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RARE CASE: BONE MARROW INVASIVE T-CELL
NON-HODGKIN LYMPHOMA IN A PATIENT WITH HEMOPHILIA A
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ABSTRACT

Hemophilia A is a hereditary blood clotting disorder with a prevalence of 1/6000 in males.
According to the GLOBOCAN database of the International Agency for Research on
Cancer of the World Health Organization, among 36 different types of cancer, non-
Hodgkin lymphoma ranked 8th in males and 10th in females. However, it is very rare for a
patient to have both diseases simultaneously. We want to report a case of T-cell non-Hodgkin
lymphoma with bone marrow invasion in a patient with severe Hemophilia A. The patient was
an 18-year-old male, diagnosed with Hemophilia A at the age of 4, and was regularly treated with
recombinant factor VIII. During their most frequent symptoms, the patient had continuous high
fever, with axillary lymphadenopathy. The chest wall ulcer gradually spread after the patient had
their axillary lymphadenopathy removed, and popular lesions started appearing on their skin.
Hemostasis of the ulcerated lesions was difficult despite the patient receiving factor VIII
replacement until stable. Biopsy results with specific immune markers for the ulcerated lesions
concluded T-cell non-Hodgkin lymphoma with bone biopsy showed bone marrow invasion. The
patient was treated with CHOP chemotherapy but went into septic shock during the leukopenia
phase and died.
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TOM TAT
Hemophilia A 1a bénh 1y ri loan dong méau di truyén voi ty 1¢ 1/6000 nam gidi mac bénh. Theo
co s¢ dir licu GLOBOCAN cua Co quan Nghién cttu ung thu qudc té thudc TH chirc Y t& Thé
g101 trong s0 36 loai ung thu khac nhau, ty 1¢ méc u lympho khong Hodgkin dung thir 8 & nam
gi6i va thir 10 ¢ nit. Tuy nhién, vi¢c b¢nh nhén bi méc dong thoi 2 cén bénh lai rat hiém. Chiing
t0i bdo cdo ca benh u lympho khong Hodgkin te bao T c6 xam lan tiy xuong trén bénh nhén
Hemophilia A thé ning. Bénh nhan nam, 18 tudi chan doan HemophlhaA thé ndng tir ndm 4
tudi, dugc didu tri thudng xuyén bang yéu t6 VIII tai t6 hop. Dot bénh nay bénh nhan sdt cao
lién tyc kém hach néach. Vét loét thanh ngyc lan dan sau khi bénh nhén dugc trich hach nach,
d6ng thoi xuét hién ton thuong san cuc trén da. Vigc cam mau ton thuong vung loét rat kho khan
mdc du bénh nhan da dugc bu yéu to VIII dén murc on dinh. Két qua sinh thiét véi cac dau an
mién dich ddc hi¢u tai ton thuong vung loét da két luan u lympho khong Hodgkin té bao T va
sinh thiét tiy xuong thay hinh anh xam lan tuy Bénh nhén duge diéu tri hoa chat voi phac do

CHOP nhung di sdc nhiém khuan trong giai doan ha bach cau va tir vong.

Tir khéa: Hemophillia A, u lympho khong Hodgkin, xam l4n tiy xuong.

1. GIOI THIEU

Hemophilia 1a nhém bénh ly r6i loan dong mau di
truyén do thiéu hut cac yeu 10 dong mdu, trong d6 He-
rnophﬂha A (th1eu hut yéu t6 VIIT) chiém ty 1€ cao nhét
va udc tinh co khoang 1/6000 nam gi¢i mac bénh [1
Véi su tién bd cua cac liéu phap diéu tri thay thé, tu01
tho cua cac bénh nhan Hernophlha ngay cang duoc cai
thién. Ngoai viéc kiém soat Ve van deé chay mau, cac
bénh nhan Hernoph111a phai d6i mat voi ty 1é méc cac
bénh 4c tinh vé huyét hoc va cac loai ung thu khac. U
lympho khong Hodgin 1a bénh ac tinh vé huyét hoc phd
bién nhét trén toan thé gidi, chiém gan 3% chan doan
va tir vong do ung thu. U lympho khong Hodgin 1a loai
ung thu phd b1en thir bay, c6 ty 1€ tir vong cao thur sau va
chiém 4% chan doan ung thu tai Hoa Ky [3]. Tuy nhién,
viéc xuét hién dong thoi 2 can bénh nay trén mot bénh
nhan 1a rat hiém, ngoa1 trr nhitng truong hop nhiém
HIV. Chung t6i béo céo truong hop bénh nhan nam, 18
tudi duoc chan doan u lympho khong Hodgkin té bao T
trén nén Hemophilia A.

