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BAO CAO CA BENH PIEU TRI THIEU MAU HUYET TAN
MIEN DICH TAI PHAT DAI DANG BANG KHANG THE PON DONG
KHANG CD20 (RITUXIMAB) TAI BENH VIEN TW QUAN POI 108

TOM TAT

Thiéu mau huyét tan  mién  dich
(Autoimmune Hemolytic Anemia - AIHA) la
bénh ly mic phai it gap, duoc dic trung boi cac
tu khang thé do té bao lympho B san xut ra gan
trén bé mat hdng cau, khi céc ty khang khé nay
gan véi cac khang nguyén tuong Gng trén bé mat
hong cau tao ra phtc hop khang nguyén khang
thé 1am pha v& té bao hong cau gay ra tinh trang
thiéu mau [1]. Chan doan dya vao su biéu hién
cua tinh trang thiéu méau véi xét nghiém khang
globulin tryc tiép (hoic nghiém phép Coombs
truc tiép) duong tinh, loai trir nguyén nhan tan
mau do di truyén hoic méc phai khéc [1]. Muc
tiéu cua diéu tri 1a s dung cac bién phap dé giam
luong tu khang thé duoc san xuit boi té bao
lympho B bao gom: Glucocorticoid va céc liéu
phap tc ché mién dich khac, truyén immune
globulin tinh mach, héa chat doc té bao hoic sir
dung khang thé don dong, phau thuat cat lach [2],
[3]. Nham déng gop kinh nghiém trong chan
doan va diéu tri bénh thiéu méau huyét tan mién
dich, ching t6i b4o cdo ca 1am sang bénh thiéu
mau huyét tan mién dich tai phat dai ding da
diéu tri voi nhiéu phac dd s dung glucorticoid
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va cac thuéc tc ché mién dich khac nhu
Azathioprine, Cellcept. Bénh nhan duogc diéu tri
bang Rituximab 375mg/m2 hang tuan trong 4
tuan lién tiép va dat duoc dap tng hoan toan vé
mat huyét hoc sau diéu tri.

Tir khéa: Thiéu mau huyét tan mién dich, tai
phat dai dang, rituximab

SUMMARY
CASE REPORT: TREATMENT OF
RELAPSE/ REFRACTORY
AUTOIMMUNE HEMOLYTIC
ANEMIA WITH MONOCLONAL
ANTIBODY AGAINST CD20
(RITUXIMAB) AT 108 CENTRAL
MILITARY HOSPITAL
Autoimmune hemolytic ~ anemia is
uncommon acquired disorder in  which
autoantibodies directed against self-red blood
cell membrane antigen lead to their accelerated
destruction. The diagnosed is based on the
presence of a hemolytic anemia with a positive
direct antiglobulin test (or direct Coombs test)
and the absence of any other hereditary or
acquired cause of hemolysis. Treatment aim is
reduce autoantibodies by using glucocorticoids
and other immunosuppressive  therapies:
intravenous immunoglobulin, cytotoxic agents,
monoclonal antibodies and splenectomy. To
provide the experience of diagnosis and
treatment for refractory AIHA, we report the
clinical case of a patient with severe
relapse/refractory AIHA, who was relapsed and
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refractory with treatment of glucocorticoids and
immunosuppressive drugs as Cellcept and
Immurel and had hematological complete
response to treatment of rituximab.

Keywords: Autoimmune hemolytic anemia,
relapse refractory, rituximab

I. DAT VAN DE

Thiéu méau huyét tan mién dich 1a tinh
trang thiéu méau do giam ngan doi séng té
bao hdng cau, dic trung bai cac tu khang thé
do té bao lympho B san xuit ra gan trén bé
mat hdng cau, khi cac tu khang thé nay gan
Vi cac khang nguyén tuong Gng trén bé mat
hong cau tao ra phuc hop khang nguyén
khang thé 1am pha v& té bao hong cau. Thiéu
maéu huyét tan mién dich duogc chia thanh cac
thé bénh nhu: thé ty khang thé 4m (céc
khang thé hoat dong téi wu & nhiét do 37 do
C), tu khang thé lanh (cic khang thé hoat
dong tbi. wu & <37 do C), thé phdi hop tu
khang thé 4m va lanh, hoic tan méau mién
dich do thudc. Pa sb cac truong hop gip &
nguoi trudng thanh thugce tip tu khang thé am
c6 dap Gng tot véi didu tri bing
glucocorticoid hoic cac liéu phap wc ché
mién dich khéac. Véi thiéu mau huyét tan
mién dich tai phat /dai ding, diéu tri tiép theo
c6 thé duogc st dung nhu: phau thuat cit lach,
diéu tri bang rituximab sau d6 sir dung cac
thuéc wc ché mién dich (Azathioprine,
Cyclophosphamide, Cyclosporin A,
Mycophenolate mofetil) hoac st dung
immunoglobulin, trao ddi huyét tuong [3].
Nham déng gop kinh nghiém trong chan
doan va diéu tri bénh thiéu mau huyét tan
mién dich, chiing t6i bao cao mot truong hop
thiéu méau huyét tan mién dich tai phat, dai
dang, khong dap tng voi lieu phép
glucocorticoid phdi hop véi céac thube we ché
mién dich. Bénh nhan dat dap (ng hoan toan
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vé mit huyét hoc sau khi diéu tri voi khang
thé don dong khang CD20 (Rituximab).

