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BAO CAO MOT TRUO'NG HO'P U LYMPHO TE BAO T/NK
TAI HACH VO'I1 EBV DUO'NG TINH
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TOM TAT.

U lympho té bao T/NK tai hach voi EBV
duong tinh (EBV+ nPTCL) 1a mot ph&dn nhém
méi trong phan loai dong thuan qudc té vé u
lympho nam 2022 (ICC 2022) vaphiénban tha 5
cta phan loai bénh ly hé tao mau caa To chuc Y
té Thé gisi (WHO-HAEMSS5). Trudc day, nhing
truong hop nay dwoc coi 1a bién thé cua u
lympho té bao T ngoai bién, khong dic hiéu
(PTCL, NOS). Tuy nhién céc nghién ctru da cho
thdy EBV+ nPTCL la mét thyc thé riéng biét,
biéu hién phan tir gdy doc té bao, té bao u khéng
dién hinh vé mat hinh thai, didn tién rat nhanh va
khong dap ung véi hoa tri ligu thong thuong. Vi
vay, EBV+ nPTCL céan duoc tach biét véi cac
PTCL, NOS khac dé c6 chién lugc diéu tri va
tién lwgng bénh phu hop. Chang tdi bao cao mot
truong hop EBV+nPTCL & mot phu nit 50 tudi.
Hinh thai md hoc va kiéu hinh mién dich ban dau
khdng khac biét so vai cac PTCL, NOS khac.
Tuy nhién té bao u duong tinh véi EBER vabiéu
hién marker T gdy doc hudng dén chan doan
EBV+nPTCL. Truong hop ndy nhan manh tim
quan trong cuaviéc khao sat EBER thuong quy
trén cac truong hop PTCL dé tranh phan loai
nham sang PTCL, NOS.
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Tir khoa: U lympho té bao T/NK tai hach
EBV duong tinh, U lympho té bdo T ngoai bién.

SUMMARY
EBV-POSITIVE NODAL T- AND NK-

CELL LYMPHOMA: A CASE REPROT

In the 2022 International Consensus
Classification of Mature Lymphoid Neoplasms
and the 5th edition of the World Health
Organization’s classification of hematolymphoid
tumors, EBV-positive nodal T-/NK-cell
lymphoma (EBV+ nPTCL) has been identified as
anew provisional entity. This is a change from
its previous classification as a variant of
peripheral T-cell lymphoma, not otherwise
specified (PTCL, NOS). EBV+nPTCL is known
for its aggressive clinical course, with a short
median overall survival and no standard
treatment. Therefore, it's important to distinguish
EBV+nPTCL from PTCL, NOS for appropriate
treatment and prognosis. We present a case of
EBV+nPTCL in a 50-year-old female. Initially,
the histological morphology and
immunophenotype did not differ from other
PTCL, NOS. However, the tumor cells tested
positive for EBER and expressed cytotoxic
markers, leading to the diagnosis of EBV+
nPTCL. This case highlights the significance of
screening for EBER in PTCL.

Keywords: EBV-positive nodal T-/NK-cell
lymphoma, peripheral T-cell lymphoma.
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I. DAT VAN DE

Theo phan loai WHO-HAEMS4 va céac
phan loai u lympho trudc ddy, u lympho té
bao T ngoai bién nguyén phat tai hach dugc
chia lam 3 phan nhém chinh bao gébm U
lympho té bao 16n thoai san (Anaplastic large
cell lymphoma), U lympho té bao T tai hach
v6i kiéu hinh TFH (Nodal T-follicular helper
(TFH) cell lymphoma) va U lympho té bao T
ngoai bién khac (Other peripheral T-cell
lymphomas — PTCL, NOS). U lympho té
bao T/NK tai hach voi EBV duong tinh
(EBV+ nPTCL) 1a mot phan nhém méi dugce
cap nhat trong phan loai ICC 2022 va WHO-
HAEMSS. Truodc day, nhirng truong hop nay
dugc coi 1a bién thé cta u lympho té bao T
ngoai bién, khong dac hi¢u (PTCL, NOS)
(1). Tuy nhién cic nghién ctru da cho thay
EBV+ nPTCL la mét thyc thé riéng biét,
biéu hién phan tir 2y doc té bao, té bao u
khong dién hinh vé mat hinh thai, dién tién
rat nhanh va khong dap ung véi hoa tri lidu
thong thuong. Vi vay, EBV+ nPTCL duogc
tach biét véi cac PTCL, NOS khac dé c6
chién lugc diéu tri va tién lugng bénh phu
hop hon.

