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Nhan mot trwong hop hoi chirng thwe bao mau thir phat
do u lympho té bao B 16n lan téa

Hemophagocytic lymphohistiocytosis secondary to diffuse B-cell lymphoma:
A case report

Nguyén Thanh Binh, Nguyén Viét Long, Pham Viin Hiéu, Bénh vién Trung wong Quan doi 108
Pham Thi Tuyét Nhung, Nguyén Thanh Ngoc

Tém tat

Ho6i ching thuc bao mau (Hemophagocytic lymphohistiocytosis - HLH) la mdt héi ching lam sang
hiém gap va thudng gay t vong, dac trung bdi tinh trang dap Ung viém qua muc do hoat héa bat
thudng dai thuc bao va té€ bao lympho T gay déc té bao, dan dén con bao cytokine va tén thuong cac co
quan. U lympho, dac biét 1a u lympho té bao B, la nguyén nhan phé bién cGia HLH thi phat & Nhat Ban.
Tuy nhién, & Viét Nam, hau hét cac trudng hgp HLH thi phat dugc béo cdo la lién quan dén nhiém trung.
O day ching t6i md ta mot bénh nhan HLH thit phat do u lympho té bao B 16n lan tda (DLBCL) dugc diéu
tri bang phac dé R-CHOP. Tat ca cac triéu ching lam sang va can lam sang ctia HLH déu tr vé binh
thudng va u lympho dat lui bénh hoan toan sau 4 chu ky R-CHOP. Tuy nhién bénh nhan t& vong do U
lympho tién trién tai ndo, tdy séng cé va that lung sau chu ky 5. Trudng hap hiém gap nay khéng chi lam
nGi bat kha nang xay ra HLH thi phat sau DLBCL ma con cho thay tam quan trong cla viéc bat dau sém
hoa tri dac hiéu va du phong bénh tién trién than kinh trung uong.

Tir khéa: U lympho khong Hodgkin té€ bao B I6n lan téa (DLBCL), hoi ching thuc bao mau (HLH), héa
tri liéu.

Summary

Hemophagocytic lymphohistiocytosis (HLH) is a rare fatal clinical syndrome characterized by a
hyperinflammatory condition caused by aberrantly activated macrophages and cytotoxic T cells,
resulting in a cytokine storm and organ impairment. Lymphoma, especially B-cell lymphoma in Japan, is
a common trigger of secondary HLH. In Viet Nam, however, most cases of HLH secondary occur in
patients with infection; HLH is relatively uncommon in patients with B-cell non-Hodgkin’s lymphoma.
We herein describe a man with diffuse large B-cell lymphoma (DLBCL) and secondary HLH who was
successfully treated by R-CHOP chemotherapy. All symptoms resolved and laboratory indications of HLH
normalized, and complete remission of the lymphoma was achieved after 4 cycles of R-CHOP.
Unfortunately, the patient died due to disease progression at center nevous system after 5" cycles . This
rare case highlights not only the possibility of HLH secondary to DLBCL but also the importance of early
initiation of R-CHOP chemotherapy and prophylactic treatment of central nervous system involvement.

Keywords: Diffuse large B-cell lymphoma, hemophagocytic lymphohistiocytosis, R-CHOP,
chemotherapy.
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1. D&t van dé

Ho6i ching thuc bao mau (Hemophagocytic
lymphohistiocytosis - HLH) la mot nhém bénh ly do
tang hoat dong ctia hé théng dai thuc bao-mono, la
moét héi ching lam sang rat nang cé ty & bién
chiing va t vong rat cao, dugc dac trung bdi su mat
kiém soat chuic nang clia té bao giét tu nhién (t€ bao
NK) va té bao lympho doc té bao dan dén hoat hoa
dai thuc bao va té bao lympho T [1]. Su hoat hoa dai
thuc bao va té bao lympho T giadi phong mét lugng
I6n cac cytokine, dan dén sét, giam 3 dong té bao
mau ngoai vi, tang lipid mau, réi loan dé6ng mau, suy
da tang va t vong [2]. Theo bénh nguyén, HLH c6
thé dugc phan loai thanh 2 nhém chinh 1a nguyén
phat (di truyén) va tha phat (mac phai). HLH thua
phat la loai hay gap nhat & ngudi I6n, lién quan dén
nhiém trung (thudng la vi-rat), bénh tu mién, bénh
ac tinh va tinh trang suy gidam mién dich méc phai.
Trong cac bénh mau ac tinh, HLH thudng lién quan
dén u lympho té bao NK/T, hiém gap & u lympho té
bao B [3, 4]. O Viet Nam da c6 mot sé bao cdo vé
HLH tha phat lién quan dén nhiém trung va bénh
mau ac tinh tai cac hdi nghi khoa hoc nhi khoa nam
2011 va 2014.

