DANH GIA HIEU OUA BIEU TRI LUPUT BAN BO HE THONG CO BOT GAP TON THUONG THAN
BANG METHYLPREDNISOLON DUGNG TINH MACH LIEU CAO

TOM TAT

Muc tiéu: Panh gia hiéu qua diéu tri bénh nhan
luput ban dd hé théng c6 dot cdp tén thuong than bang
methylprednisolon dudng tinh mach liéu cao. D6i tuong
va phuong phap: 30 bénh nhan SLE cb dot cap tén
thuong thédn dugc diéu tri bdng methylprednisolon
dudng tinh mach liéu cao 500mg/ngay trong 3 ngay
lién tiép sau d6 dugc diéu tri tiép tuc bang
methylprednisolon dudng ubng liéu 32mg/ngay réi
gidm liéu dan. Két qua: Sau 1 thang diéu tri ty 1é bénh
nhan dap tng hoan toan la 14,28%, dap tng mét phan
50%. Sau 3 thang diéu tri ty I8 bénh nhan dap img

hoan toan la 32,14%, dap tng mét phan 35,71%. Chi

s6 SLEDAI gidm tr 18,15+3,44 diém xubng con
8,96+3,42 diém sau 3 thang diéu trj (p<0,01).

Tir khoa: methylprednisolon dudng tinh mach liéu
cao.

SUMMARY

Objective:  Evaluating the effectiveness of
intravenous pulse methylprednisolone (MP-PT) in the
treatment of SLE with renal flare.

Methods: Thirty SLE patients with renal flare were
treated with three high dose intravenouse
methylprednisolon pulse and followed by low dose oral
methylprednisolon.

Results: At 1 month after 14.28 % of patients had
complete remission, 50% of patients had partial
remission. At 3 months after 32.14% of patients had
complete remission, 35.71% patients had partial
remission. SLEDAI decresed from 18.15+3.44 points to
8.96+3.42 points (p<0.01).

Keywords methylprednisolon pulse therapy.

BAT VAN BE

Tén thuong than 13 t8n thuong néi tang hay gap
nhat & bénh nhan luput ban dé hé théng (SLE) chiém
ty 16 20%-60% tly ting nghién cdu. Biéu hién tén
thuong thén c6 y nghia dac biét trong tién lugng bénh
luput ban @3 hé théng. Bénh cé thé co nhiing dot kich
phat nang xen ké nhiing dot bénh 8n dinh dai hay
ngan. Trong nhu’ng dot kich phat biéu hién than c6 thé
14 héi chiing cAu than cap, héi chimng than hu (HCTH)
cé hoac khéng cé két hgp véi suy than. o] giai doan
bénh 8n dinh bleu hién tdn thuong than thudng 1a
protein niéu dai dang vé sau tién trién thanh suy than
va bénh than giai doan cudi cho du cé hay khong du’c_jc
diéu tri day da[4).

Vé diéu tri dot cap t8n thuong than thudng dugc chi
dinh diéu tri bang corticosteroid liéu cao (40-60mg
prednisolon hoac tuong duong) hoac
methylprednisolon dudng tinh mach liéu cao céach
quéang 500- 1000mg/ngay trong 3 ngay (pulse therapy)
sau do ti€p tuc diéu tri bang liéu thap 0.5-1mg
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prednisolon/kg/ngay réi giam liéu dan khi bénh 6én
dinh[4]. & nude ngoai da cé nhiéu nghién clu s dung
methylprednisolon duding tinh mach liéu cao (sau day
chiing t6i goi MP-PT) @& diéu tri luput ban dd hé théng
c6 dot cap tén thuong than thu dudc nhiing két qua
kha quan. o] trong nuéc chua c6 nghién clu nao sl
dung MP-PT dé diéu tri SLE c6 dot cép t6n thuong
than vi vay ching t6i tién hanh dé tai nay nhadm muc
tiéu sau day: Panh gia hiéu qué diéu tri bénh nhan
luput ban d6 hé théng c6 dot cap tén thuong than bang
methylprednisolon dudng tinh mach liéu cao.

DOI TUGNG VA PHUONG PHAP NGHIEN cUU

1. Ddi tugng nghién ciru

30 bénh nhan SLE c6 dot cap tén thuong than dudc
theo d&i diéu tri tai Trung tm Di (mg-MDLS Bénh vién
Bach Mai tir 1/2010 dén 8/2011.