EBV+ nTNKL la mét phén nhom u
lympho té bao T giy doc hoic té bao NK
duong tinh véi EBV, biéu hién cha yéu &
hach lympho va thuong gap ¢ nguoi lon.
Bénh hiém gip, ghi nhan chu yéu ¢ cac nuéc
Pong A. Bénh thuong giap ¢ ngudi lon tudi
(46 tudi trung binh 60 tudi) mic du céc
truong hop & nguoi tré tudi ciing da duoc
bao cao. Bénh biéu hién cha yéu ¢ cac hach
lympho (phé bién nhat Ia c, ben va nach)
nhung ciing c¢6 thé lién quan dén mot sb vi tri
ngoai hach. Gan va/hoac tuy xwong gap ¢
24-60% truong hop; cac vi tri ngoai hach
khac nhu da va duwong tiéu hoa it gap hon.
Khéng c6 bao cao lién quan dén mii duogc
ghi nhan. Bénh nhan thudng biéu hién hach
to, giai doan tién trién (86-88%), triéu chang
B (72-80%), giam tiéu cau (53-62%). Hach

méat cAu tric do sy xam nhap lan téa cua cac
té bao u kich thudc trung binh dén Ién,
thuong khéng kem hoai tir va tang sinh mach
méu. Cac té bao u c6 dang nguyén tam bao
(centroblast), gidng nhu u lympho té bao B
I6n lan téa (DLBCL). Té bao u biéu hién cac
marker dong T (nhu CD3 va CD2), cac
marker gdy doc té bao (TIAL, Granzyme B
va Perforin). CD8 va CD56 dwong tinh 1in
luot 6 63-72% va 7-22% truong hop. CD4 va
CD5 thuong am tinh. Phan lon té bao u
duong tinh voi EBER-ISH.(2, 3)

Chung t61 bao cdo mot truong hop EBV+
nPTCL véi hinh thai mé hoc va kiéu hinh
mién dich ban dau khéng khéac biét so véi
cac PTCL, NOS khac. Tuy nhién té bao u
duong tinh véi EBER va biéu hién marker T
gy doc hudng dén chan doan EBV+nPTCL.

Il. CA LAM SANG

Bénh nhan nit 50 tudi. Tién st khoe
manh khong ghi nhan bat thuong vé noi khoa
lan ngoai khoa. Khong c6 tién can st dung
thudc tic ché mién dich kéo dai. Cach nhap
vién kh0ang 1 thang, bénh nhan cam thay
mét moi, sot, d md hoi dém, an udng kém.
Kham lam sang ghi nhan thé trang suy kiét
(BMI = 16 kg/m?), niém mac mit nhat,
khong ghi nhan tinh trang xuét huyét. Gan to,
lach to do 2. Hach to vung néach, ben, kich
thuéc 2x2 cm, khong dau, khong di dong,
giai han rd.

Tong phan tich té bao mau: huyét sic tb
(Hemoglobin) 7,4 g/dl, tong sé lwong bach
cau (White blood cell) 10,1 x 10%/L: 20% té
bao lympho, 20% bach cau hat trung tinh
(Neutrophil), 50% té bao I6n khong xac dinh
(Large unstained cells), s6 luong tiéu cau
(Platelet cell) 72 x 10%/L. Phét mau ngoai Vi
ghi nhan 50% té bao lympho khong dién
hinh. Kiém tra huyét thanh hoc cho thay
khéng c6 bang chirng nhidm HIV, viém gan
siéu vi B, viém gan siéu vi C.