Bénh nhan duoc chan doan Hemophlha A thé nang tur
nam 4 tudi. Khoang 4 nam gan day, bénh nhan dleu tri
thuong xuyén tai trung tam Hemophlha bang yéu t6
VIII tai to hop, truyén ché pham mau bao gom tda lanh,
huyét twong tuoi dong lanh. R4t may bénh nhan chwa co
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khang thé khang yéu t6 VIII va khong nhiém virut HIV,
viém gan B, C. Khoang hon 2 thang nay, bénh nhan s6t
lién tuc, nhlet do tir 38-390C kem hach nach phai kich
thudc ting dan. Bénh nhén da dugc trich hach nach
phai, sau d6 xuat hién vét loét thanh nguc phai kich
thudc tang dan c6 chay dich mu. Bénh nhén da didu tri
bang khang sinh lidu cao va bd sung yéu tb VIII voi heu
phu hgp. Tuy nhién tinh trang sot - khong cai thién, dong
thoi xudt hién ton thuong dang san cuc trén da, vét loét
thanh nguc lan rong, chay méau khong cam. Trén nén
bénh nhan Hemophilia, viéc can thi¢p, thu thuat duoc
dat ra mot cach de dat nhung véi ton thuong loét chay
méu tién trién, bénh nhén duoc chuyen sang Bénh vién
Dai hoc Y Ha Noi dé xét can thiép cam mau va sinh
thiét ton thuong.

Cugc hoi chan toan vién da nhan dinh tinh trang bénh
nhan rat ning véi biéu hién nhiém trung, apxe thanh
nguc phal kich thudce 1on khoang 10 cm, bo nham nhd,
day c6 gia mac, ri mau, phu né toan bd canh tay va vai
phai, t6n thuorng san cuc trén da ving bung, canh tay 2
bén dudng kinh khoang 1 cm. Xét nghiém tai thoi diém
nay cho thiy tinh trang nhidm tring pro calcitonin 14
ng/ml (binh thucrng dudi 0.05 ng/ml), bach cau ting
22,3 G/L (bach cau trung tinh 80%), thiéu mau nhe
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(huyét sic t6 96 g/l), tiéu cau binh thuong, mau ling
tang (100 mm trong 1 gio va > 140 mm sau 2 gio),
dong mau duy tri rAPTT 1,4-1,6, chi s6 LDH tang (586
IU/L) men gan tang nhe, khong suy than. Chup cat lop
vi tinh cho thdy: Nhiéu hach ving hé nach va vung co
hai bén, hach 16n kich thude 20 x 15 mm, bo déu, ngdm
thudc sau tiém. Phan mém dudi da ving thanh nguc -
nach phai c6 6 ton thuong kich thude 115 x 75 mm, ¢o
phan dich va trong c6 phan tang nhe va dong ty trong,
vo ngam thudc sau tiém, c6 duong ro ra da, thAm nhlem
mo rong xung quanh kém nhiéu hach, khong thy diém
chay mau hoat dong hay 6 6 gia phinh, dich ty do 6 bung,
dich khoang mang phoi 2 bén.

