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KET QUA PIEU TR| BENH NHAN SUY TUY XUWONG BANG PHAC DO ATG
NGUA KET HQOP CYCLOSPORIN A TAI VIEN HUYET HOC TRUYEN MAU
TRUNG UONG

Piang Hoang Hai'*, Bach Quéc Khanh?, V6 Thj Thanh Binh', Pham Quang Vinh'
TOM TAT

Muc tiéu: Danh gia ty 1é dép (g va thoi gian séng thém cua bénh nhén suy tiy xuong
duoc diéu tri bdng ATG két hop véi cylcosporing A tai Vién Huyét hoc — Truyén mau Trung
vong. Phwong phép: héi ciru- can thiép Iam sang, dénh gia két qué diéu tri cia phéc db hATG
két hop CsA trén 60 bénh nhan STX tai Vién Huyét hoc — Truyén méu Trung uong. Két qua:
Sau diéu tri 3 thang, khodng 1/3 bénh nhén c6 dap tng, ty Ié nay ting déan theo thoi gian diéu
tri, dat 64% & thang thwr 12. Sau diéu tri 3 thang, ty Ié dap tng chung cta thé ndng, rdt ndng
thap hon thé trung binh, ty 16 ndy twong tw nhau giia cac thé bénh & thang thir 6 va 12. Ty Ié
dap trng hoan toan ctia nhém trén 40 tudi con thdp & thang thir 6 nhung téng dén, khéng khéc
nhau theo tudi & thang thtr 12. Sau 3 nam diéu tri, ty 16 séng thém toan bo la 93,1%, ty Ié tai
phat tich Iy 13 4%. Két luan: hATG két hop CsA la phac db cé két qua diéu tri tét véi nhiing
bénh nhan STX khéng ¢6 du diéu kién ghép té bao goc sinh méu dong loai.

Tir khéa: Suy tiy xuong (STX), ATG nguwa, Cyclosporin A, liéu phép ¢ ché mién djch.

1. AT VAN BE ngwdi hoan toan la phwong phép diéu tri tot
nhat, cho phép chita khdi bénh. Tuy nhién
Xac suét ngudi bénh cé dwoc ngudn cho té
bao géc phu hop khéng cao. Liéu phap trc
ché mién dich la lwa chon thay thé, trong do,
hATG két hop CsA la phac dd hang mat [3].
T nam 2011, phéac dd nay da dwoc ap dung
rong rai tai Vién Huyét hoc — Truydn mau
Trung wong; chung tdi tién hanh nghién ctu
voi muyc tieu danh gia ty 1é dap ng va thoi
gian séng thém cla bénh nhan STX dwoc
diéu tri ATG két hop véi cyclosporin A (CsA)
tai Vién Huyét hoc — Truyén mau Trung wong.

STX la bénh hiém g&p véi ty 1& mac méi
hang nam khoang 2/1,000,000 nguwoi [1]. Tén
thuwong té bao géc sinh mau do tw mién dich
qua trung gian bach cu lympho T déng 1 vai
trd6 quan trong trong co ché sinh bénh. Ty &
tr vong clia bénh lén téi 80 — 90% trong 5
ndm & nhitng ndm 1970 [2]. Thoi gian sbng
thém cla bénh da dwoc cai thign dang ké
trong 5 thap ky gan day nhd cac phuong
phap diéu tri m&i nhw ghép té bao gbc tao
mau ddng loai, liéu phap &rc ché mién dich két
hop cai tién diéu tri hd tro. Ghép té bao gbc
sinh mau dong loai véi ngudi cho 1a anh chi 2. POl TUONG VA PHUONG PHAP
em rudt hoa hop Khang nguyén bach cidu NGHIEN CUU

: s 2.1. P6i twong nghién ciru
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* Cdch chon miu: Chon mau thuan tién:
“LAy tAt ca bénh nhan STX dwoc diéu trj bang
phac dd hATG két hop CsA tir Thang 1/2011
dén thang 8/2020".