Tiéu chudn lua chon bénh nhan: Chin doan
luput ban d3 hé théng theo bang tiéu chuan chan doan
SLE clia Hoi Thap khdp hoc Hoa ky (ACR) chinh slia
nam 1997[4].

Dot cap tén thuong than dudc xac dinh khi ¢ mét
trong cac cac tiéu chuan sau[7]:

Gidm chlc nang than: gidam dé thanh thai creatinin
>25% trong vong 3-6 thang.

Hoi ching than hu: Phu, protein niéu >3.5g/24 gid,
gidm albumin mau, tang lipid mau.

Tang protein niéu >2g/ngay trong vong 3-6 thang.

2. Phuong phap nghién ctu

- M6i bénh nhan c6 mét bénh an riéng theo mau
nghién clu

- Bé&nh nhan vao vién dudc kham dé danh gia cac
triéu chlng 1am sang, kham cac chuyén khoa lién quan
(néu cb chi dinh) va tién hanh cac xét nghiém can lam
sang dé thiét 1ap chan doan luput ban dd hé théng va
t6n thuong than theo céc tiéu chudn da néu & phan doi
tuong nhién clu.

- Sau khi théa méan cac tiéu chudn lua chon va
déng y tham gia nghién cu cac bénh nhan dugc diéu
tri bang MP-PT liéu 500mg/ngay (tuong duong
10mg/kg can nang/ngay). Thudc dugc pha véi 100 ml
dung dich glucose 5% truyén tinh mach qua bom tiém
dién trong thdi gian 1-3 gid, 1 lan/ngay trong 3 ngay
lién tiép sau d6 chuyén sang dung medrol dudng udng
32mg / ngay (0,6 mg/kg/24gid) réi giam liéu khi bénh
én dinh theo cach 7-10 ngay gidm 10% liéu dang
dung.

- Banh gia dap tng theo Chan T M va Mok C C véi
3 mic d6 nhu sau[5],[7]:
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Pap ung hoan toan: Protein niéu <0,5g/24h,
Albumin mau >30g/l, Creatinin binh thudng, xét nghiém
can nudc tiéu binh thuding.

Pap img mdt phan: Protein niéu cai thién >50%
so Véi trudc diéu tri, creatinin mau &n dinh, xét nghiém
can nudc tiéu 6n dinh. Protein niéu tir 0,5g — 2,9g/24h.

Khéng dap mng: Protein niéu cai thién <50% so
véi trudc diéu tri, xét nghiém can nudc tiéu thé hién tinh
trang hoat déng. Biéu hién hdi chiing than hu kéo dai.

- Banh gia miic dé hoat ddng bénh theo thang diém
SLEDAI sau mét thang, 3 thang diéu tri.

KET QUA VA BAN LUAN

1. Téng hop két qua diéu tri bing MP-PT

Bang 1: Hiéu qué dap Ung sau 1 thang, 3 thang
diéu tri MP-PT.

Thoigian diéutri | Sau1thang | Sau 3thang
Murc do dép tng
Dép (g hoan toan (%) 14.28 32.14
Dap (ing mt phan (%) 50 35.71
Khong dap tng (%) 35.71 32.14