Bénh nhén dugc bd sung yéu t6 VIII tai to hop (dinh
luong yéu t6 VIII 96% sau 15 phut tiém thuoc) trude
khi tién hanh dan luu 6 o apxe dudi huorng dan siéu am
va tlep d6 can thiép cat loc cAm méau va lay sinh thiét
gui giai phau bénh. Viéc bao dam dong mau gitt vai tro
then chét dé cac nha phiu thuat tién hanh can thi¢p cho
bénh nhan mac du nguy co chay mau la rat 16n. Két qua
sinh thiét tire thi t6 chirc apxe thanh nguc cho thay mé u
gom céc té bao 16n, hat nhan rd, chia nhiéu nhén, dimg
roi rac hodc tao thanh dam, c6 vung biét hoa vay, mo

dém xam lan lyrnpho bao véi két luan: U 4c tinh chua
dinh loai. Véi két qua nhuoém 2 mau HE (Hematoxyhn
va Eosm) t6 chuc Vung thanh nguc: Tiéu ban thiy mo
uva Vung u hoai tir, viém mu; té bao u nhan tron kiém
tinh, ¢6 hat nhan, ty 1¢ nhan/bao tuong cao, dimg rdirac
thanh dam lan toa; mot s6 viing thay té bao u bién doi
vay. Ket luén u 4c tinh c6 thanh phan bi€t hoa vay. Manh
sinh thiét khi nhuém hoa mo mién dich da cho két qua
u lympho khong Hodgkin | té bao T - ALK dwong tinh.
Té bao u du0’ng tinh du 4n CD30, ALK, LCA, CD4,
CDA45RD, 4m tinh v&i cac déu an: CK, OCT4, SALL4,
GPC3, CD20, CD3, CDS5, EMA, p63, CD117.

Vi két qua chan doan u lympho khong Hodgkin té bao
T, bénh nhan duoc 1am tiy d0 va sinh thiét tiry Xuong dé
danh gia xam lan tuy Tuy d6 cho thay hinh anh roi loan
sinh tiy thtr phat v6i s6 luong. té bao tiry binh thu:orng
62 G/L, dong bach cau bién doi hinh thai, gip mot sO
lympho nguyén sinh chat wa base, nham nho, vién té
bao khong déu. Sinh thiét tiy xwong cho thay hinh anh
u lympho xam lan tuy xuong: Hinh anh phé vo khoang
sinh mau, gap té bao lympho kich thudce 16n, tap trung
thanh dam va mot s rai rac trong cac khoang sinh méau.

Hinh 1. Sinh thiét tily xwong trén vat kinh X10

Hinh 2. Sinh thiét tily xwong trén vat kinh X40

Trude tién trlen cua bénh, vdi tién lugng rat nang, bénh nhan dugc quyét dinh diéu trj phac d6 CHOP. Bénh nhén
da cit duoc sbt, ton thuong apxe thanh nguc kho, khong chay mau. Tuy nhién, giai doan sau diéu trj hoa chit,
bénh nhén ¢ tinh trang glam 3 dong nang, dac blet bach cau ha con dudi 1 G/L. Bénh nhan boi nhiém dan téi tinh
trang sdc nhidm khuén - réi loan dong mau rai rac 10ng mach va tir vong.

2. BAN LUAN

Ty 1é mic cac bénh 4c tinh vé huyét hoc va cac loai
ung thu khdc tdng 1€n ¢ nhirng bénh nhén Hemophllha
s0 v&i nhom dbi chimg phu hop da duge bao cdo trong
mot s6 nghién ciru theo chiéu doc. Do d6, nén theo ddi
chat ché cac bénh ac tinh ¢ nhiing bénh nhﬁn nay [4].
Theo nghién ctru cia Susana va cdng sy tir nam 1972-

2008 tai Thuy Dién, co6 164/1431 truong hop 4c tinh
trong cac bénh nhan Hemophilia dugc ghi nhan. Loai
ung thu phd bién nhit ¢ bénh nhén la ung thu tuyén tlen
liét, tiép theo la cc bénh 4 ac tinh vé huyét hoc, bao gdbm
u lympho va bénh bach cau cap Nhu’ng ngum Thuy
bién mac bénh Hemophlha ¢o ty 1€ mac bénh éac tinh
cao hon dang ké so véi nhom ddi chimg va sy khac biét
nay khong phu thudc vao bét ky tinh trang dong nhiém
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nao voi HIV va viém gan virut. Nhiing phat hién nay
cho thy tam quan trong cua cac nghién ctru sdu hon va
theo ddi chit ch& cac bénh ac tinh & nhitng ngudi méc
bénh mau kho dong [5].

