%). Khong co truong hop nao
¢6 hinh anh ton thuong lympho — biéu mo
3.2.2.5. Pdc diém mé bénh hoc ciia ULP tip té bao lympho nho

Céac ULP tip té bao lympho nhé & da day - rudt c6 hinh thai lan toa
(2/2 trudong hop). Khong c6 trudng hop nao cd hinh anh tén thuong
lympho — biéu mé va biét hda tuong bao
3.2.2.6. Bdc diém mé bénh hoc cia ULP thé nang va ULP thé nang td trang

Céc ULP thé nang & da day - rudt (bao gdm ULP thé nang ta trang)
c6 hinh thai nang (4/4 truong hop). Cac trudng hop u déu cé kich
thudc trung binh (4/4 truong hop). Cac trudng hop u déu co6 do mod
hoc 1 (4/4 truong hop). Khong c6 trudng hop nao c6 hinh anh ton

thuwong lympho — biéu mé va biét hoa tuong bao.
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3.2.2.7. ULP c¢6 nguon goc té bao T

Céc ULP té bao T ¢ da day - rudt c6 hinh thai lan toa (6/6 truong hop).
Céc trudong hop u déu c6 kich thudc nho (2/6 truong hop) va trung
binh (4/6 trudng hop). Khong co truong hop nao cé hinh anh ton
thuong lympho — biéu mé va biét hoa twong bao
3.2.2.8. Béi chiéu dinh hwong phan logi bcing mé bénh hoc so véi két
qua hod mé mién dich

Mo bénh hoc ¢6 thé dinh hudéng dén mot s6 tip nhu DLBCL,
MALT va MCL. B¢ dic hiéu ctia chung tir 97-99%. Gia tri ti€n doan
duong ciia DLBCL lén t&i 93%, MALT 1a 67%. MCL khong c6 gid tri
tién doan duong, nhung gia tri ti€n doan am Ién t&i 90%.
3.3. LIEN QUAN CUA TiP MO BENH HQC VOI MOT SO PAC
PIEM LAM SANG, NOI SOI CUA U LYMPHO DA DAY - RUQT
3.3.1. Méi lién quan giita tip mé bénh hoc va dic diém lim sing

Pau bung 13 hay gip nhit va gip o tat ca cac kiéu hinh mién dich;
xudt huyét va tic nghén tiéu hoa khong ghi nhan duoc ¢ 3 kiéu hinh
la FL, D-FL va SLL; Triéu chimg B gap chii yéu & kiéu hinh DLBCL
(15,2%), mot sb it & MALT (6,1%) va D-FL (1/2 ca). V& giai doan
bénh: Cac kiéu hinh gip ¢ giai doan I va ll;, nhiéu hon. FL va SLL
chi gdp & giai doan sém (I va II). TCL gap ¢ giai doan I, II1,» tuong
duong giai doan IIE, IV.
3.3.2. Moi lién quan giita dic diém lam sang va nhém tip mé bénh
hoc tién trién nhanh va tién trién chiam

Giira hai nhém ULP tién trién nhanh va tién trién cham, ching khong

¢6 moi lién quan ¢6 y nghia thong ké vdi hau hét dac diém lam sang cua
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bénh nhan dugc nghién ciru, ngoai trir giai doan bénh (p<0,05). ULP tién
trién nhanh hay gap hon, duoc phat hién nhiéu ¢ giai doan som, giai doan
IV ciing c6 nhiéu trudng hop duoc ghi nhan (31/114 ca). ULP tién trién
cham thi nguoc lai, giai doan IV rat it gap (3/45 ca), va giai doan I 1a hay
gap nhét (26/45 ca).
3.3.3. Méi lién quan giita vi tri ton thwong va tip mé bénh hoc
Vi tri hay gap nhét cua kiéu hinh DLBCL (69/99 ca) va MALT
(23/33 ca) 1a nam & da day. MCL dugc tim thay ¢ hau hét tat ca cac vi
tri nghién ctru va chiém ty 18 twong duong nhau. TCL khong duoc tim
thdy & truc trang va ta trang. O day c6 mdi lién quan c6 y nghia théng
ké gitra vi tri ton thuong va kiéu hinh mién dich (p<0,001).
3.3.4. Méi lién quan giita dic diém néi soi va tip mé bénh hoc
MALT va DLBCL c6 dic diém ndi soi chi yéu 1a loai ton thwong
bé mit, c6 1an lugt 19/33 va 53/99 ca. Co mbi quan hé c¢6 y nghia théng
ké gitra ddc diém ton thuong trén ndi soi va tip md bénh hoc (p=0,002).
3.3.5. Moi lién quan giiva dic diém ngi soi va nhém tip mé bénh hoc
ULP tién trién nhanh va ULP tién trién cham c6 méi lién quan ¢

¥ nghia thong ké voi dic diém ton thuong trén ndi soi (p<0,05).
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CHUONG 4. BAN LUAN

4.1.PAC PIEM CHUNG, PAC PIEM LAM SANG VA NOI SOI
4.1.1. Dic diém chung méau nghién civu

Nghién ciru cta Vii Thanh Huyén tir nam 2019 dén 2022 & Bénh
vién K cho thay do tudi thuong gap nhat cia ULP Khéng Hodgkin &
duong tiéu hoa l1a tir 50-70 tudi (59,8%), trung binh 54,62 + 12,69.
Mau nghién ciru c6 ty 18 gisi tinh nam:nit xap xi 3:2, va su khac biét
vé ty Ié gidi tinh c6 ¥ nghia thong ké (p=0,034).
4.1.2. Dic diém lim sang

Hay gip nhat la dau bung. Phan 16n duoc phat hién & giai doan khu
tra voi 71,7% & giai doan I, 11 va 28,3% ¢& giai doan lan tran IIE, IV.
Ti 1é bién chimg va hoi chimg B 1an luot 1a 21,4%va 11,3% . Nghién
ctru cia Wei Wang c6 27.88% truong hop ¢ giai doan som (I, 11, ») va
72.12% & giai doan mudn (giai doan ITE/IV). Phan 16n mau bénh pham
dé 1am xét nghiém md bénh hoc 1a mau bam sinh thiét qua noi soi
(60,4%), su phan b6 ciia ULP da day - rudt tuong dong voi nghién ciu
ciia Nguyén Vian Chu.
4.1.3. Pic diém noi soi