* Cdc tiéu chuén st dung trong nghién
ctru: Tiéu chuan chan doan STX va chan doan
thé bénh theo Camitta (1975), danh gia két qua
diéu tri tai thoi diém 3 thang, 6 thang, 12 thang
va 36 thang sau diéu tri va/hodc sau dap (rng
theo tiéu chuén ca Vién sic khoe My (2009)8.
Danh gia dap trng, tai phat, séng/chét dya vao
dic diém lam sang, sw phu thudc truydn ché
phdm mau, xét nghiém téng phan tich t& bao
méau ngoai vi, huyét tly d5 va mé bénh hoc
manh sinh thiét thy xwong.

* Quy trinh nghién ctru: Tat ca bénh
nhan STX déu dwoc didu tri hang mot bang
phac dd hATG két hop CsA: hATG truyén tinh
mach v6i liéu 40mg/kg/ngdy trong 4 ngay
ddu, s dung  methylprednisolone,
paracetamol va diphenhydramine dé dv
phong cac phan &ng tiém truyén va phan &ng
huyét thanh. CsA duong udng véi liéu
10mg/kg/ngay chia 2 I&n cach nhau 12 gio,
diéu chinh liéu dé ndng do thudc trong mau
dat ttr 200 — 400 ng/mL. Théng tin v& cac dac
diém lam sang va xét nghiém ctia bénh nhéan
dwoc thu thap tr khi bénh nhan vao vién cho
t6i khi két thac nghién ctru.

Bang 3.1. Dac diém chung clia déi tuong nghién clru

DPic diem n (%) Trung vi (Min — max)
Gidi Nam 36 (60%) =
tinh NG 24 (24%) 2
Tudi : 25 (6 - 58)
S& lvgng BCHTT (GIL) ? 0,39 (0,01 — 1,45)
S6 lwong hong cau lwéi (G/L) - 19 (1-79)
S6 lwong tiéu cau (G/L) - 12 (2 - 58)
Thoi gian theo déi sau diéu tri
g st 2 37,1 (0,67 — 107.5)
(thang)
T 1-20 21 (35%) : e
Nhém =
— - -
" Tor 21 - 40 27 (45%) e
> 40 12 (20%) :
VSAA 13 (21,7%) : )
Thé —
el SAA 33 (55%) :
TD-NSAA 14 (23,3%) -

Chu thich: VSAA: Very severe aplastic anemia — thé rat ndng, SAA: severe aplastic anemTa‘
— thé nang, TD-NSAA: Transfusion dependent non-severe aplastic anemia — thé trung binh phy
thuéc truyén méu. BCHTT: bach céu hat trung tinh
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toan. Bidu dé 3.1A: ty 16 OR va CR tich Iy chung. Biéu dé 3.1B: ty Ié OR tich Idy theo thé bénh.
Biéu db 3.1C: ty Ié CR tich Idy theo thé bénh. Biéu dé 3.1D: ty Ié OR tich Idy theo nhém tuéi.
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2.3. Xtr ly s0 liéu

Str dung phan mém SPSS 20.0. S6 ligu
dwoc mo tad dwdi dang trung binh + d6 Iéch
chuan, trung vi, nhd nhét, 16n nhat véi bién
dinh lwong, tan sb, ty 1& phan trdm véi bién
dinh tinh. Ty |é dép tng tich Idy, ty & sng
thém toan bd tich Ildy, ty & tai phat tich IQy
dwoc phan tich bang phwong phap Kaplan —
meier, so sanh cac ty 1& béng kiém dinh log
rank (mantel — cox).

2.4. Bao dirc nghién ctru

Nghién ctru dwoc thye hién véi sy dong ¥
cta bénh nhan, ngwdi nha bénh nhan va Ban
lanh dao Vién Huyét hoc — Truyén mau Trung
Wong v&i muc dich duy nhat nhdm nang cao
chét lwong kham, chi*a bénh, vi lgi ich cao

Ty Ié séng tich Iy trong 3 nam dau sau diéu tri
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Biéu d6 3.2: S6ng thém toan bd 3 nam sau

diéu trj

nhét clia nguwdi bénh trén tinh than trung thue,
nghiém tuc. Moi théng tin ca nhan cta bénh
nhan sé dwgc gilr bi mat.

