DANH GIA HIEU QUA CAC THUGC CHONG VIEM KHONG STEROID, CORTICOSTEROID
VA DMARD TRONG BIEU TRI VIEM KHOP DANG THAP THIEU NIEN

TOM TAT

Muc tiéu: Panh gia hiéu qua cta 3 nhom thuéc
dugc st dung nhiéu nhét trong diéu tri la NSAID,
corticosteroid va DMARD.

Déi tuong va phuong phap: Nghién cau trén 111
bénh nhédn VKDTTN dudc chén doan theo tiéu chuén
clia H6i Thap khép hoc quéc t& (ILAR) vao diéu tri ni
tra tai khoa Nhi bénh vién Bach Mai tir thang 1/2005
dén 4/2010.

Két qué: Ty I8 khdi bénh chung vé lédm sang la
28,8% va dé la 71,2%. Ty lé khdi khi st dung
corticosteroid cao hon so véi ding NSAID don thuén
(OR,4=4,3 va P,,=0,04). Tuong tu nhu vay, khi diéu tri
phéi hgp NSAID véi corticosteroid, ty 16 khéi cao gép
4,2 1an so vdi khi diéu tri NSAID don thuén. Su khéc
biét nay c6 y nghia théng ké vdi OR;= 4,2 va
P.y=0,02. Tuy nhién khi st dung corticosteroid don
thuan thi kha nang khdi bénh ciing tuong duong so vdi
khi str dung phéi hgp NSAID va corticosteroid. Thdi
gian diéu tri v8i corticosteroid cho bénh nhi la 7,9 ngay,
ngédn hon so Vi khi st dung NSAID don thuén la 11,7
ngay (P,,<0,05). Tuong tu nhu vy, thdi gian diéu tri
cta phac dé phéi hgp NSAID véi corticosteroid la 8,5
ngay, ngdn hon so véi dung NSAID don thuén
(P,5<0,05). Trong khi d6 khéng c6 su khac nhau ro rét
vé thoi gian diéu tri cho bénh nhi khi ding
corticosteroid don thuédn so véi ding phéi hop NSAID
va corticosteroid.

Két luan: NSAID chi nén dung don thudn cho mot
s6 trudng hgp bénh nhe. Corticosteroid ¢6 tac dung tét
trong giai doan cép clia bénh va chi nén dung don
thuén va trong thdi gian ngdn. C6 thé dung phdi hop
DMARD véi cac thudc khac cho cac trudng hop bénh
nang

SUMMARY

Background: Juvenile idiopathic arthritis (JIA) is the
most common rheumatic disease in children.

Objective: To evaluate the efficacy of three kinds of
most used drugs as NSAID, -corticosteroid and
DMARD in the treatment of JIA. Patients and Method:
JIA Patients were diagnosed following criteria of ILAR
and admitted in pediatric department of Bach Mai
hospital from January 2005 to April 2009.

Results: There were 28.8% patients having clinical
recover and 71.2% patients with improvement. The
clinical recover rate of the patient group used
corticosteroid were higher patients used NSAID
(OR,,=4.3; P,,=0.04). The clinical recover rate of the
patient group used combination of corticosteroid and
NSAID were higher patients used NSAID,
correspondently (OR,.,=4.2; P,;=0.02). However, the
rate of the clinical recover patient group used

NGUYEN TIEN DUNG - Khoa nhi BV Bach Mai
PHAM THI TRANG - Pai hoc Duoc Ha Ngi
HOANG THAI HOA - Bv Buc giang Ha néi

corticosteroid was equal with patients used
combination of corticosteroid and NSAID. Treatment
duration of patients used corticosteroid to be 7.9 days
that was shorter than group of patient used NSAID to
be 11.7 days (P,,<0.05). Treatment duration for
patients used combination NSAID and corticosteroid to
be 8.5 days that was shorter than group of patient
used NSAID, correspondently (P,;<0.05). However,
there was not statistic significant difference of
treatment duration between patient group used
corticosteroid alone or combination with other drugs.