Cac nghién ctru trude ddy da dé xuat cac phan loai khac nhau dé phan
tich cac dic diém ndi soi ciia bénh. O ca hai nhom, cac biéu hién ndi soi
chiém wu thé 1a dang bé mit va khéi 161 khong co loét.
4.2. PAC PIEM MO BENH HQC VA HOA MO MIEN DICH
CUA ULP DA DAY - RUQT
4.2.1. Dic diém mo bénh hoc ciia ULP da day - rujt
4.2.1.1. Bc diém mé bénh hoc ciia ULP té bao B Iém lan téa
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Theo y vin ciing nhu cic nghién ctru truge day, ULP té bao B 16n
lan téa ¢ da day — rudt co dac diém mo bénh hoc giéng nhu ULP tai
hach véi céac té bao u ¢6 kich thude 16n, hinh thai xAm nhap lan tda.
4.2.1.2. Bdc diém mé bénh hoc cia ULP lién két niém mac

Trong nghién ctru ciia ching toi, hinh anh t6n thuong lympho -
biéu mé dugce thdy trong 62,5% truong hop ULP lién két niém mac &
da day - ruot.
4.2.1.3. Bac diém mé bénh hoc ciia ULP tip té bao do nang

Trong nghién ctru clia chiing t6i, hau hét ULP tip té bao 40 nang &
da day — rudt c6 hinh thai mo6 hoc dang ndt (73,3%). Co hdn hop gitra
té bao nho va trung binh (53,3%) va khong co trudng hop nao c¢6 hinh
anh ton thuong lympho — biéu mo.
4.2.1.4. Pac diém mé bénh hoc ciia ULP tip té bao lympho nhé

C6 hai ca, ca hai truong hop c6 dic diém mé bénh hoc 14 hinh thai
cac té bao lympho ting sinh lan téa véi kich thudc nho.
4.2.1.5. Pdc diém mé bénh hoc ciia ULP thé nang va ULP thé nang
td trang

Trong nghién ctru ctia chiing t6i, ¢6 4 trudng hop ULP thé nang ¢ da
day — rudt, trong d6 c6 2 truong hop ULP thé nang t4 trang. Céc té bao
u dong dang, tao ciu tric dang nang khong dién hinh véi mat do nang
nhiéu, vién 4o nang it r, khong c6 cac dai thuc bao tangible-body.
4.2.1.6. Pdc diém mé bénh hoc ciia ULP ¢6 ngué‘n géc tébio T

Céc truong hop déu co hinh thai lan téa té bao u. Kich thudc té bao
u thay doi, c6 2 truong hop 14 cac té bao c6 kich thudce nho, 4 truong

hop 1a cac té bao c6 kich thude trung binh. Theo y vin va cic nghién
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ctru trude day, mo bénh hoc cua ULP té bao T noi chung va ¢ da day
rudt trong ddi da dang.
4.2.2. Dic diém héa mé mién dich ciia cic ULP da day — rujt

ULP dong té bao B chiém da sb vai 97,4%, dong té bao T chiém
2,6%. Ti 1& ULP dong té bao T trong nghién ciru cia chiing toi twrong
duong nghién ctru trude day cua Nguyén Van Chi (2006) nhung thap
hon nghién ciru cua Tran Huong Giang (2011).
4.2.2.1. Déc diém héa mé mién dich ULP té bao B Ién lan téa

Duong tinh véi bo dau 4n CD20 12 100%, va ti 1¢ duong tinh véi
CD79a la 64 — 73%. ULP té bao B 16n lan toa, dugc chia thanh 2 dudi
tip 1a dudi tip t& bao B tim mam (GCB subtype) va dudi tip té bao B hoat
hoa (ABC subtype). Tac gia Hans dé xuit mot cong thirc phan loai str
dung 3 diu 4n 1a CD10, BC16 va MUMI (véi tiéu chuan duong tinh >
30% mau u voi mdi dau 4n). Co mdt sé cong thirc khac duoc sir dung
cho phan dudi tip cho DLBCL Muris, Choi, Tally.
4.2.2.2. Dac diém héa mé mién dich cia ULP lién két niém mac

Céc té bao u cho thay duong tinh rd véi bd dau 4n cia té bao
lympho B v&i CD20 (100%) va CD79a (75%), té bao u duong tinh it
voi Bel2 (33%), va MUMI (22%).
4.2.2.3. Pac diém héa mé mién dich ULP tip té bdo do nang

ULP tip té bao 40 nang dic trung bdi cac té bao lympho ting sinh
duong tinh véi CD20, CDS5 va Cyclin D1. Vai tro cua SOX11 trong
chéan doan ULP tip té bao 4o nang & hach 13n trong da day — rudt 1a c6

thé bo sung cho Cyclin D1.
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4.2.2.4. Bdc diém hda md mién dich cia cac tip ULP dg day-rugt hiém gap

ULP tip té bao lympho nho (SLL) c6 2 trudng hop, té bao u duong
tinh hoan toan vai CD20, CD79a va CD23 va CD5; CO 6 truong hop
ULP té bao T, trong d6 4 truong hop dwong tinh v6i dau 4n CD3, ¢
2 truong hop CD3 am tinh dwoc nhudém CD4 déu duong tinh, 2 truong
hop duoc nhuém CDS8 cho két qua 4m tinh.
4.2.3. Déi chiéu dinh hwéng phin loai bang mé bénh hoc so véi két
qud hod mé mién dich

Ti 16 x4c dinh cac tip ULP da day — rudt c6 do nhay kha thap (0-
28%), nhung do dic hiéu cao (97%). Phu hop voi két qua cac nghién
clru trude day ciing nhu y van 1a rat kho dé phan biét cac té bao nay
v6i tip té bao khéc trong quan thé lympho.
4.3. MOI LIEN QUAN GIUA TiP MO BENH HQC U LYMPHO DA
DAY - RUQT VOI MOT SO PAC PIEM LAM SANG, NOI SOI
4.3.1. Méi lién quan giita déic diém lam sang va tip mé bénh hoc

Triéu chimg dau bung 12 hay gip nhat va gip ¢ tat ca cac kiéu hinh
mién dich. Khong co su khac biét co ¥ nghia vé mdi lién quan cua
ULP tién trién cham va ULP tién trién nhanh véi su xudt hién cua bién
ching hoidc nhu triéu ching B. Giira hai nhém ULP tién trién nhanh
va tién trién cham, chung khéng c6 mbi lién quan c6 ¥ nghia thong ké
v6i hau hét dac diém 1am sang cta bénh nhan duogc nghién ciru, ngoai
tru giai doan bénh (p<0,05).
4.3.2. Méi lién quan giita vi tri ton thwong va tip mé bénh hoc

Vi tri hay gap nhat cia DLBCL (70%) va MALT (68,8%) 1a ¢ da
day. C6 su khac biét ty 18 co ¥ nghia théng ké giira cac loai kiéu hinh mién
dich ¢ da day (p<0,001).
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4.3.3. Moi lién quan giita hinh dnh ton thwong qua ni soi va tip mé
bénh hoc

MALT va DLBCL c¢6 dic diém ndi soi chu yéu 1a loai ton thuong
bé mit, ¢ lan lugt 59,4% va 53,8% cac truong hop. Co mbi quan hé
¢6 y nghia thong ké giita ddc diém ton thuong trén ni soi va kiéu hinh mién
dich (p=0,012). Khac biét Ay thay 15 & loai tén thuong bé mét (p<0,001).
4.3.4. Moi lién quan giiva hinh dnh ton thwong qua néi soi va nhém
tip moé bénh hoc

Hai nhém ULP tién trién nhanh va tién trién chdm nay c6 méi lién
quan c6 y nghia thong ké voi dic diém ton thwong trén nodi soi
(p<0,05).