Hiép hoi T6 chiic Bao da dé xuat tiéu chuan
HLH-2004 tr& thanh tiéu chudn dugc st dung réng
rai nhat trong chadn doan HLH (Bang 1). Cac bénh
nhan khi sinh ra c6 mang cac gen bat thudng dac
trung lién quan dén HLH hodc cac bénh nhan cé it
nhat 5/8 tiéu chudn c6 thé dugc chan doan la HLH.
Chung t6i bao cdo 1 truong hgp HLH thu phat sau u
lympho khéng Hodgkin té bao B I6n lan téa (DLBCL-
Diffuse large B- cell ymphoma).

2. Trudng hgp lam sang

Bénh nhan nam, 51 tudi, tién st khde manh, vao
Khoa Bénh lay qua dudng mau (A4 - B), Bénh vién
Trung uong Quan ddi 108 ngay 25/12/2019 vi ly do
sOt kéo dai.

Bénh suir: Bénh nhan so6t kéo dai khoang 2 thang,
sOt 38 - 39 d6 C kém rét run, dau moi ca khap,
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khéng ho khac dom, khéng c6 réi loan dai tiéu tién
da kham diéu tri tai nhiéu bénh vién tuyén dudi
nhung chua chan doan dugc bénh.

Kham thuc thé thdy bénh nhan sét, mach
nhanh, da xanh niém mac nhat, khéng c6 dau hiéu
xuat huyét dudi da, gan to 1cm, lach to 2cm dudi bs
sudn. Hach c6 ban dau khong s& thay nhung phat
hién dugc trén siéu am (duong kinh hach 1én nhat
khodng 1cm).

Xét nghiém cong thic mau ghi nhan gidm 3
dong té€ bao (Bach cau: 3G/l; HBG: 9g/I; ti€u cau:
113G/I). Xét nghiém sinh héa mau thay c6 tang men
gan (AST: 152U/L; ALT: 223U/I), tang bilirubin toan
phan (185umol/L) va bilirubin truc ti€p (115umol/L),
gidm néng do albumin (2,4g/dL). Cdy mau, nudc tiéu
va dém am tinh véi vi khuan va lao. Xét nghiém céac
vi-rat viém gan B va C am tinh.

Phan tich tinh trang thiéu mau thay nong dé
ferritin tang rat cao > 2000ng/ml, sat huyét thanh
trong gidi han binh thudng. Nghi ngd hdi ching
thuc bao, tiy dé dugc kiém tra va phat hién c6 1%
dai thuc bao hoat héa dang “an” cac té bao mau
trong tdy xuang. Bénh nhan dugc chan doan hoi
chiing thuc bao véi cac tiéu chuan sét kéo dai, gan
lach to (c6 tén thuong gan), gidm 3 dong té bao
ngoai vi, tang néng do ferritin, c6 dai thuc bao trong
tiy xuong. Bénh nhan dugc chuyén sang Khoa Hoa
tri liéu va bénh mau (A6-B), dugc diéu tri bang
dexamethason (8mg/ngay) dé lam gidm cac triéu
ching clia hoi chiing thuc bao. Trong qua trinh tim
nguyén nhan cla hoi ching thuc bao, chup CT ¢4,
nguc, bung phat hién nhiéu hach ¢, hach trung
that va hach doc déng mach chd bung, dudng kinh
hach 16n nhat khoang 1,5cm. Bénh nhan dugc sinh
thiét hach c6, két qua mé bénh hoc va hoa mé mién
dich pht hop véi u lympho khéng Hodgkin té bao B
lan téa, CD20 (+). K&t hop vdi két qua dinh lugng
LDH tang cao (1130U/1), bénh nhan dugc chan doan
u lympho khong Hodgkin té bao B I6n lan toa giai
doan B, 3 diém IPI kém theo HLH thi phat. Bénh
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nhan cé triéu chiing dau dau nén dugc chup MRI so
nao, két qua binh thudng.