Theo bao cdo cia Ozdermir N va cdng sy tai Thé Nhi
Ky ghi nhan: Bénh nhi 12 tudi mic Hemophilia A thé
nhe, da dugc theo doi vai chan doan ban dau 1a ty mau
¢0; xét nghiém mau sinh thiét cat bo sau d6 da dua dén
chan doan la u lympho khéng Hodgkin. 6 thang trudce
khi dén vién, bénh nhén da nho6 mot chiée rang va phat
trién mot khdi u & ¢d. Ban dau nghi ngd ¢6 khdi mau
tu & co. Khi khéi u to ra, tién hanh choc hut bang kim
va két qua cho thiy tinh trang tang san phan ung. Bénh
nhan khong c6 tri€u chung gorl ¥ ulympho hoac bat ky
khéi u 4c tinh nao khac, ngoai trior mot khdi u mém 2 x
1,5 cm & ¢d. Té bao mau ngoai vi, toc do lang (7 mm/
gi0) va lactate dehydrogenase (LDH 184 TU/L) déu
binh thuong. Bénh nhéan &m tinh viém gan B, C, HIV.
Chup cong huorng tur ¢d cho thidy mot khoi dac khong
dong nhat gitra tuyén dudi ham va co e don chiim.
Két qua chup cat 16p vi tinh ngue va bung binh thuong.
Chup cat16p phat xa positron (PET) cho thay hach bach
huyét ting chuyen hoa & c6 dudi bén trai va hod thuon
don. Sinh thiét cho ket quau lympho khong Hodgin t€
bao B lan toa giau té bao T khong c6 xam lan tiry xuwong
va dich ndo tily. Bénh nhan dugc chan doan u lympho
khong Hodgkln giai doan ITa va duoc dicu tri theo phéc
d6 hoa chét va khong c6 bat ky dot chay mau nghlem
trong nao trong qua trinh hoéa tri. Hon nira, khong c6
bién chiing nao xay ra trong qua trinh choc dich néo tuy
hodc choc hiit, sinh thiét tiy xuwong [6]. Tl ca bénh nay
ciling cho thay viéc chan doan u lympho trén bénh nhan
Hemophilia thuong gap nhiéu kho khan va thuong dan
dén sy cham tré trong chan doan. Nguyén nhén dén tur
viéc lay manh sinh thiét t6n thuong dé mim, cat vao to
chtrc mau ty, nguy co chay mau cao dan dén nhing ton
thuong khong dac hi€u trén giai phau bénh. Ban than
bénh Hemophlha ¢6 thé anh huong dén biéu hién 1am
sang va danh gia chan doan cac bénh 4c tinh. Bénh nhan
thuong ¢ tlen sir chan thuong, ¢6 cac khdi mau tu nén
can luu ¥ vé viée theo doi 1am sang cua cac khdi mau ty
khong thay d6i theo thoi gian thi can canh giac dén cac
khdi u 4c tinh. Ngoai ra, cling ¢6 bao céo truong hgp
bénh nhan mac bénh Hemophillia cu01 cung dugc chan
doan méc bénh sarcoma mé mém giéng véi khoi u gia
[7]. Truong hop ca bénh cua ching tdi, cling khong thé
nhan dinh ton thuorng u 1ympho trén manh sinh thiét tac
thi hay nhuom 2 mau HE va phai can dén cac ddu an
mién dich dac hi¢u khi nhuém hoéa mé méi du co s de
chan doan u lympho khong Hodgkin té bao T.