HAN CHE CUA PE TAI

Do han ché vé diéu kién nghién curu, voi cac truong hop ULP da
day — rudt té bao dong T ching t6i chua thé phan loai thanh cac tip
theo phan loai ctia T6 chirc Y té thé gidi. Mot sb tip md hoc c6 ti 18
Iuu hanh thép nén chua xéac dinh duge kiéu hinh cua tip va cac mbi
lién quan voi cac ddc diém khac. Cac xét nghiém sinh hoc phan tir

cling chua dugc ap dung trong nghién ctru nay.
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KET LUAN
1. Pic diém mé bénh hoc va hoa mé mién dich ciia u lympho da
day - rudt

ULP té bao B 16n lan toa (62,3%), ULP lién két niém mac (20,7%),
ULP té bao 4o nang (9,4%), ULP té bao T (3,8%), cac tip ULP thé
nang, ULP thé nang ta trang va ULP té bao nhé v6i mdi loai chiém
1,3%.

100% DLBCL c6 hinh thai lan toa, 77,8% té bao u c6 kich thudc
16n, hinh théi té bao u hdn hop dang nguyén tim bao va dang nguyén
bao mién dich (72,7%). 100% MALT c6 hinh thai lan toa, kich thudc
té bao nho va trung binh (59,4%), hinh thai t& bao u dang bach cau
mono chiém 43,7%, ton thuong lympho — biéu mo gap trong 62,5%
cac trudng hop. MCL c6 hinh thai mé hoc dang ndt (73,3%), té bao u
c6 kich thudc hon hgp nho va trung binh (53,3%).

2. Ciac kiéu hinh hoi mé mién dich ciia ULP da day-rudt va méi
lién quan véi mét s6 dic diém 1am sang, ndi soi

Du6i tip DLBCL-ABC (56%) c¢6 2 kiéu hinh: kiéu hinh
CD20/CD79a+, CD3-, CD10-, Bcl6- (45%); kiéu hinh
CD20/CD79a+, CD3-, CD10-, Bclé+, MUM1+ (55%).

Duéi tip DLBCL-GCB (44%) c6 2 kiéu hinh: kiéu hinh c6
CD20/CD79a+,CD3-,CD10+(86%);kiéu hinh CD20/CD79a+, CD3-,
CD10-, Bcl6+, MUM1- (14%).

MCL: Kiéu hinh CD20/CD79a +, CD3-, Cyclin D1+, SOX11+/- .

MALT: kiéu hinh CD20/CD79a +, CD3-, CyclinD1-, CD10/Bcl6-
, CD5- (79%), kiéu hinh CD20/CD79a +, CD3-, CyclinD1-,
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CD10/Bcl6-, CD5+, CD23- (21%)

ULP tién trién nhanh duoc phét hién nhidu & giai doan IV hon so
v6i ULP tién trién cham.

Vi tri ton thuong & da day (60,4%), hdng trang (11,9%), dai trang
(10,1%) (p<0,001). Ton thuong bé mat 1a dic diém ndi bat cho MALT
ULP (59,4%) va DLBCL (53,6%) (p<0,001), dic diém ton thuong trén
n6i soi c6 mbi lién quan v6i nhém ULP tién trién nhanh va tién trién

cham (p<0,05)
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KIEN NGHI
Chuing t6i xin manh dan dé xuét so d6 tom tat dé tiép can chan doan
va phan loai tip m6 hoc cua ULP da day-rudt thuong gap dua trén mo

bénh hoc va héa mé mién dich gom 4 budc nhu sau:

Bl "
Tén thuong tan sinh lympho da day - ruét

Qua san phan (ng | | Qua san khéng dién hinh | | Nghi ng& u lympho |

1 |
Céc té bao lympho kich thudc Cac te bao lympho kich I
nho -trung binh thudc trung binh - 16m

Panel 1- CD20/CD79a, CD3, CD5, CD23, Panel 2: CD20/CD79a, CD3,
CD10/Bel6. Bel2, CyclinD1,.Ki67 CD10/Bel6. Bel2, MUMI, Ki67
B3 |= CD20/CD79a (1), CD3()
CyclinDl (+) = CD20/CD79a (1), CD3C)
MCL
CyelioD1 ) CD10 (1) hode

_CD10/BeIS (1), Bel2 (1) hode CD10(), Bel6( 1), MUMI()
LCDIORCL6 (+), Bel? () Ki67».,mO°L: GCB-
FL DLBCL
CD10/BCL6(+), Bel2(-), Ki67=100% o
Burkitt CD10(-), Bel6(-) hoiic

CD10(-). Bel6(+), MUMI(+)
CD10/Bel6(-), CDS(+), CD23(+) DLBCL

E -Dac didm mé hoe ¢b dang ULP

Burkitt (2) va

LL
-CDIOM6(-), CD5(-) hode -CDI0( 1), Belo( 1), Bel2 () du
-CD10/Bel6(-). CDS(+), CD23(-) tinh yeu ULP
'I MALT I Burkitt

CD3(+). CD20/CD7% (=), CDA/CDR(+/-) CD3(+), CD20ACD79a (-), CD4/CDS(+/-)
TCL

B4: Chin doan xac dinh dua trén su twong thich véi mé bénh hoc

ABC: activated-B-cell (t¢ bao B hoat dong); B: budc; GCB:
germinal-center B-cell (t& bao B tim mam); MALT: mucosa-associated
lymphoid tissue MALT (ULP lién két niém mac); MCL: mantle cell ULP
(ULP té bao 40 nang); SLL: small lymphocytic ULP (ULP té bao lympho
nho); DLBCL.: diffuse large B-cell ULP (ULP té bao B 16n lan toa); FL:
follicular ULP (ULP nang); TCL: T-cell ULP (ULP té bao T).
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INTRODUCTION
1. THE URGENCY OF THE TOPIC

Gastrointestinal lymphoma is a complex group of diseases,
accounting for 10—15% of non-Hodgkin lymphomas and representing
the most common form of extranodal lymphoma, comprising 30-40%
of such cases. Among these, gastrointestinal lymphomas are being
increasingly diagnosed, largely due to the significant advancements in
endoscopic techniques. In 2019, the World Health Organization
released the fifth edition of the Classification of Tumors of the
Digestive System, in which gastrointestinal lymphomas were
categorized into a separate classification, primarily focusing on
lymphomas of the stomach and intestines. This classification includes
updates and a reorganization of several subtypes.