3. KET QUA NGHIEN cUU

3.1. Pic diém chung cta d6i twong
nghién ctru

60 bénh nhan véi trung vi thoi gian theo
doi 1a 37,1 thang. S& bénh nhan nam nhiéu
gap 1,5 14n s6 bénh nhan n Nhém tir 1 — 20
tudi (35%) va tir 21 — 40 tudi chiém da sb véi
tudi trung vi 1a 25 (6 — 58). Thé VSAA chiém
ty 1& 21,7%, thé SAA la 55%, thé TD-NSAA la
23,3%. Céc bénh nhan déu c6 sb lwong céc
dong té bao mau ngoai vi thdp va phu thudc
truyén ché phdm mau (bang 3.1).

Ty 18 tai phat tich IGy trong 3 nam dau

10 sau khi co dap ung
089
>
2
s
s 067
&
3
£
[-%
F
8
2 04
(>
-
021
4%
00 T T U T T T 1
00 600 1200 1800 2400 3000 3600

Théi glan sau dip (rng (thing)

Biéu dd 3.3: Ty I& tai phat tich lily 3 nam
sau diéu tri

Chda thich: OS: overall survial — séng thém toan bd, Cl: confidence interval — khoéng tin cay

3.2. Ty lé dap rng toan bo va dap trng
hoan toan trong 12 thang dau sau diéu trj

Ty 1& OR tich Idy tai thang thir 3 sau diéu

tri 14 35,4%, ty & nay tang Ién 51,6% tai thang
thir 6 va 64% tai thang thr 12. Ty Ié CR tich

53

|Gy tai thang the 3 sau diéu trj 1a 6,8%, ty 1&
nay tang Ién 14,1% tai thang thi 6 va 31,6%
tai thang thir 12.

Danh gia theo mirc 0 bénh: sau 3 thang
diéu trj, ty 1& OR tich Ity cua thd TD-NSAA
(57,1%) cao hon thé VSAA (15,4%), s\ khac
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biét nay c6 y nghia théng ké véi p = 0,024. Ty
I&é CR tich liy clia 3 thé bénh déu thap: TD-
NSAA la 14,3%, SAA la 6,5% va VSAA la 0%.
Tai thang thi 6, ty 1& OR tich Iy cta thé TD-
NSAA la 57,1%, SAA la 52,9% va VSAA la
43,6%. Ty 1& CR tich liy cGa thé TD-NSAA
cao hon thé VSAA: 21,4% vs 0% nhung sw
khac biét nay chwa cé y nghia thdng ké rd
rang v&i p = 0,09. Tai thang the 12, ty 1é OR
tich Iy cha thé TD-NSAA la 71,4%, SAA la
59,7% va VSAA la 66,2%. Ty lé CR tich lay
clta thé TD-NSAA 1a 42,9%, SAA la 28,9% va
VSAA l|a 28,6% (biéu dd 3.1).

Danh gia theo nhém tudi: sau 3 thang diéu
tri, ty 1& OR tich ldy cia nhém 1 — 20 tudi 1a
33,3%, nhédm 21 — 40 tudi 1a 34,2% va nhém >
40 tudi 1a 41,7%. Ty lé CR tich liy cta 3
nhém déu thap: 1 — 20 tudi 1a 14,3%, 21 — 40
tudi 1a 3,8% va > 40 tudi la 0%. Tai thang thw
6, ty 1& OR tich Iy cGia nhém tir 1 — 20 tudi &
52,4%, nhém 21 — 40 tudi 1a 42,4% va nhom >
40 tudi 1a 70,8%. Ty lé CR tich liy cla nhém
tlr 1 — 20 tudi (24,1%) cao hon nhém >40 tudi
(0%) nhwng sy khac biét khéng cé y nghia
théng ké rd rang véi p = 0,09. Tai thang thi
12, ty I& OR tich Ity ctia nhém tir 1 — 20 tudi
la 67,4%, nhém 21 — 40 tudi 1a 51,4% va
nhém > 40 tudi 1a 80,4%. Ty Ié CR tich ldy
ctia nhém 1 — 20 tudi la 39,7%, nhém 21 — 40
tudi 1a 31,1% va nhém > 40 tudi la 18,2%
(biéu @b 3.1).