K&t qua bang 1 cho thdy sau 1 thang diéu tri bang
MP-PT két hop véi methylprednisolon liéu thap, dap
(g hoan toan dat dudc & 14,28% s6 bénh nhan, dap
(g mot phan dat 50% s6 bénh nhan, khéng dap (ng
c6 35,71% s6 bénh nhan. Sau 3 thang diéu tri ty 1&
bénh nhan dat dap Gng hoan toan la 32.14%, dap
(ng moét phan 35.71%, khéng dap (ng 32.14% bénh
nhan va cé 2 bénh nhan bd khéng tham gia nghién
clu tir sau thang th& 2. Trong s& cac bénh nhan
khéng dap (ing c6 2 bénh nhan dd suy than tang phai
chi dinh chay than nhan tao day Ia hai bénh nhan da
suy than ngay tir khi vao vién v6i ndng do creatinin
mau la 147 imol/l va 382 imol/l. Cac bénh nhan nay
da dudc chi dinh diéu tri liéu phap mién dich phéi hop
sau khi danh gia dap (ng sau 1 thang diéu tri nhung
van khéng dat dudc su dap (ng can thiét. Bertoni va
cong su (1993)[5] nghién ctu trén 13 bénh nhan luput
than hoat déng diéu tri bang MP-PT theo déi trong
thdi gian 21 thang, 12/13 bénh nhan dat dugc su dap
Ung trong d6é c6 11/12 bénh nhan dap Ung hoan toan
va 1 bénh nhan dap ing mét phan. Kanno Atsuhiro
va cdng su (2007)[8] khao sat 52 bénh nhan viém
than luput diéu tri bang MP-PT 29 bénh nhan dat dap
Ung va 23 bénh nhan khéng dap Ung. Ginzler va cong
sy (2005)[6] nghién clu trén 69 bénh nhan viém than
luput hoat déng diéu tri bang cyclophosphamide
dudng tinh mach ngét quang 1 Ian/ thang (sau day
goi la CP-PT) sau 6 thang diéu tri c6 24 bénh nhan
rat khdi nghién clu, trong 42 bénh nhan dudc theo
déi ty 1& bénh nhan dap (ng hoan toan la 9,5%, ty Ié
bénh nhan dap ng mét phan 40,5%, khong dap (ng
I& 50%. So véi cac nghién clu diéu tri bang MP-PT
két quéa clia ching t6i cé ty 1& dap (ing hoan thdp hon
clia Bertoni va cong su, ty 1& khong dap (ng cula tac
gi& nay cling thap hon clia ching t6i diéu nay co thé
gidi thich la do trong nghién ciiu clia Bertoni va cong
su thdi gian theo déi dai hon clia ching t6i, trong qua
trinh theo ddi diéu tri tac gid c¢b s dung thém liéu

methylprednisolon hang thang cho nhitng bénh nhéan
chua dat dugc su dap Ging do d6 ty 1é khong dap Gng
cla nghién cu nay thdp han cla ching t6i. So sanh
véi két qua cla Kanno Atsuhiro va céng su ty 1é
khéng dap (ng clia chung téi thap hon.

So sanh hiéu qua dap (mg sau 1 thang véi sau 3
thang (bang 1) chung t6i thay ty 1& dap (ng hoan toan
tang rd rét trong khi ty 1& khéng dap (ng giam rét it.
Chuing t6i nhan thdy nhimg bénh nhan da dap (ng
mot phan véi liéu tan cong MP-PT cé thé dat dudc su
dap (ng hoan toan khi tiép tuc diéu tri duy tri
methylprednisolon liéu thdp, nhiing bénh nhan khéng
dap (ng véi liéu tdn cong MP-PT khéng dat dugc su
dap Ung véi diéu tri tiép tuc bang methylprednisolon
liéu thap, ddi v6i nhing bénh nhan nay can phai can
nhéc chi dinh thém MP-PT liéu 1 lan/thang hoZc phai
hdp vdi cac thudc Gic ché mién dich khac dé dat dudc
su dap (ing. Biéu chang téi ban khoan sau khi thuc
hién nghién cGu nay la ty 1& bénh nhan khong dat
dugc sy dap Ung con cao (32.14%), tuy nhién so
sanh vdéi nghién ctu s dung CP-PT cla Ginzler va
cong su [6] (ty 1é khong dap Ung cla ching toi con
thdp hon (32,14% so vGi 50%) trong khi
cyclophosphamide da dugc chidng minh la cé hiéu
qua lau dai déi véi viém than luput mac du khi s
dung liéu phap nay ngudi bénh phai chiu mét ganh
nang tac dung phu do thuéc gay nén. Theo quan
diém cla ching t6i viéc lua chon liéu phap dau tién
cho bénh nhan luput thdn hét slc linh hoat: d&i véi
nhiing bénh nhan da c6 két qua sinh thiét than nén
chi @inh liéu phap phéi hgp MP-PT va CP-PT ngay t&r
dau cho nhiing bénh nhan viém than hoat déng c6
t6n thuong mé bénh hoc class Ill va class IV trd Ién,
d6i v6i nhiing bénh nhan viém than hoat déng chua
c6 két qué sinh thiét than nén Iua chon liéu phap ban
dau la MP-PT don thuan sau 3 thang theo déi néu
khéng dat dugc su dap (ng thi chi dinh liéu phap phdi
hop. o] trong nuéc chua c6 ai nghién cliu danh gia
hiéu qua diéu tri MP-PT trén nhém bénh nhan SLE c¢b
dot cap tn thuong than.