Does  the  combination  of  histopathological  and
immunohistochemical techniques meet the diagnostic and
classification criteria for gastrointestinal lymphomas according to the
2019 World Health Organization (WHO) classification? In-depth
studies on the histopathology and immunohistochemistry of
gastrointestinal lymphomas, such as those conducted by Nguyen Van
Chu in 2005 and Tran Huong Giang in 2011, were based on the 2001
and 2008 WHO classifications and were limited by relatively small
sample sizes. Therefore, we conducted the study entitled “Study on
histopathological features and immunophenotype of
gastrointestinal lymphoma” with the aim of identifying,
establishing, and proposing characteristic immunophenotypic profiles
for the common histological subtypes of gastrointestinal lymphomas.



2. RESEARCH OBJECTIVES

1. Histopathological and Immunohistochemical Characteristics of
Gastrointestinal Lymphomas According to the 2019 World Health
Organization Classification

2. Immunophenotypic Profiling of Histological types and Their
Correlation with Selected Clinical and Endoscopic Features
3. NOVEL CONTRIBUTIONS OF THE DISSERTATION

This study provides data on the distribution of gastrointestinal
lymphoma subtypes according to the 2019 World Health Organization
(WHO) classification, along with detailed descriptions of the
histopathological and immunophenotypic characteristics of the most
common subtypes found in Vietnam.

The research identifies correlations between histological types and
certain clinical features, endoscopic lesion patterns, and
histopathological characteristics of gastrointestinal lymphomas.

A diagnostic algorithm for gastrointestinal lymphomas is
proposed, suggesting appropriate panels of immunohistochemical
markers tailored to specific histopathological groups. This facilitates
more accurate subtype identification based on histopathology and
immunohistochemistry.

4. THESIS LAYOUT

The dissertation consists of 116 pages and is divided into the
following sections: Introduction: 3 pages, Literature Review: 37
pages, Subjects and Research Methods: 23 pages, Research Results:
24  pages, Discussion: 28 pages, Conclusion: 2 pages,
Recommendations: 1 page.

The dissertation includes: 34 tables, 29 figures, 3 diagrams, and
154 references. Among the references, 13 are in Vietnamese and 141
are in English.
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CHAPTER 1. LITERATURE OVERVIEW

1.1. OVERVIEW GASTROINTESTINAL LYMPHOMA
1.1.1. Definition of Gastrointestinal Lymphoma

Gastrointestinal lymphoma can present either as a primary tumor
localized in the stomach or intestines, or as a secondary manifestation
within the context of systemic lymphoma lympho.
1.1.2. Pathogenesis of Gastrointestinal Lymphoma

Mucosa-associated lymphoid tissue (MALT) interacts with the
mucosal surface through immune responses, helping to maintain
immune homeostasis in the gut. Therefore, it is not surprising that
gastrointestinal MALT lymphoma is the most common site of
extranodal MALT lymphoma. The established causes of non-Hodgkin
gastrointestinal lymphoma generally fall into two main categories:
immune system disorders and infections.
1.1.3. Diagnosis and Classification

The diagnosis and classification of lymphoma are based on
macroscopic and microscopic features, immunophenotypic and
molecular characteristics, within a specific clinical context.
1.1.4.1. Clinical Manifestations of Gastrointestinal Lymphoma

The clinical symptoms of gastrointestinal lymphoma are often
vague and nonspecific, depending on the tumor’s location and varying
significantly between individuals. Patients may present with systemic
manifestations and signs of tumor progression, commonly referred to
as B symptoms.
1.1.4.2. Role of gastrointestinal endoscopy

The endoscopic appearance of gastric lymphoma can be classified
into three main types: (1)Polypoid mass protruding into the gastric
lumen, (2) Infiltrative ulcerative lesions, and (3)Tumor-like enlarged
gastric folds with mucosal hypertrophy.
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1.1.4.3. Role of Radiological imaging

Diagnostic imaging serves as an essential tool for evaluating the
extent of disease and staging prior to treatment initiation.
1.1.4.4. Histopathological Subtype Classification

The 2019 revision of the WHO classification of gastrointestinal
lymphomas has clarified and resolved several limitations of earlier
histopathological classification systems.
1.1.4.5. Stage classification

Lugano classification and widely used for stage evaluation
1.1.4. Prognosis, Treatment, and Follow-up

The prognosis of lymphoma depends primarily on two factors: the
histopathological subtype and the stage of the disease. The treatment
of gastrointestinal lymphoma ranges from watchful waiting to stem
cell transplantation. Recurrence can occur across all subtypes, making
regular follow-up essential.

1.2. HISTOPATHOLOGICAL CHARACTERISTICS OF
GASTROENTERIC LYMPHOMA

Mucosa-Associated Lymphoid Tissue (MALT) Lymphoma with
histological feature is the presence of lymphoepithelial lesions.
Duodenal follicular lymphoma and conventional follicular lymphoma,
these follicles are predominantly composed of small, mature
lymphocytes (centrocytes), with rare to occasional centroblasts.
Mantle cell lymphoma is characterized by a monomorphic
proliferation of small to medium-sized lymphocytes with scant
cytoplasm and irregular nuclei, dispersed chromatin, and
inconspicuous nucleoli. Diffuse Large B-Cell Lymphoma is
predominant cells resemble centroblasts or immunoblasts. The tumor

cells are medium to large in size, with round to oval or slightly



5

irregular nuclear contours, vesicular chromatin, prominent nucleoli,
and basophilic cytoplasm. Burkitt lymphoma is characterized by a
population of medium-sized lymphoid cells with abundant
mitochondria, frequent apoptotic bodies, and numerous macrophages,
resulting in the characteristic 'starry-sky' appearance observed under
the microscope
1.2.6. Gastrointestinal T/NK-Cell Lymphomas