Mot Van dé quan trong khac 1a kho khan trong diéu tri
do sy dong thoi cua tinh trang chay mau va ac tinh. Xu
hudng chay méu c6 thé tang 1én do giam tiéu cau sau
héa tri. Giam té bao do hoa tri, ddc tinh ni€ém mac va
r6i loan cAm méu c6 thé gay ra nhidu bién chu‘ng hon
nhoém bénh nhan khong mac Hernophlha Chi ¢6 mot sO
it bao cao truong hop vé viée quan 1y bénh bach cau &
nhitng bénh nhan mac bénh mau khoé dong va trong bao
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cdo nay cting ghi nhén truong hop tir vong sau nhiém
khuan huyét trén bénh nhén bach cau cap/Hernophlha
& giai doan giam bach cdu ning sau diéu tri hoa chat
[8]. Mat khac, bénh Hernophlha A c6 kha nang gy tu
vong ¢ nhirng bénh nhan mac b¢nh mau vé rbi loan tang
sinh lympho hogc khdi u rin. Nghién ciru ciia Plug I va
cong su cho thay ty 18 tir vong ¢ bénh nhan mac bénh
Hemophlha cao hon 2,3 14n so v6i quan thé nam giGi
n6i chung. Hon nita, HIV va viém gan C anh huong
rat 16n dén ty 1é tir vong clia bénh nhan Hemophilia. O
nhitng bénh nhan Hemophilia thé ning khong bi nhlem
virut, ty 18 tr vong cao hon 40% so v6i quan thé néi
chung [9].

Trudng hop ca bénh cua chiing t6i chan doan bénh giai
doan IVb, xam lan tiry xuong €6 d9 4c tinh cao va tién
luong xau hon nhiéu so v6i ca bénh nhi 12 tudi nay. Dan
t6i dap ung diéu tri hoan toan dbi nguoc va bénh nhan
cua chiing t6i trén nén nhlem khudn ning da khong qua
khoi. Piéu nay cho thy ton thuong xam ln tuy xuong
0 bénh nhén u lympho khong Hodkin ciing la yeu to
tién luong nghlem trong cua bénh. Theo nghién ctru cua
Conlan M.G va cong sy cho thay: Sy anh hudng cua tinh
trang xam lan tity xuong khong anh huong dén sy song
con cua nhirng bénh nhan mac u lympho khong Hodgin
cap do thap nhung ty 1¢ sdng con thap hon dang ké (p
=0,03) d01 v6i nhiig bénh nhan mac u lympho khong
Hodgin c4p d6 trung gian va cao c¢6 xam lan tiy xuong.

Tuy nhién, nhirg bénh nhan u lympho khong Hodgin
té bao T xam lan tuy xuong co thoi gian song ngan
hon u lympho khong Hodgin té bao B ¢6 xdm lan tuy
xuong (p = 0,02) hoac u lympho khong Hodgin tébao T
khong xam lan tay xuong (p = 0,05). Su hién dién cta u
lympho te bao 16n trong tuy xuong tién luong thoi g1an
song ngan Thoi gian song cua nhiing bénh nhan c6 u
lympho t€ bao nho trong tuy xuong khong khac biét
dang ké so véi nhiing bénh nhén c6 tuy xXuong binh
thuong. Tir d6 két luan rang tinh trang xam lan tay
xuong ¢ u lympho khong Hodgin té bao 16n, dac biét 1a
¢ nhirng bénh nhén ¢6 ngudn goc tur té bao T, bao hiéu
tién luong xau [10].

3. KET LUAN

Véi ca bénh trén da cho théy viéc chan doan, diéu tri
bénh ly ung thu néi chung va u lympho khong Hodgkin
ndi riéng trén bénh nhan Hemophilia van lu6n la mot
thach thie. Sinh thiét tuy Xuong 12 mot thanh phan thiét
yéu cua qua trinh phan loai giai doan bénh u lympho
khong Hodgkin va nhung bénh nhan c6 biéu hién tham
nhiém tuy xuong hodc cac mo khac ¢ giai doan IV cla
bénh c6 tién luong va dap Gng diéu tri kém.
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