inh 1. Hinh anh dai thuc bao trén lam phét tay xuong
(nhudm Giemsa, d6 phéng dai x 1000): Pai thuc bao
dang “an” ti€u cau va neutrophil

Bénh nhan dugc diéu tri bang héa chat phac do R-
CHOP (Rituximab-cyclophosphamide + doxorubicin +
vicristin + pednisolon), kém theo diéu tri hd trg nhu
bdo vé gan, truyén albumin, phong nhiém khuan
bang khang sinh nhém cephalosporin thé hé 3 va

nhoém quinolon, dy phong nhiém vi-rat bang
aciclovir, du phong viém phéi do Pneumocystis
Jirovecii bang trimethoprim. Sau 1 chu ky R-CHOP,
cac triéu chidng lam sang cldia HLH dugc cai thién ro
rét: Hét soét, nong do ferritin mau, men gan va
bilirubin mau vé ngudng binh thudng. Bénh nhan
tiép tuc dugc diéu tri bang phac d6 R-CHOP va dat
dap ung hoan toan (danh gia theo tiéu chuan
Lugano) sau 4 chu ky. Tuy nhién, sau chu ky 5, bénh
nhan xuat hién dau dau, dau cot séng that lung va
bat dau c6 biéu hién liét 2 chan. Chup PET-CT c6
hinh anh tén thuong & hanh nao, ti€u nao va tay
s6ng ¢6 cling nhu tdy séng that lung nghi ngd do u
lympho tién trién (Hinh 2). Cac biéu hién than kinh
tién trién nhanh, bénh nhan liét tu chi tién trién, réi
loan co tron. Cac xét nghiém sinh hoc phan td trén
bénh phdm dich nao tly cho két qua am tinh véi
Herpes simplex virus, cytomegalovirus, Epstein Barr
virus va lao. Bénh nhan duogc tiém 1 liéu hoa chat noi
tdy va xa tri ndo, tly séng gidm nhe nhung khong
hiéu qua. Liét ca ho hap tién trién nhanh va bénh
nhan t& vong sau 3 tuan tU khi c6 biéu hién bénh
tién trién & thy séng va nao.
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Hinh 2. Tén thuong tang chuyén héa FDG & nao (SUVmax: 14,3) va tdy c6, tay that lung (SUVmax: 10,3)

3. Ban luan

HLH la mot hoi ching lam sang hiém gap, dac
trung bdi tinh trang viém qua muc do hoat hda bat
thudng dai thuc bao va té bao lympho T gay doc té
bao, dan dén con bao cytokine va tén thuong cac co
quan. Co ché bénh sinh va nguén géc sinh hoc phan
t’ ca HLH nguyén phat hay HLH gia dinh la rd rang.
HLH th& phat thuong do cac yéu té khéi phat nhu
nhiém virus, bénh ac tinh hoac tu mién dich. HLH c6
dién bién l1am sang phuc tap va tién luong cuc ky
xau vdi nguy co ti vong cao [5]. Pang chu vy, tién
lugng ctia HLH lién quan dén bénh ly ac tinh la xau
nhat trong tat cad cac loai HLH [6]. U lympho la
nguyén nhan phd bién ctia HLH trong nhém bénh
ac tinh, va HLH c6 thé xay ra trong giai doan khai
phat hoac tién trién cia u lympho.

Bang 1. Tiéu chudn chdn doan HLH 2004 [1]
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Chan doan HLH khi thda man 1 trong 2 tiéu chuan.