611



KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HQC CHUYEN NGANH HUYET HOC - TRUYEN MAU

Bénh nhan duoc tién hanh sinh thiét hach
co trai. Trén lam nhuém Hematoxylin va
Eosin (H&E) ghi nhan hach mat ciu trac;
hién dién lan toa cac té bao u kich thudc
trung binh, nhan tron, nhiém sic chat phan
tan, hat nhan r3, trén nén cac té bao phan wng
(bach cau hat &i toan, twong bao, lympho
nho). Té bao u biéu hién marker dong T
(CD3, CD2,CD7), marker dong NK (CD56),

marker gay doc (TIALl, Granzyme B,
Perforin), chi sb Ki67+ khoang 80%. Té bao
u khoéng biéu hién CD4, CD5, CD8, CD30.
CISH-EBER duong tinh khoang 80% (Hinh
1)

Bénh nhan dugc xét nghiém dinh lugng
EBV bang ky thuat Polymerase Chain
Reaction (PCR) ghi nhan EBV DNA 73.000
copies/ml.
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A: Hach mét ciu trac. Hién dién lan toa
cac té bao u kich thuéc trung binh, trén nén
cac té bao phan tng gdm bach cau hat &i
toan, tuong bao, lympho nho (Lam nhuém
Hematoxylin va Eosin, 400x). B: Marker
CD2 duong tinh (IHC, 400x). C: Marker
CD3 duong tinh (IHC, 400x). D: Marker
CD4 am tinh (IHC, 400x). E: Marker TIA1
duong tinh (IHC, 400x). F: CISH-EBER
duong tinh (IHC, 400x).

Bénh nhan dugc chan doan xéac dinh
EBV+ nPTCL va tién hanh sinh thiét tuy
xuong va dém té bao dong chay mau tiy dé
danh gia xdm nhap tuy xwong. Sinh thiét tay
xuong cho thay mat do té bao tuy khOang
50%. Ba dong té bao mau gém mau tiéu cau,
hong ciu va bach cau hat truéng thanh day
du. Hién dién quan thé té bao u lympho kich
thudc trung binh, nhan da hinh dang, nhiém
siac chat hoi min, khéng c6 hat nhan, bao
twong trung binh dén rong, bat mau kiém
(khoang 60%). Té bao u phan bd chu yéu
dang md k&, biéu hién marker CD3 (Hinh 2).
Pém té bao dong chay miu tay ghi nhan
64% quan thé lympho T/NK bat thuong.
Mang cac dau an: CD45Bright cyCD3, CD7,
CD2, CD56, CD57, CD38. Khéng mang cac

dau an: sCD3, CD4, CDS, TCRyS TCRo,
CD16, CD1a. Khéng mang cac dau 4n non:
CD34,CD10, TdT (Hinh 3). Bénh nhan duoc
xac dinh c6 hién dién té bao u trong tay
xuong, tuong ung giai doan 1V theo Ann
Arbor.

Ngoai ra, bénh nhan du tiéu chuan dé
chan doan hoi chiing thuc bao méau thir phét
sau lymphoma, gay ton thuong gan, réi loan
déng mau, kém viém phdi. Bénh nhan sau do
duoc khoi dong diéu tri ngay VGi
Dexamethasone dé kiém soat bién chirng va
diéu tri nang do kiém so4t dong méau va tinh
trang nhiém trung. Song song d6, sau khi hoi
chan ching téi thdng nhat chon SMILE la
phac dd dau tay (steroid, methotrexate,
ifosfamide, l-asparaginase va etoposide). Sau
khi hoan tat chu ki 1, cac bién chung do
lymphoma nhu hoi ching thyc bao mau va
viém phoi, réi loan dong mau déu da duoc
kiém soat, huyét hoc bénh nhan hdi phuc
hoan toan. Bénh nhan duoc tiép tuc diéu tri
chu ki héa tri thtt 2. Tuy nhién, do bién
chang nhidm trung huyét khong dap tng véi
khang sinh pho rong, ngudi bénh tir vong sau
20 ngay diéu tri.