Enteropathy-associated T-cell lymphoma (EATL): Characterized
by medium to large lymphoid cells interspersed with inflammatory
infiltrates, including eosinophils. Monomorphic epitheliotropic
intestinal T-cell lymphoma (MEITL): Similar to EATL, neoplastic
lymphoid cells diffusely infiltrate the intestinal mucosal epithelium.
Extranodal NK/T-cell lymphoma: lymphoid cells exhibit angiocentric
infiltration and vascular destruction. Intestinal T-cell lymphoma, not
otherwise specified (NOS): a category for T-cell lymphomas of the
gastrointestinal tract that do not fit into other defined subtypes
1.3. IMMUNOHISTOCHEMICAL CHARACTERISTICS OF
GASTROINTESTINAL LYMPHOMAS
1.3.1. Characteristics of Receptors and Immunohistochemical
Markers Used in the Diagnosis of Gastrointestinal Lymphomas

Immunohistochemistry plays a crucial role in the diagnosis,
classification, and prediction of treatment response in hematopoietic
and lymphoid tissue disorders, including gastrointestinal lymphomas.
1.3.2. Immunophenotypic Characteristics of Gastrointestinal
Lymphomas

MALT lymphoma lacks specific immunophenotypic markers. In
contrast, mantle cell lymphoma exhibits a characteristic
immunophenotype, showing strong positivity for CD5, Cyclin D1, and
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SOX11. The immunophenotype of duodenal follicular lymphoma is
similar to that of nodal follicular lymphoma. Diffuse large B-cell
lymphoma (DLBCL) typically displays variable immunophenotypic
profiles. Burkitt lymphoma is usually positive for B-cell markers and
germinal center markers, and is notably characterized by a high Ki-67
proliferation index (90-100%). T-cell lymphomas include
enteropathy-associated T-cell lymphoma (EATL), monomorphic
epitheliotropic intestinal T-cell lymphoma (MEITL)—formerly
known as type Il EATL—and indolent T-cell lymphoproliferative
disorders.
14. DOMESTIC AND INTERNATIONAL STUDIES ON
HISTOPATHOLOGY AND IMMUNOHISTOCHEMISTRY OF
GASTROINTESTINAL LYMPHOMAS
1.4.1. Studies Abroad

In 2003, Shotaro Nakamura conducted a study on 455 patients with
gastrointestinal lymphoma. According to Dana Hashim (2009), the
application of immunohistochemistry brought significant changes to
the classification of gastrointestinal lymphomas during the 1990s and
2000s. In 2011, Neeraj Arora studied 361 cases of gastrointestinal
lymphoma wusing an immunohistochemical panel based on
histomorphological features. Wenshuang Ding (2016) analyzed 1,010
cases of gastrointestinal lymphoma in southeastern China, applying
the Hans algorithm to classify diffuse large B-cell lymphoma
(DLBCL) into germinal center B-cell-like (GCB) and non-GCB
subtypes. In 2018, F.M. Ona-Ortiz conducted research on mantle cell
lymphoma patients. In 2020, Marco Pizzi proposed a diagnostic

approach for gastrointestinal lymphomas.



1.4.2. Studies in Viet Nam

A subsequent study by Nguyen Van Chu (2006), which combined
histopathological and immunohistochemical analysis, successfully
classified various gastrointestinal lymphoma entities according to the
WHO 2001 classification. In 2011, Tran Huong Giang and Hua Thi
Ngoc Ha proposed several immunophenotypic profiles for
gastrointestinal lymphomas. More recently, a study by Vu Thanh
Huyen et al (2022) focused on the clinical and paraclinical
characteristics of gastrointestinal presentations of non-Hodgkin
lymphoma. In 2023, Tran Thang reported on treatment responses and

survival outcomes across different histopathological subtypes.
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CHAPTER 2. RESEARCH SUBJECTS AND METHODS
2.1. RESEARCH SUBJECTS

A study was conducted on 159 patients with gastrointestinal
lymphoma who presented for diagnosis and treatment at Hue
University of Medicine and Pharmacy Hospital, Hue Central Hospital,
and K Hospital (Hanoi) from January 2021 to December 2023.
2.1.1. Inclusion Criteria

- Histopathological diagnosis from endoscopic biopsy or surgical
specimen confirming lymphoma or suspected gastrointestinal
lymphoma.

- Availability of tissue samples with sufficient quality and a
minimum size of > 3 mm for immunohistochemical analysis.
2.1.2. Exclusion Criteria

Patients who had previously been treated for gastrointestinal
lymphoma or gastric/intestinal cancer. Patients whose diagnosis was
not gastrointestinal lymphoma after immunohistochemical staining, or
whose tissue samples were inadequate for immunohistochemical
diagnosis..
2.1.3. Study Location and Duration

Department of Pathology — Hue University of Medicine and
Pharmacy Hospital, from June 2021 to June 2024.
2.2. RESEARCH METHODS
2.2.1. Study Design

- This is a cross-sectional descriptive study using convenience
sampling of all eligible patients during the study period.
2.2.2. Research Procedures

Routine histopathological examination using hematoxylin and

cosin (H&E) staining, along with immunohistochemical testing using



9

relevant antibody panels. Lymphoma types and subtypes were
classified according to the 2019 World Health Organization (WHO)
classification of gastrointestinal lymphomas. General characteristics,
clinical features, endoscopic findings, and gross pathology were
collected from patient medical records.
2.2.3. Research Techniques

Histopathological diagnostic technique using Hematoxylin and
Eosin (HE) staining and evaluation method

Immunohistochemical staining and evaluation method

Administrative, clinical, and gastrointestinal endoscopy
information was collected from medical records.
2.3. VARIABLES IN THE STUDY
2.3.1. General Characteristics, Clinical Features, Endoscopic and
Macroscopic Characteristics

Age, Gender

Main symptoms: abdominal pain, obstruction, bloody stool,
diarrhea, other symptoms

Presence of one or more “B symptoms”

Complications: no complications, gastrointestinal bleeding,
intestinal obstruction, hollow organ perforation

Stage variable: based on the Lugano classification

Lesion location: determined by endoscopy or surgical specimens,
including the following sites: stomach, duodenum, jejunum-—ileum,
ileocecal region, colon, rectum

Lesion type: classified according to the proposal by T. Kanno,
consisting of 6 categories

H. pylori test: based on rapid urease test (CLO test) during

endoscopy: negative or positive.
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2.3.2. Histopathological Characteristics Variables

Histological pattern: two variables — Diffuse; Nodular/Follicular

Tumor cell size: Small, Mixed small and medium, Medium, Mixed
medium and large, Large

Cellular morphological features:

Presence of lymphoepithelial lesions: Present or Absent

Histopathological diagnosis: the final diagnosis based on routine
Hematoxylin and Eosin (HE) staining.