1. C6 cac gen dot bién dac trung cta HLH (PRF1,
UNC13D, STX1, STXBP2,.....)

2. C6 5 trong 8 tiéu chudn l1am sang va can l1am sang
dudi day:

i. SOt kéo dai

ii. Ldch to

iii. Giam 2 - 3 dong té€ bao mau ngoai vi

Hemoglobin < 9g/L

Tiéu cau < 100G/L

Neutrophils < 1,0G/L

iv. Tang triglyceride va/hodc gidm fibrinogen mau:
triglycerides khi do6i > 3,0mmol/L (265,mg/dL),
fibrinogen < 1,5g/L

v. C6 thuc bao trong tly xuong, lach hoac hach

vi. Gidm hodc mat hoat tinh cla TB giét tu nhién
(NK)
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vii. Ferritin = 500ug/L

viii. CD25 hoa tan (Thu cdm thé cla IL 2 hoa tan) >

2 400U/mL

Trong ca bénh nay, bénh nhan déng thaoi dap
UIng cac tiéu chudn chan doan cho c& DLBCL va HLH
thu phat: Co 5/8 tiéu chuan chia héi ching thuc bao
(sot kéo dai, gidam 3 dong té bao mau ngoai vi, gan
to kém theo t6n thuong hly hoai té€ bao gan, tang
nong do ferritin mau va c6 dai thuc bao hoat hoa
trong tdy xuong); cdc nguyén nhan nhiém tring
dugc loai trir. Tinh trang chung cta bénh nhan xau
di tiing ngay va c6 dau hiéu tién trién thanh suy gan
cap (giam nong d6 albumin, men gan va bilirubin
tang cao). Chung t6i rat nghi ngo ung thu hach dua
trén két qua chup CT. D€ ngan chan tinh trang cla
bénh nhan trd nén téi té hon, ching téi da sir dung
dexamethason nhu mét phuong phap diéu tri triéu
ching trudc cho bénh HLH thi phat va tuan tu bat
dau diéu tri dac hiéu u lympho sau khi nhan két qua
moé bénh hoc va héa mé mién dich. Day la mét
quyét dinh khé khan trong truong hgp nay. Bénh
nhan cé nguy co ti vong cao néu khéng dugc hoa
tri, ngoai ra con c6 nguy co suy gan hoac tif vong do
nhiém déc do hda tri. Va da c6 bao cdo mo ta mot
bénh nhan HLH thi phat sau DLBCL t vong sau khi
héa tri [7]. Cubi cung, chung téi tién hanh héa tri
ngay lap tuc sau khi trao d6i nhiéu lan véi bénh
nhan va ngudi nha ctia bénh nhan. G nhiing bénh
nhan c6 HLH tha phat do u lympho, viéc diéu tri
bang phac dé hoa tri dac hiéu nén dugc xem xét
sém va ky ludng [8]. Do tinh trang lam sang cda
bénh nhan rat nang, ching t6i chon phac dé R-
CHOP cho ca DLBCL va HLH. Dang ngac nhién la tat
ca cac dau hiéu ctia HLH déu gidm bdét chi sau mot
chu ky hoéa tri: Bénh nhan hét s6t, men gan va
bilirubin vé nguéng binh thudng. Con déi véi bénh
nguyén chinh la DLBCL dat dugc lui bénh hoan toan
sau bon chu ky héa tri R-CHOP (dénh gia theo tiéu
chuan Lugano trén phim CT scan). Diéu dang tiéc &
bénh nhan nay la bénh tién trién & than kinh trung
uong sau chu ky 5 véi cac triéu ching than kinh khu
trd ram rd, khong déap Ung vai hda chat tiém noi tay
va xa tri gidm nhe va t&r vong sau 3 tuan ké tu khi c6
cac dau hiéu tién trién tai than kinh trung uong.

4, Két luan

Tém lai, trudng hgp lam sang trén néu bat
nhirng diém quan trong sau day lién quan dén diéu
tri HLH th( phat sau u lympho & ngudi I6n: (1) Két
hop da chuyén nganh trong chan doan va diéu tri,
cac xét nghiém xam lan nén dugc thuc hién nhiéu
lan néu can thiét. (2) D& ngan ngla suy da tang,
khéng nén tri hoan viéc diéu tri khi chan doan HLH
da dugc xac lap. (3) Corticoid c6 thé dugc st dung
diéu tri giai doan dau, sau do6 st dung tuan tu cac
héa chat dac hiéu cho u lympho. (4) Héa tri R-CHOP
c6 thé 1a mét phuong phap diéu tri hiéu qua cho
tinh trang nay, xem xét ghép té bao gbc tao mau
cling c6 ngay vi nguy co tai phat rat sém [9, 10].
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