Conclusion: NSAID should be used alone for mild
patients. Corticosteroids should be used alone and
short term for the JIA patients with acute episodes of
the diseases. Combination DMARD and other drugs
should be able used for severe patients

Keywords: Juvenile idiopathic arthritis (JIA),
NSAID, con"icostgroids, DMARD
PAT VAN BE

Viém khdp dang thap thigu nién (VKDTTN) 12 bénh
ly vé& khép thudng gap nhét & tré em. N&u khéng ducc
chan doan va diéu tri kip thdi bénh sé& dé lai nhiing di
chiing nang né nhu teo co, cling khdp, viém méng mét,
gay tan tat suét ddi cho tré, la ganh nang cho gia dinh
va x& hoi. Hon nita nguyén nhan va co ché& bénh sinh
codn chua rd rang, do dé viéc diéu tri bénh khéng hé
don gian'. & nudc ta, bénh viém khép dang thap &
ngudi 16n da dugc nghién ctu nhiéu, trong khi d6 & tré
em thi chua dudc quan tam day dG. D& gép phan danh
gia hiéu qué diéu tri nhadm gidm thiéu nhiing bién
chiing &nh hudng xau dén viéc hoc tap, sinh hoat cla
bénh nhi va han ché t6i da tac dung khdng mong
muén thudc, chang t6i ti€n hanh thuc hién dé tai véi
muc tiéu danh gia hiéu qua chéng viém, gidm dau cla
3 nhém thudc dang dugc st dung nhiéu trong diéu tri
bénh d6 la: thuc chdng viém khong steroid (NSAID),
corticosteroid va DMARD (Diseases Modifying
Antirheumatic Drugs)

Qua d6é dé xuét nhimng ki€n nghi nham gép phén
nang cao tinh hop ly, an toan, hiéu quéa cla cac thuéc
nay trong diéu tri VKDTTN.

DOI TUONG VA PHUGNG PHAP NGHIEN cUU

1. B&i tugng nghién ciu.

Hb so bénh an clia cac bénh nhan dudc chan doan
xac dinh [& VKDTTN diéu tri ndi tru tai khoa Nhi bénh
vién Bach Mai tir thang 1/2005 dén thang 4/2010.

2. Phuong phap nghién ctu.

Thiét ké nghién cuu: Mé ta, hdi ctu

Tiéu chuén lua chon

- Bénh nhan < 16 tudi.
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- C6 thdi gian viém khép > 6 tuan.

- Chan doan VKDTTN theo tiéu chudn ctia Hoi
Thap khdp hoc qudc té (ILAR)

Tiéu chuan loai trir

- Bénh nhan xin chuyén vién trong thdi gian diéu tri.

- Bé&nh nhan bd diéu tri.

- Bénh nhan viém khép do cac nguyén nhan khac
nhu: viém khép nhiém khudn, thap khdp cép, lao khdp,
viém khép do siéu vi tring...

Ddnh gid hiéu qua diéu tri

- So sanh theo tiing cap hiéu qua chdng viém, giam
dau cla ba phac d6 thudc chéng viém: NSAID,
corticosteroid, NSAID + corticosteroid.

- So sanh hiéu qua chéng viém, gidm dau gilia
phéc d6 c6 DMARD va phac dé khéng c6 DMARD.

- Panh gia két qua diéu tri dua vao dién bién lam
sang

- Cac NSAIS dugc dung la: Diclofenac, Ibuprofen,
Indomethacin va Meloxicam

- Corticosteroid dudc dung la: Prednisolon

- DMARD dugc dung la: Chlorogiune va
Methotrexate

Liéu luogng cac thudc s dung trong nghién ciu
theo dé nghi clia Hoi khép hoc My 1997

S6 liéu thu thap dugc x{ ly bang phan mém théng
ké y hoc SPSS 16.0

KET QUA NGHIEN cUu

Chung t6i tién hanh Iua chon dugc 111 bénh nhi
VKDTTN vao diéu tri tr thang 1/2005 dén thang
4/2010 tai khoa Nhi bénh vién Bach Mai. Phan loai
bénh nhi theo tudi va giéi dudc trinh bay & bang sau

Bang 1: Ty 1& bénh nhi theo tudi va gi6i

U6 Nam NI Tdng s6

n % n % n %
< 5tudi 9 8,1 7 6,3 16 144
5-10 tudi 19 171 14 | 12,6 33 29,7
11-15 tudi 3% | N6 | 27 | 243 62 55,9
Tong s6 63 | 56,8 | 48 | 432 | 111 100,0