3.3. Thoi gian séng thém toan bd, ty Ié
tai phat tich liiy 3 nam dau sau diéu trj

Sau diéu tri 3 nam, c6 3 bénh nhan t&
vong vao ngay th&r 20, ngay thlr 92 va thang
thir 36, déu do nguyén nhan nhiém khuan va
chua c6 dap ¢ng véi didu tri. Trong sb6 36
bénh nhan cé dap (ng trong 12 thang dau, cé
1 bénh nhan tai phat bénh tai thang the 21
sau khi c6 dap (rng (biéu d6 3.2 va 3.3).

4. BAN LUAN

Ghép té bao gbc sinh mau dong loai va
liéu phap rc ché mién dich la 2 phwong phap
diéu trj nén tang cla bénh suy tly xwong voi

54

ty 1& séng thém toan bd 10 ndm khoang 70%
[8]. Hién nay, hATG két hop CsA duoc coi
phac d (c ché mién dich hang mét. Tuy
nhién, day khong phai la phwong phép diéu tri
c6 thé chiva khdi bénh. Theo nhiéu y van trén
thé gidi: ty 1é dap (rng toan bd chi khoang 50
—70% trong n&m dau sau diéu tri, bénh c6 thé
tai phat hoac tién trién thanh cac bénh ly don
dong nhw lo-xé-mi cép, réi loan sinh tay, dai
huyét sac t6 kich phat vé& dém [2].

Trong nghién clu cua chung t6i, c6 60
bénh nhan dwoc diéu tri bing phac dd hATG
két hop CsA, trong d6, khoang 80% c6 murc
do bénh tir nang trd 1én va/hodc >40 tudi. Ty
I& OR tich Iy tai thang thtr 3 sau didu tri 1a
35,4%, ty 1& nay tang dan theo thdi gian diéu
tri, tai thang thr 12 13 64%, twong dong voi
két qua cac nghién ctru khéc trén thé gidi nhw
nghién clru cla tac gia Scheinberg (2011) [5],
[71, [9]. Ty Ié OR tich liy cla nhém SAA va
VSAA con thap & thang the 3 sau diéu tri,
diéu nay thé hién rd khi so sanh nhém VSAA
voi TD-NSAA: 15,4% so voi 57,1% (p
0,024). Tuy nhién, & thang thr 6, ty 1& nay
clia 3 thé bénh la twong ddng nhau, twong
dong véi két qua nghién clru ctia Teramura
(2007) [7]. Ty Ié OR tich liy & thang th& 12
clia nhém > 40 tudi, do tudi khéng wu tién
ghép té bao gdéc sinh mau dong loai, la rat
cao, dat 80,6%. Tuy nhién, khdng c6 bénh
nhan > 40 tudi nao dat CR & thang th( 6 sau
diéu tri so v&i 18,2% cGa nhém tir 1 — 20 tudi
(p = 0,07). Ty l&é CR tich lGy cia nhém > 40
tudi ting dan theo thoi gian didu tri, dat 18,2%
& thang thi 12, du con thdp nhuwng sy khac
biét khéng c6 y nghia théng ké khi so sanh
voi cac nhom tudi khac. Nhw vay, ty 1é CR
tich Iy tai thoi diém 12 thang trong nghién
ctru cua chung téi cao hon médt s nghién ciru
trén gi¢i [7, 8] c6 thé 1a do nhém > 40 tudi
chiém ty 1& nhé (20%).