Hinh 2: Sinh thiét tiy xwong
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A va B: Té bao u lympho phan bé mé k& (Lam nhuom Hematoxylin va Eosin, 40x va
400x). C: Té bao u lympho kich thudc trung binh, nhan da hinh dang, nhidm sic chat hoi min,
khong c6 hat nhan, bao twong trung binh dén rong, bat mau kiém, chiém khoang 60% (Lam
nhudm Wright-Giemsa, 400x). D: Marker CD3 phan b4 dang mé k& (IHC, 400x).
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Hinh 3: Pém té bao dong chdy mdu tiy ghi nhdn 64% qudn thé T/NK bdt thiwong
(quan thé P2 mau dé)

Mang céc dau an: CD45Bright, cyCD3,
CD7, CD2, CD56, CD57, CD38. Khong
mang cac dau an: sCD3, CD4, CD8, TCRy3,
TCRap, CD16, CDla. Khong mang cac dau
an non: CD34, CD10, TdT.

ll. BAN LUAN

Trén day chung t6i bdo cdo mot trudong
hop EBV+ nPTCL véi hinh thai mo hoc va
kiéu hinh mién dich ban dau khong khéc biét
so voi cac PTCL, NOS khéc. Tuy nhién té
bao u dwong tinh véi EBER va biéu hién
marker T gdy doc huéng dén chan doan
EBV+ nPTCL. Trén ca bénh nay, bénh nhan
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khoi phat véi triéu chitng B (sot, sut can, d6
mo hoi dém). Kham 1am sang ghi nhan hach
to toan than. Bénh nhan duoc tién hanh sinh
thiét hach cd trai. Trén lam nhudm
Hematoxylin va Eosin (H&E) ghi nhan hach
mat cAu trac; hién dién lan téa cac té bao u
kich thudc trung binh, nhan tron, nhiém sic
chat phan tan, hat nhan rg, trén nén cac té
bao phan wng (bach ciu hat & toan, twong
bao, lympho nho). Hinh thai mé hoc goi y
chan doan u lympho nén chung téi thyc hién
xét nghiém hoa md mién dich CD3, CD20 va
Ki67 dé phan dong té bao va danh gia chi sb
phan bao. Két qua ghi nhan té bao u biéu
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hién marker dong T/NK (CD3), khdng biéu
hién marker dong B (CD20) va chi s6 phan
bao Ki67 cao khoang 80%. Hudng dén chan
doan u lympho té bao T/NK, chlng tdi tiép
tuc thuc hién khao sat cac marker dong T
khac (CD2, CD4, CD5, CD7, CD8), marker
dong NK (CD56) va marker CD30. Két qua
cho thiy té bao u biéu hién cac marker dong
T (CD2, CD3, CD7), marker dong NK
(CD56) va khong biéu hién CD4, CD5, CDS,
CD30. Chung tdi khong ghi nhan sang
thuong & cac co quan lympho khac ngoai
hach nén nghi dén u lympho té bao T ngoai
bién nguyén phét tai hach. Theo cac phan
loai truéc ddy, u lympho té bao T ngoai bién
nguyén phat tai hach gom 3 phan nhém
chinh: U lympho té bao lén thoai san, U
lympho té bao T tai hach véi kiéu hinh TFH
va U lympho té bao T ngoai bién, khong dic
hiéu (PTCL, NOS). Trén ca bénh nay, khéng
ghi nhan té bao u dang thodi san dién hinh
kém marker CD30 am tinh nén chan doan u
lympho té bao Ién thodi san hau nhu khong
duoc nghi tdi. MO hoc khong thiy té bao u
dang té bao sang (clear cell), khong co ting
sinh tinh mach ndi md cao mao mach (High
endothelial venules), khdng hién dién nguyén
bao mién dich (immunoblast), té bao u khéng
phan bd dang nang nén ching tdi khdng
huéng dén chan doan U lympho té bao T tai
hach véi kiéu hinh TFH. Chan doan PTCL,
NOS duoc hudng dén. Tuy nhién, tai Bénh
vién Truyén méau Huyét hoc ching toi dang
ap dung phan loai WHO-HAEMS5S trong
chan doan bénh Iy &c tinh hé tao méu néi
chung va u lympho té bao T/NK néi riéng.
Theo huéng dian WHO-HAEMSS5, xét
nghiém EBER s& dugc thuc hién thuong quy
trén tat ca cac trudng hop PTCL dé khong bo
s6t EBV+ nTNKL. Két qua xét nghiém
CISH-EBER cho thay khoang 80% té bao u