Il. CA LAM SANG

Bénh nhan nit sinh nam 1980, tién sir
khoe manh. Pugc chan doan xac dinh: Thiéu
mau huyét tdn mién dich tir 5/2018, bénh
nhan dap Gng kém véi diéu tri bang
methylprednisolone don thuan, chuyén diéu
tri bang medrol phéi véi thudc tc ché mién
dich Mycophenolate mofetil (Cellcept). Bénh
nhan dat ddp ¢ng hoan toan vé mat huyét
hoc, dugc theo doi va tai kham dinh ky hang
thang, diéu tri Medrol va Cellcept liéu duy
tri.

Théang 4/2022, bénh nhén vao vién trong
tinh trang mét moi, hoa mat chong mit, da
niém mac vang dam, toan trang yéu, ecog =
2, thiéu mau muc do rat nang.

Xét nghi¢m:

- HC: 1.44 T/I; Hb: 43¢g/l; HCT: 0,12;
BC: 5,02 G/I; L: 1,97 G/I; TC: 110 G/I.

- Huyét d6: Sé lugng hong cau va luong
huyét sic t6 giam nang. Hong cau dang sac,
kich thuéc hdng cau twong dbi khong dong
déu. Ty 1é hong cau ludi binh thuong (0,8%).
Khéng gap hong cau non va manh v& hong
cau

- Tuy d6: S6 luong té bao c6 nhan 28,04
G/l. Dong hong cau giam, gap ty 1é nho
nguyén hong cau ai toan va da sac, kich
thudc to nho khong déu.

- Glucose: 4,8; Ure: 9,42 Creatinin: 50;
GOT: 23; GPT:15,9 Bilirubin toan phan: 149
mmol/l; Bilirubin tryc tiép: 18,4 mmol/l.
LDH: 1066.

- Siéu &m 6 bung: hinh anh l4ch to, kich
thudc doc lach 14 cm.

- Nghiém phéap Coombs truc tiép duong
tinh (4+), nghiém phap Coombs gian tiép am
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tinh, CD55, CD59 bach ciu va hong cau
khong thiéu hut, Haptoglobin: 0,02 g/l.

Bénh nhan dugc diéu tri Corticosteroid
litu cao (Dexamethason 40mg/ ngay x 4
ngdy) sau d6 chuyén methylprenisolon
80mg/ ngay, phdi hop véi thudc e ché mién
dich Immurel 100mg/ ngay. Bénh dap ung
kém véi diéu tri (lwong hong cau, huyét sic
t6 va hematocrit c6 xu hudng giam thap,
luong Bilirubin mau tang cao). Bénh nhan
duoc truyén khdi hong cau, tuy nhién khong
c6 hiéu lyc sau khi truyén. Bénh nhan duogc

chan doan: Thiéu mau huyét tdn mién dich
tai phét, dai dang.

Thang 5/2022, bénh nhan diéu tri hoa
chit phac dd Rituximab 375mg/m2 hang
tuan trong 4 tuan. Bénh nhéan dat duoc dap
ing tot vé mit huyét hoc sau diéu tri. Luogng
hong cau, huyét sic t6 phuc hoi dan, lwong
Bilirubin giam dan. Sau 4 tuan diéu tri, bénh
nhan da niém mac hong, sinh hoat binh
thudng, chi sé thé trang ecog = 0, bénh nhan
dat duoc dap ung hoan toan vé mat huyét hoc
sau 8 tuan diéu tri.

Bdng 1: Sw thay déi cac chi sé huyét hoc va sinh héa trong qud trinh diéu tri

Sau diéu | Sau diéu | Sau diéu | Sau diéu | Sau diéu
Chisé | Trwéc tri tri tri tri tri
theo ddi | diéu tri | Rituximab | Rituximab | Rituximab | Rituximab | Rituximab
tuan 1 tuan 2 tuan 3 tuan 4 tuan 8
BC (G/) 5,02 3,41 4,17 2,95 4,18 3,64
Lympho
(G 1,97 0,86 1,37 0,78 1,16 1
HC (T/I) 1,44 2,32 2,63 3,04 3,78 4,1
Hb (g/1) 43 68 75 91 115 125
HCT 0,12 0,21 0,253 0,306 0,398 0,398
Tiéu cau
G/ 110 207 238 172 156 101
Bil toan
phan/ Bil
.2 | 149/18,4 | 35,4/6,9 30/ 5,4 29,5/6,8 24/4,3 11,1
truc tiép
(umol/l)
LDH 1066 454 440 503
Coorr_ll?s 4+ 4+
truc tiep
C.‘?O”TE’S Am tinh Am tinh
gidn tiép
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Biéu dé 1: Sw thay déi mét sé chi sé huyét hoc va sinh héa sau diéu tri