2.3.3. Immunohistochemical Characteristics

Evaluation of  positivity or  negativity for  each
immunohistochemical marker: CD3, CD5, CD10, CD20, CD23,
CD79a, Bcl-2, Bel-6, Cyclin D1, CD4, CDS8, and MUMI. For the Ki-
67 marker, the expression level is assessed using a percentage index,
estimated as the percentage of tumor cells showing positive staining
among the total tumor cells on the slide.

Conclusion: The histopathological subtype diagnosis is determined
based on both histopathological and immunohistochemical
characteristics.

2.4. DATA PROCESSING AND ANALYSIS

The cleaned data were entered using Microsoft Excel 2016.
Statistical calculations and hypothesis testing were performed using
RStudio 2024 (version 4.2.1).

2.5. ETHICS IN BIOMEDICAL RESEARCH

The study was conducted in accordance with Decision No.
2130/Qb-bHYD, dated August 20, 2021, issued by the Rector of Hue
University of Medicine and Pharmacy, Hue University, and with the
approval document H2022/016 from the Ethics Committee in
Biomedical Research, Hue University of Medicine and Pharmacy. All
participant information was kept strictly confidential. Identities were
protected and used solely for research purposes.
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CHAPTER 3. RESULTS

3.1. GENERAL CHARACTERISTICS OF THE STUDY SUBJECTS,
CLINICAL AND ENDOSCOPIC — MACROSCOPIC FEATURES
3.1.1. General Characteristics of the Study Subjects

The study sample had a mean age of 56.1 + 15.1 years, ranging
from 11 to 99 years, and did not follow a normal distribution (p <
0.05). The age group from 50 to 70 years was predominant, accounting
for 59.1%. The male-to-female ratio was approximately 3:2.
3.1.2. Clinical Characteristics of Gastrointestinal Lymphoma

Abdominal pain was the most common symptom (75.5%), while a
smaller proportion of patients presented with hematochezia, diarrhea,
obstruction, or other symptoms. B symptoms were observed in 11.3%
of all patients. Reported complications included gastrointestinal
obstruction (12.6%), gastrointestinal bleeding (6.9%), and hollow
organ perforation (1.9%). Regarding disease staging, the majority of
cases were diagnosed at stages I, 111, and 112 (71.7%), while stages IIE
and 1V accounted for 28.3%.
3.1.3. Macroscopic and Endoscopic Characteristics
3.1.3.1. Characteristics of biopsy specimens

Endoscopic biopsy fragments predominated in the study sample
(60.4%).
3.1.3.2. Location of gastrointestinal lymphoma lesions

Lymphoma lesions were most commonly detected in the stomach
(60.4%), followed by the small intestine (11.9%), colon (10.1%),
ileocecal region (7.5%), rectum (6.9%), and finally the duodenum (3.2%).
3.1.3.3. Endoscopic findings of lesions

Surface lesions were the most common, accounting for more than
half of the cases. The remaining types included protruding masses
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(20.1%), ulcerative masses (14.5%), ulcers on protruding masses
(9.4%), mucosal fold hypertrophy (3.8%), and diffuse nodules (1.9%).
3.2. CLASSIFICATION OF IMMUNOHISTOCHEMICAL
PATTERNS AND HISTOPATHOLOGICAL CHARACTERISTICS
3.2.1. Classification of immunohistochemical patterns of
Gastrointestinal Lymphoma

Histopathological characteristics of gastrointestinal lymphoma: B-
cell lymphomas accounted for 96.2%, while a small proportion
originated from T lymphocytes (3.8%). The most common type was
diffuse large B-cell lymphoma (DLBCL), with 99 cases. Among these,
the activated B-cell (ABC) subtype accounted for 56%, and the
germinal center B-cell-like (GCB) subtype accounted for 44%. The
second most common was mucosa-associated lymphoid tissue
(MALT) lymphoma, with 33 cases. Mantle cell lymphoma was
identified in 15 cases.
3.2.2. Histopathological characteristics of Gastrointestinal
Lymphoma
3.2.2.1. General Histopathological Characteristics of Gastrointestinal
Lymphoma

The most common histological pattern was the diffuse form
(90.6%). Regarding cell size, large cells were most frequently
observed (48.5%), followed by mixed small and medium-sized cells
(17.6%), and mixed medium and large-sized cells (13.8%).
Lymphoepithelial lesions were found in 13.8% of gastrointestinal
lymphoma cases. In the histopathological diagnosis of gastrointestinal
lymphoma patients, the majority were diagnosed with non-Hodgkin
lymphoma (69.2%)
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3.2.2.2. Histopathological characteristics of diffuse large B-cell
lymphoma

All cases of DLBCL exhibited a diffuse growth pattern (100%).
Most tumor cells were large in size (77.8%). The predominant cellular
morphology was a mixture of centroblasts and immunoblasts (72.7%),
followed by pure centroblasts (17.2%) and pure immunoblasts
(10.1%). No cases showed anaplastic morphology.
3.2.2.3. Histopathological characteristics of mucosa-associated
lymphoid tissue lymphoma

All cases exhibited a diffuse growth pattern (100%), with a mixture
of small and medium-sized cells in 59.4% of cases. The predominant
morphological subtypes included monocytoid cells (43.7%),
centrocyte-like cells (25%), plasmacytoid cells (18.7%), and small
lymphocytes (12.6%). Lymphoepithelial lesions were observed in
62.5% of cases.
3.2.2.4. Histopathological Characteristics of Mantle Cell Lymphoma

Most mantle cell lymphomas in the gastrointestinal tract exhibited
a nodular histological pattern (73.3%). In the majority of cases, the
tumor cells were of mixed small and medium size (53.3%). No cases
showed evidence of lymphoepithelial lesions.
3.2.2.5. Histopathological Characteristics of Small Lymphocytic
Lymphoma

Small lymphocytic lymphomas in the gastrointestinal tract
exhibited a diffuse growth pattern (2 out of 2 cases). No cases showed
evidence of lymphoepithelial lesions or plasmacytic differentiation
3.2.2.6. Histopathological Characteristics of Follicular Lymphoma
and Duodenal-Type Follicular Lymphoma

Follicular lymphomas in the gastrointestinal tract (including
duodenal-type follicular lymphoma) exhibited a follicular growth
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pattern in all cases (4/4). All tumors consisted of medium-sized cells
(4/4 cases) and were classified as histological grade 1 (4/4 cases). No
cases showed evidence of lymphoepithelial lesions or plasmacytic
differentiation.
3.2.2.7. T-cell-origin gastrointestinal lymphoma

T-cell lymphomas in the gastrointestinal tract exhibited a diffuse growth
pattern in all cases (6/6). Tumor cells were small in 2 out of 6 cases and
medium-sized in 4 out of 6 cases. No cases showed evidence of
lymphoepithelial lesions or plasmacytic differentiation.