duong tinh. Nghi ngo day 1a mét truong hop
EBV+ nTNKL, ching téi tiép tuc khao sat
marker gay doc té bao (TIA1, Granzyme B,
Perforin) va két qua cho thiy té bao u duong
tinh vai ca 3 marker gy doc. EBV+ nTNKL
duoc cho 1a ¢6 ngudn gbc tir té bao T gay
doc hodc té bao bao NK nén da sb cac trudong
hop s& mang kiéu hinh CD8+. Trén ca bénh
nay, ching téi ghi nhan té bao u c6 kiéu hinh
CD4-/CD8-. Theo nghién ctu cua tac gia
Jeon va cong su trén 15 truong hop PTCL,
NOS c6 kem EBER duong tinh, ghi nhan
CD8+ trén 66,7% trudng hop; ti 1é phan b
kiéu hinh CD4/CD8 lan luot la 53,4%
CD4+/CD8- (8/15); 13,3% CD4+/CD8-
(2/15); 20,0% CD4-/CD8- (3/15) va 13,3%
CD4+/CD8+ (2/15) (4). Piac diém nay cho
thay kiéu hinh CD8+ chiém da s truong hop
bénh, kiéu hinh CD4-/CD8- nhu ca bénh cta
chung t6i twong ddi it gdp hon nhung van ghi
nhan ¢ 13,3% truong hop theo nghién ctu
cua tac gia Jeon. Ngoai ra, trén ca bénh nay
ching t6i ciing ghi nhan marker dong
lympho NK CD56+. EBV+ nTNKL vai
CD56+ chiém 7-22% theo tac gia
Quintanilla-Martinez, ti 1é nay theo nghién
ctru cua tac gia Jeon la 13,3% (3). Tac gia
Jeon ciing ghi nhan 2/15 ca bénh c6 kiéu
hinh tuong ty nhu ca lam sang cta ching toi
vGi kiéu hinh CD4-/CD8-/CD56+ (2). Bénh
nhan duoc xét nghiém dinh lurong EBV bing
ky thuat xét nghiém Phan ung chudi
polymerase (Polymerase Chain Reaction -
PCR) ghi nhan EBV DNA 73.000 copies/ml.
Pdi chiéu véi tiéu chuan chian doan EBV+
NTNKL theo WHO-HAEMS5, ching toi
chan doan xac dinh day 1a mot truong hop
EBV+ nTNKL.