2. Panh gia hiéu qua diéu tri bing chi s
SLEDAI

Bang 2. Thay d&i chi s6 SLEDAI trusc va sau diéu

tri.
iAo Sau diéu tri Sau diéu tri
Chiss T”ﬁc_‘gg;‘ |7 thang 3thang
SLEDAI J (n=26) (n;=26)
n0 % | n % | n3 %
SLEDAI<10| 0 0 |18 692 | 16 615
SLEDAI>10 | 30 100 | 8 308 | 10 385
X+SD 18,15+3,44 9,15+3.21 8,96+3,42
P3/0<0.001
p P1/0<0.001 P3/150.05

Két qua bang 2 cho thdy trudc diéu tri 100 % bénh
nhan c6 chi s6 hoat déng bénh (SLEDAI>10 diém.
Sau diéu tri 1 thang ty 1& bénh nhan c6 SLEDAI>10
diém 1a 30.8%, sau 3 thang diéu tri con s6 nay la
38.5%. Gia tri trung binh SLEDAI gidm c6 y nghia
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théng ké sau 1 thang diéu tri, 3 thang diéu tri vGi
p<0.01. Gia tri trung binh SLEDAI sau 3 thang diéu tri
la 8,96+3,42 diém dudi méc 10 diém.

SLEDAI 1a mét chi s6 duoc cac nha chuyén mén
théng nhat st dung dé danh gia téng thé su hoat dong
cla bénh dua vao hinh thiic cho diém theo cac biéu
hién bénh & 9 hé théng cd quan bi t8n thuong. Chi s6
SLEDAI > 10 dudc coi la bénh hoat déng manh can
phai tang liéu hosc thay déi liéu phap.

M6t s6 nghién ciiu trong nudc ¢b danh gia chi s6
SLEDAI cho két qua nhu sau: Nguyén Céng Chién
(2006)[1] nghién clu trén 35 bénh nhan SLE c6 tén
thuong ndi tang va diéu tri bang MP-PT, chi s6 SLEDAI
trung binh truéc diéu tri 1a 16,17+4,45 diém, sau 4 tuan
diéu tri diém s6 gidm con 7,72+3,05 diém (p <0,05).
Nguyén Van Binh (2011)[2] nghién ciu diéu tri bing
CP- PT cho 33 bénh nhéan lupus c6 HCTH theo dbi 6
thang gia tri SLEDAI trung binh trudc diéu tri 1a
25,36+5,64 diém, sau 6 thang diéu tri SLEDAI trung
binh gidm xuéng con 10,61+4,43 diém. Tran Dang
Quyét va céng su(2010) [3]nghién ctu su thay doi
SLEDAI trén 34 bénh nhan SLE cho thay sau diéu tri
chi s6 SLEDAI gidm tir 21.29 xudng con 5.03 su khac
biét c6 y nghia théng ké véi p<0.001. Két qua cla
chung t6i tuong déi phu hop véi két qua nghién ciiu
clia cac tac gia trong nudc. Cac nghién cliu nudc ngoai
st dung MP-PT dé diéu tri cho nhém bénh nhan luput
than hoat déng ching téi khéng thdy theo déi chi s6
SLEDAIL.

KET LUAN

- Sau 1 thang diéu tri ty 1& bénh nhan dap (ing hoan
toan la 14,28%, dap (ing mét phan 50%, khéng dap
(mng 35,71%. Sau 3 thang diéu tri ty 1&é bénh nhan dap
(g hoan toan la 32,14%, dap (ng mét phan 35,71%,
khéng dap ting 32,14%.

- Sau 3 thang diéu tri 61,5% bénh nhan c6 chi s6
SLEDAI gidm xuéng dudi 10 diém. SLEDAI trung binh

truéc diéu tri 13 18,15+3,44 diém, sau 1 thang diéu tri
9,15+3.21 diém, sau 3 thang diéu tri 8,96+3,42 diém
gidm cb y nghia thdng ké so véi truGc diéu tri voi
p<0,01.
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