Ty 1é séng thém toan bd tai thoi diém 3
ndm dat 93,1%, twong déng véi két qua
nghién ctru cia P. Scheinberg (2011) [9], cao
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hon 1 s nghién ctu trong 1 — 2 thap ky
trwdc. Diéu nay c6 thé do da sb bénh nhan
trong nghién ctru clia chang t6i < 40 tudi va
sw tién bo trong didu tri hd trg. Cac ca tu
vong déu do nguyén nhan nhiém khuan khi
chwa dap (rng v6i diéu tri. Tl nhirng két qua
nay, c6 thé thay phac dd hATG két hop CsA
giup cai thién thoi gian séng thém toan bd cho
bénh nhan, ngay cd & nhém khdng cé dap
&ng. Diéu nay c6 thé 1a nhd sw cai thién caa
chi s6 bach cau hat trung tinh cling nhw nhu
cu truyén mau c6 xu huwéng gidm dan theo
thoi gian diéu tri, tr 6 gidm céc bién ching
clia bénh. Theo 1 s6 nghién ctru trén thé giéi,
ty 1& tai phat va tién trién cac bénh ly c6 tinh
don dong c6 thé Ién téi 10 — 30% trong 6 ndm
dau [2]. Ty lé tai phat tich Ity 3 ndm dau trong
nghién clru clia ching t6i chi la 4%, cé thé do
c& mau chwa du Ién cling nhw thoi gian theo
doi con ngan.
5. KET LUAN

Trén day la két qua diéu tri hang mét bang
hATG két hop CsA clia 60 bénh nhan suy tay
xwong. Chang téi nhan thay, trong 1 nam dau
sau diéu tri, c6 2/3 sb bénh nhan c6 dap rng
voi diéu trj va c6 1/3 sb bénh nhan dat CR. Ty
lé sdng thém toan bo trong 3 ndm dau sau
diéu tri I1én t6i 93,1%. Nhu vay, phac d6 hATG
két hop CsA da mang lai két qua diéu trj tot
cho nhitng bénh nhan suy tly xwong khéng
da diéu kien dé ghép té& bao gbc sinh mau
dong loai.

L&i cam on

Chlng t6i xin cam on dén GS. Pham
Quang Vinh cling céc quy thay c6 ctia bd mén
huyét hoc va truyén mau da tan tinh hwéng
giup d& cho nghién ctru nay. Chang t6i cling
xin g 161 cdm on dén Ban lanh dao Vién
Huyét hoc — Truydn méu Trung Uong,
BSCKIl V& Thi Thanh Binh (Trwéng khoa
Ghép té bao gbc) cung toan thé cac déng
nghiép tai khoa Ghép té bao gbc da gitp d&
vé mét k¥ thuat trong nghién ctru.
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SUMMARY

TREATMENT RESULT IN 60 CASES OF APLASTIC ANEMIA WITH A
COMBINATION OF HORSE ANTITHYMOCYTE GLOBULIN AND
CYCLOSPORINE A: A SINGLE CENTRE, RETROSPECTIVE STUDY

Dang Hoang Hai', Bach Quoc Khanh?, Vo Thi Thanh Binh', Pham Quang Vinh'
Hanoi Medical University

Objective: evaluated response incidence and 3 years — overall survial in patients treated
with hATG and CsA at National institute of Hematology and blood transfusion Study method:
Retrospective, interventional study, evaluate treatment results in 60 case of accquired aplastic
anemia at National institue of hematology and blood transfusion Results: One third of the
patients had response at 3 months and it increased to 64% at 12 months. Cumulative OR
incidence of SAA and VSAA were lower than TD-NSAA at 3 months but no difference was seen
between these group at 6 and 12 months after treatment. Cumulative CR incidence of >40
years-old group was low at month 6" but increased with time, no difference was seen between
age groups at 12 months after treatment. At 3 years, cumulative overall survial incidence was
93.1%; cumulative relapse incidence was 4%. Conclusions: hATG and CsA shown good
treatment result for aplastic anemia patients not suitable for hematopoietic stem cell
transplantation.

Key words: Aplastic anemia, immunosuppressive therapy, horse ATG, cyclosporin A
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