Trude khi EBV+ nTNKL duogc chinh
thic dua vao phan loai WHO-HAEMSS,
nhiéu nghién ctru vé EBV trén PTCL, NOS
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da duogc thyc hién. Tac gia Hsi ghi nhan sy
hién dién virus Epstein-Barr (EBV) trong
khoang 21% PTCL-NOS. Anh huéng cua
EBV dbi véi PTCL da dugc tranh ludn tur
lau. M6t s6 nghién ctru da bao céo tién luong
xau hon ¢ nhitng bénh nhan PTCL nhiém
EBV duoc phat hién bang xét nghiém PCR
hodc phuong phap lai tai chd gin mau xac
dinh EBV (EBER-ISH) so voi cac truong
hop PTCL khong kém EBV. Gan 90% ngudi
trudng thanh bi nhiém EBV, vi vay EBV la
mot loai virus phd bién. Tuy nhién, trong
mét sb it trudng hop, EBV gy ra nhiéu loai
bénh 4c tinh, bao gém ca u lympho va ung
thu biéu mo (5). Co ché bénh sinh cua bénh
u lympho Burkitt kha r6 rang, EBV lay
nhiém vao té bao B trung tdm mam thdng
qua thu thé CD21. Nguoc lai, co ché bénh
sinh caa u lympho té bao T/NK lién quan dén
EBV van chua dugc hiéu ddy du. Vi du, cach
EBV lay nhiém vao té bao NK va T van chua
duoc 1am rd, vi té bao NK va T khdng biéu
hién phan tor thu thé CD21. Tac gia Okuno
dua ra gia thuyét EBV c6 thé lay nhiém vao
cac té bao dau dong lympho (Common
Lymphoid Progenitor cells) c6 biéu hién
CD21, do d6 thuong gay bénh ¢ ca dong
lympho T va NK (6). Bén canh do, ti lé té
bao u dwong tinh véi EBER-ISH rat da dang.
Ngudng cat (Cut-off) EBER-ISH duong tinh
> 30% hién dang duoc chap thuan rong réi
(2). Trude day, EBV+ nPTCL dugc xem la
mot bién thé cua PTCL, NOS. Tuy nhién cac
nghién ciru da cho thay EBV+ nPTCL la mot
thuc thé riéng biét, bidu hién phan tir gay doc
té bao, té bao u khong dién hinh vé mat hinh
thai, dién tién rat nhanh va khong dap ung
vai hoa tri ligu thong thuong. Vivay, EBV+
nPTCL can duoc tach biét véi cac u lympho
té bao T/NK khac dé c6 chién lugc diéu tri
va tién luong bénh phd hop. Tam soét EBV,
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dac biét la xét nghiém EBER-ISH nén dugc
chi dinh thuong quy trén tat ca cac truong
hop u lympho té bao T/NK dé khong chan
doan nham EBV+ nPTCL sang nhém PTCL,
NOS.

Thoi gian sbng toan b (OS) cua EBV+
nPTCL (2,5-8,0 thang) kém hon dang ké so
véi PTCL, NOS (16-20 thé&ng). Ngoai ra
nhitng bénh nhan c6 EBV DNA huyét thanh
ban dau vugt qua 105 copies/mL cé OS trung
binh kém hon so va&i nhitng bénh nhan co
EBV DNA huyét tuong khong qua 10°
copies/mL (51 ngay so vai 188 ngay), nhung
su khac biét khong c6 y nghia thong ké (P =
0,159) (7).

Do sy hiém gap cua bénh, dir liéu thu
thap dugc chu yéu tir cac nghién cau nho
khién rit kho dua ra két luan vé hiéu qua caa
cac phac do diéu tri nén chua c6 mot phac dd
tidu chuan trong diéu tri bénh. Pa s cac
treong hop PTCL, NOS dugc chi dinh céc
phac d@ CHOP (cyclophosphamide,
doxorubicin, vincristine va prednisone). Tuy
nhién phac d6 CHOP trén nhitng trudng hop
EBV duong tinh cho thdy ty ¢ tai phét cao
va thoi gian sbng con ngan. O mot s6 bénh
nhan, hoa tri liéu véi cac phac do dua trén L-
asparaginase, nhu phac d6 SMILE (steroid,
methotrexate, ifosfamide, l-asparaginase va
etoposide) dugc cho la hiéu qua hon so véi
CHOP(8). Trong ca lam sang nay, chung téi
chon SMILE 1a phac d6 dau tay.

IV. KET LUAN

EBV+ nPTCL la mét phan nhom mdi
trong phan loai ICC 2022 va WHO-
HAEMSS5. Té bao u thudng khong dién hinh
vé mit hinh thai, biéu hién phan tir gy ddc,
EBER duong tinh, dién tién lam sang rat
nhanh va khong dép tng voi hoa tri liu
thong thudng. Truong hop ndy nhin manh
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tdm quan trong cua viéc khao sat EBER
thuong quy trén cic truong hop PTCL dé
tranh phan loai nham sang PTCL, NOS; qua
d6 c6 chién lugc diéu tri va tién luong bénh
phu hop cho bénh nhan.
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