I1l. BAN LUAN

Vi bénh nhén thiéu mau huyét tin mién
dich tai phat dai dang, c6 thé dugc chi dinh
didu tri bang Rituximab, hodc truyén
Immunoglobulin tinh mach ho#c phau thuat
cit lach. Chung t6i lwa chon liéu phap sir
dung khang thé don dong khang CD20 trong
thyc hanh 1am sang d6i voi bénh nhén.
Rituximab 1a khang thé don dong khang truc
tiép khang nguyén CD20, 1& mot protein
xuyén mang, biéu hién trén bé mat cua té bao
tién lympho B va lympho B truéng thanh,
nhung lai khong c6 mat trén bé mat cia té
bao géc tao mau, khong c6 trén bé mit cac té
bao & giai doan rat sém cia té bao B va té
bao plasmo truong thanh. Bang cach gin
chon loc véi khang nguyén CD20, Rituximab
gdy ra qué trinh chét tu nhién (Apoptosis) clia
té bao lympho B c¢6 CD20 duong tinh qua
nhiéu co ché bénh hoc phirc tap khac nhau.
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C6 nhidu nghién ctru chimg minh rang
rituximab c6 hiéu qua trong diéu tri thiéu
mau tan mau mién dich thé khang thé am va
khang thé lanh. Trong diéu tri thiéu mau tan
mau mién dich tai phat, dai dang bang
Rituximab c6 ty 1¢ dap Ung chung khoang
83%- 87%, ty 1¢ dat dap ung hoan toan 54% -
60% [3]. Thoi gian duy tri dép Gmg diéu tri
sau 1 nam 72%, sau 2 nam 56% [3]. Thoi
gian trung binh dé dat duogc dap tmg khoang
4 -6 tudn sau khi diéu tri Rituximab liéu dau
tién (trong mot sd truong hop, dap tmg vai
diéu tri c6 thé dién ra ngay trong tuin dau
tién hodc sau 3 thang diéu tri). Mot nghién
ctru hdi ctru da trung tam cho thay ty 18 dat
dap mg sau 1 thang diéu tri rituximab lidu
dau tién khoang 87,5%, sau 3 thang diéu tri
rituximab lidu dau tién 12,5% [4]. Bénh nhan
cua chung t61 dat dugc dép ung ngay sau
tudn th nhéat diéu tri v6i Rituximab, cac



TAP CHi Y HOC VIET NAM TAP 520 - THANG 11 - SO DAC BIET - 2022

tri¢u ching lam sang duogc cai thién 1o rét so
v6i trude diéu tri. Luong hong cau, huyét sic
t6 va luong hematocrit ting 1én so voi trude
diéu tri. Sau 4 tudn diéu tri v6i Rituximab,
bénh nhan cac triéu ching lam sang duoc cai
thién 10 rét, bénh nhan dat dugc dap tng hoan
toan vé& mat huyét hoc sau 8 tuan diéu tri ké tur
khi diéu tri Rituximab lidu dau tién. Tuy
nhién, ciing twong tu nhu khi diéu tri bang
glucocorticoid, tinh trang tai phat bénh ciing
hay xay ra. Viéc diéu tri lai sir dung rituximab
v6i nhimg bénh nhan thiéu mau huyét tan
mién dich tai phat trudc do6 da didu tri véi
rituximab van cho ty 1¢ dap tng cao [5].

Liéu t6i uu cua Rituximab trong diéu tri
thiéu mau tan mau ty mién duoc sir dung nhu
trong phac d6 diéu tri bénh 1y u lympho cb
dién, bao gom 375mg/m2 da hang tuan trong
4 tuan lién tiép. Rituximab c6 kha ning dung
nap tot, cac tic dung khong mong mudn khi
diéu tri bang rituximab chu yéu hay gip cac
phan Ung trong qua trinh tiém truyén. Tuy
nhién thuc té thiy rang sd luong té bao
lympho B ¢6 CD20 duong tinh trong thiéu
mau huyét tan mién dich thuong thap hon
trong cac bénh 1y rdi loan ting sinh 4c tinh té
bao B. Mot s thir nghiém 1am sang sir dung
lidu Rituximab thap hon, 100mg/m2 da hang
tuan trong 4 tuan lién tiép trong diéu tri thiéu
mau tan mau tw mién ciing cho ty 1& ddp tng
chung 89% (ty 1¢ dap tng hoan toan 67%).

Khoang 70% bénh nhan diéu tri béng
rituximab phdi hop véi glucocorticoid van
duy tri dugc dap ung sau 3 nam [4].

IV. KET LUAN

Khéang thé don dong khing CD20
(Rituximab) la mét trong nhitng bién phap
diéu tri hiéu qua d6i voi bénh ly thiéu mau
huyét tan mién dich tai phét, dai dang.
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