3.2.2.8. Correlation between histopathological classification
orientation and immunohistochemical results

Histopathology can provide orientation toward certain lymphoma
subtypes such as DLBCL, MALT, and MCL. Their specificity ranges from
97% to 99%. The positive predictive value (PPV) for DLBCL reaches up
to 93%, while for MALT it is 67%. MCL has no positive predictive value,
but its negative predictive value (NPV) is as high as 90%.
3.3. THE RELATIONSHIP BETWEEN IMMUNOPHENOTYPE
AND CERTAIN CLINICAL AND ENDOSCOPIC FEATURES
OF GASTROINTESTINAL LYMPHOMA
3.3.1. The relationship between histological types and clinical features

Abdominal pain is the most common symptom and is observed
across all immunophenotypes. Gastrointestinal bleeding and
obstruction were not recorded in the three immunophenotypes:
Follicular Lymphoma, Doudenal Follicular Lymphoma, and Small
Lymphocytic Lymphoma. B symptoms were mainly found in the
group (15.2%), with a smaller proportion in MALT (6.1%) and
Doudenal Follicular Lymphoma (1 out of 2 cases). Regarding disease
stage: most immunophenotypes were found in stages | and 1I,.. FL
and SLL were only observed in early stages (I and 1I). TCL (T-cell
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Lymphoma) was found in stages I and Ili,> as frequently as in stages
IIE and IV.
3.3.2. The relationship between clinical features and histological
types groups of aggressive and indolent ymphomas

Between the aggressive and indolent lymphoma groups, there was no
statistically significant association with most of the clinical features of the
studied patients, except for disease stage (p < 0.05). Aggressive
lymphomas were more frequently encountered and were often detected at
early stages; however, a considerable number of cases were also recorded
at stage 1V (31 out of 114 cases). In contrast, indolent lymphomas were
rarely found at stage 1V (3 out of 45 cases), with stage | being the most
commonly observed (26 out of 45 cases).
3.3.3. The relationship between lesion location and histological types

The most common site for DLBCL (69 out of 99 cases) and MALT
(23 out of 33 cases) was the stomach. MCL (Mantle Cell Lymphoma)
was found at nearly all investigated sites, with a relatively even
distribution. TCL (T-cell Lymphoma) was not found in the rectum or
duodenum. There was a statistically significant association between
lesion location and histological types (p < 0.001).
3.3.4. The relationship between endoscopic features and histological types

MALT and DLBCL lymphomas primarily exhibited superficial lesion
types on endoscopy, with 19 out of 33 cases and 53 out of 99 cases,
respectively. There was a statistically significant association between
endoscopic lesion characteristics and histological types (p = 0.002).
3.3.5. The relationship between endoscopic features and histological
types group

There was a statistically significant association between
endoscopic lesion characteristics and the histological types groups of
aggressive and indolent lymphomas (p < 0.05).
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CHAPTER 4. DISCUSSION

4.1. General, clinical, and endoscopic characteristics
4.1.1. General characteristics of the study sample

A study by Vu Thanh Huyen conducted from 2019 to 2022 at K
Hospital showed that the most common age range for gastrointestinal
non-Hodgkin lymphoma was 50-70 years (59.8%), with a mean age
of 54.62 + 12.69 years. The male-to-female ratio in the study sample
was approximately 3:2, and the gender difference was statistically
significant (p = 0.034).
4.1.2. Clinical characteristics

The most common symptom is abdominal pain. The majority of
cases are detected at a localized stage, with 71.7% in stages I and 11,
and 28.3% in advanced stages IIE and IV. The rates of complications
and B symptoms are 21.4% and 11.3%, respectively. In Wei Wang’s
study, 27.88% of cases were in early stages (I, 111,2), while 72.12%
were in advanced stages (IIE/IV). Most histopathological samples
were obtained through endoscopic biopsy (60.4%). The distribution of
gastrointestinal lymphoma is consistent with the findings of Nguyen
Van Chu.
4.1.3. Endoscopic characteristics

Previous studies have proposed various classifications to analyze the
endoscopic features of the disease. In both groups, the predominant
endoscopic appearances were superficial lesions and protruding masses
without ulceration.

4.2. HISTOPATHOLOGICAL AND IMMUNOHISTOCHEMICAL
CHARACTERISTICS OF GASTROINTESTINAL LYMPHOMA

4.2.1. Histopathological Characteristics of Gastrointestinal
Lymphomas
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4.2.1.1. Histopathological Characteristics of Diffuse Large B-Cell
Lymphoma

According to the literature and previous studies, DLBCL in the
gastrointestinal tract shares similar histopathological features with
nodal DLBCL, characterized by large tumor cells and a diffuse
infiltrative growth pattern.
4.2.1.2. Histopathological Characteristics of Mucosa-Associated
Lymphoma

In our study, lymphoepithelial lesions were observed in 62.5% of
cases of mucosa-associated lymphoma in the gastrointestinal tract.
4.2.1.3. Histopathological Characteristics of Mantle Cell Lymphoma

In our study, most mantle cell lymphomas in the gastrointestinal
tract exhibited a nodular histological pattern (73.3%). There was a
mixture of small and medium-sized cells (53.3%), and no cases
showed lymphoepithelial lesions.
4.2.1.4. Histopathological Characteristics of Small Lymphocytic
Lymphoma

There were two cases, both showing diffuse proliferation of small-
sized lymphocytes.
4.2.1.5. Histopathological Characteristics of Follicular Lymphoma
and Duodenal-Type Follicular Lymphoma

In our study, there were four cases of follicular lymphoma in the
gastrointestinal tract, including two cases of duodenal-type follicular
lymphoma. The tumor cells were uniform, forming atypical follicular
structures with a high density of follicles, poorly defined mantle zones,
and absence of tangible-body macrophages.
4.2.1.6. Histopathological Characteristics of T-cell Lymphoma

All cases showed a diffuse pattern of tumor cells. The size of the
tumor cells varied: two cases had small-sized cells, and four cases had
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medium-sized cells. According to the literature and previous studies,
the histopathology of T-cell lymphoma in general, and in the
gastrointestinal tract in particular, is relatively diverse.
4.2.2. Immunohistochemical Characteristics of Gastrointestinal
Lymphomas

B-cell lymphomas accounted for the majority, representing 97.4%
of cases, while T-cell lymphomas made up 2.6%. The proportion of
T-cell lymphomas in our study is comparable to that reported by
Nguyen Van Chu (2006), but lower than the findings of Tran Huong
Giang (2011).
4.2.2.1. Immunohistochemical Characteristics of Diffuse Large B-Cell
Lymphoma

CD20 expression was positive in 100% of cases, and CD79a
positivity ranged from 64% to 73%. Diffuse large B-cell lymphoma is
classified into two subtypes: the germinal center B-cell-like (GCB)
subtype and the activated B-cell-like (ABC) subtype. Hans et al.
proposed a classification algorithm using three markers—CD10,
BCL6, and MUM1—with a positivity threshold of >30% of tumor
cells for each marker. Other classification algorithms used for DLBCL
subtyping include those by Muris, Choi, and Tally.
4.2.2.2. Immunohistochemical Characteristics of Mucosa-Associated
Lymphoid Tissue Lymphoma

Tumor cells showed strong positivity for B-cell markers, with CD20
expressed in 100% of cases and CD79a in 75%. A smaller proportion of
tumor cells were positive for Bcl2 (33%) and MUML1 (22%).
4.2.2.3.  Immunohistochemical Characteristics of Mantle Cell
Lymphoma

Mantle cell lymphoma is characterized by proliferating lymphoid
cells that are positive for CD20, CD5, and Cyclin D1. The role of
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SOX11 in diagnosing mantle cell lymphoma involving both lymph
nodes and the gastrointestinal tract is considered complementary to
Cyclin D1.
4.2.2.4. Immunohistochemical Characteristics  of  Rare
Gastrointestinal Lymphoma Subtypes

There were two cases of small lymphocytic lymphoma (SLL), in
which tumor cells were completely positive for CD20, CD79a, CD23,
and CD5. Six cases of T-cell lymphoma were identified: four were
positive for the CD3 marker, while two CD3-negative cases were
stained for CD4 and showed positive results; two cases stained for
CD8 were negative.
4.2.3. Correlation Between Histopathological and
Immunohistochemical Results

The sensitivity of identifying gastrointestinal lymphoma subtypes
based on histopathological orientation alone was relatively low (0—
28%), while the specificity was high (97%). This finding is consistent
with previous studies and literature, which indicate that it is very
difficult to distinguish these cells from other lymphoid cell types
within the lymphoid population.
4.3. ASSOCIATION BETWEEN CLINICAL, ENDOSCOPIC, AND
HISTOLOGICAL TYPES OF GASTROINTESTINAL LYMPHOMAS
4.3.1. Association Between Clinical Features and histological types

Abdominal pain was the most common symptom and was observed
across all histological types. There was no statistically significant
difference in the association between indolent and aggressive
lymphomas with the presence of complications or B symptoms.
Between the two groups—indolent and aggressive lymphomas—there
was no statistically significant association with most clinical features
of the studied patients, except for disease stage (p < 0.05)..
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4.3.2. Association between lesion location and histological types

The most common site of involvement for both DLBCL (70%) and
MALT (68.8%) was the stomach. There was a statistically significant
difference in the distribution of histological types at the gastric site (p
< 0.001).
4.3.3. Association between endoscopic lesion patterns and
histological types

MALT and DLBCL lymphomas predominantly presented with
superficial-type lesions on endoscopy, accounting for 59.4% and
53.8% of cases, respectively. There was a statistically significant
association between endoscopic lesion characteristics and histological
types (p = 0.012). This difference was particularly evident in the
superficial lesion type (p < 0.001).
4.3.4. Association between endoscopic lesion patterns and
histological types groups

There is a statistically significant association between the
endoscopic lesion characteristics and the two groups of lymphomas—
indolent and aggressive types (p < 0.05).

DO LIMITATIONS OF THE STUDY

Due to research constraints, we were unable to classify gastric T-
cell lymphomas into specific subtypes according to the World Health
Organization (WHO) classification. Additionally, some histological
subtypes have a low prevalence, making it difficult to identify all
corresponding immunophenotypes and their associations with other
clinical and pathological features. Molecular diagnostic techniques
were not employed in the scope of this research
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CONCLUSION

1. Histopathological and Immunohistochemical Characteristics of
Gastrointestinal Lymphomas

Diffuse large B-cell lymphoma (DLBCL) accounted for 62.3%,
mucosa-associated lymphoid tissue (MALT) lymphoma for 20.7%,
mantle cell lymphoma (MCL) for 9.4%, T-cell lymphoma (TCL) for
3.8%, and follicular lymphoma (FL), duodenal-type follicular
lymphoma (D-FL), and small lymphocytic lymphoma (SLL) each
accounted for 1.3%. 100% of DLBCL cases exhibited a diffuse growth
pattern; 77.8% had large tumor cells, and 72.7% showed a mixed
morphology of centroblasts and immunoblasts. 100% of MALT cases
also had a diffuse pattern, with small to medium-sized tumor cells in
59.4% of cases. Monocytoid cell morphology was observed in 43.7%,
and lymphoepithelial lesions were present in 62.5% of cases. MCL
cases predominantly showed a nodular histological pattern (73.3%),
with tumor cells of mixed small and medium size in 53.3% of cases..
2. Immunohistochemical Phenotypes of Gastrointestinal
Lymphomas and Their Relationship with Clinical, Endoscopic,
and Histopathological Features

Among DLBCL-ABC subtype (56%), two immunophenotypes
were identified:

CD20/CD79a+, CD3—, CD10—, Bcl6— (45%)

CD20/CD79a+, CD3—, CD10—, Bel6+, MUM1+ (55%)

Among DLBCL-GCB subtype (44%), two immunophenotypes
were identified:

CD20/CD79a+, CD3—, CD10+ (86%)

CD20/CD79a+, CD3—, CD10—, Bel6+, MUMI1— (14%)

MCL: CD20/CD79a+, CD3—, Cyclin D1+, SOX11+/— (100%)
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MALT: two immunophenotypes were identified:

CD20/CD79a+, CD3—, Cyclin D1—, CD10/Bcl6—, CD5— (79%)

CD20/CD79a+, CD3—, Cyclin D1—, CD10/Bcl6—, CD5+, CD23~—
(21%)

Aggressive lymphomas were more frequently detected at stage IV
compared to indolent lymphomas.

Lesion locations were most commonly found in the stomach
(60.4%), followed by the jejunum (11.9%) and colon (10.1%) (p <
0.001).

Superficial lesions were the predominant endoscopic feature in
MALT lymphomas (59.4%) and DLBCL (53.6%) (p < 0.001).

Endoscopic lesion characteristics were significantly associated
with immunophenotypic groups (p < 0.05).



23

RECOMMENDATION
We propose a summarized diagnostic and histological
classification approach for common types of gastrointestinal
lymphomas, based on histopathology and immunohistochemistry,
consisting of the following four steps:
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