Két qua 6 bang 1 cho thay trong s6 111 bénh nhi
c6 63 |a nam va 48 1a nii, ty 1& mac bénh gitra nam va
nd 1a 1,3/1. L&a tudi mAc bénh nhiéu nhat 1a 11-15
tudi, chiém 55,9% va thap nhat la tré dusi 5 tudi, chiém
14,4%

DPanh gia hiéu qua diéu tri cla thudc dua vao su cai
thién cac dau hiéu lam sang la sét, sung dau, cing
khép, han ché& van déng. Tuy theo mlc do6 hét hay
gidm clia cac ddu hiéu nay ma két qua diéu tri dugc
phan chia theo 3 muc: khoi, d& va khong da. Két qua
dugc trinh bay trong bang 2 va hinh 1

Béng 2: Két qua diéu tri

Trong s6 111 bénh nhan c6 34 trudng hop dung
NSAID don thuan, 22 trudng hop dung corticosteroid
don thuan va 42 bénh nhan dung phdi hgp NSAID véi
corticosteroid. So sanh hiéu qua diéu tri clia cac phac
dd nay theo tiing cap. K&t qua thu dudc dudc thé hién
trén cac bang 3

Bang 3: Hiéu qua chéng viém, giam dau cla cac

héc dé thudc chéng viém

Phéc do Khoi D3 | OR, 95%CI p
N=34 | 4 | 30 | OR.,=43
NSAID®) 95%Cl. | 70,04
% |118% | 88,2% 102-17.92
N=22 | 8 | 14 |OR,y=103
Corticosteroid® 95%Cl: | Pp4=0,96
% |36,3% | 63,7% 033-3.19
N=42 | 15 | 27 | OR,,=4.2
NSAD+ = . o | 95%CI:1,2- | P4=0,02
corticosteroid % |357% | 64,3% 15.1 ;

Két qua G bang 3 cho thay ty 18 khdi bénh vé 1am
sang khi st dung corticosteroid cao hon gép 4,3 lan so
véi dung NSAID don thuén. Su khac biét c6 y nghia
théng ké, Vi OR21 =4,3 va P,,=0,04. Tuong ty nhu
vay, khi diéu tri ph0| hdp NSAID Véi corticosteroid, ty 1&
khdi bénh vé 1am sang cGa bénh nhi cao gap 4,2 lan
so véi khi diéu tri NSAID don thuan. Su khac biét nay
c6 y nghia thong ké vGi OR = 4,2 va P ,,,=0,02. Tuy
nhién khi st dung corticoid don thuan thi kha nang khoi
bénh cling tuong duong so véi khi st dung phéi hop
NSAID va corticosteroid va su khac biét khong c6 y
nghia théng ké

Tim hiéu hiéu qua clia cac thudc chéng thap khép
tac dung cham (DMARD) d&i véi bénh VKDTTN,
ching téi tién hanh danh gia két qua diéu tri gilta phac
d6 c6 DMARD va phéc dé khong c6 DMARD. S bénh
nhi st dung phac dé c6 DMARD la 13, con s8 bénh nhi
st dung phac dé khéng c6 DMARD la 98. Két qua
danh gia dugc trinh bay & bang 4

Bang 4: Hiéu qua cla 2 nhém c6 va khéng dung
DMARD

}éet qué Khéng c6 DMARD C6 DMARD OR. 95%Cl: P
iéu tri n % n %
Khoi 27 27,6 5 384 OR=1,6
3] 7 724 8 61,6 | 95%Cl: 0,5-5,8
Téng 98 100% 13 100% P=0,43

Phac d6 c6 DMARD cho kha n&ng khdi bénh cao
hon phéac d6 khéng c6 DMARD gép 1,6 1an, tuy nhién
su khac nhau nay khéng cb y nghia théng ké. Diéu nay
c6 thé do s6 bénh nhan ding DMARD trong nghién
cliu con qua it

So séanh thai gian diéu tri trung binh clia cac phac
dé sl dung thudc trong diéu tri dugc trinh bay trong

Két qua diéu tri S6 bénh nhan TV 18 (%) b
- o ang 5.
Khai 32 28,8% 2 . e A . . A‘ ”
Do 79 71.2% A’Bangns. Thai gian diéu tri cua cac phac dé thuéc
Téng 56 M 100% chdng viém —

Nhu vay c6 71,2% bénh nhi ¢ hiéu qua diéu tri la Phsc 48 g cr 3&9 Thoi gian diéu tri TP
d3 vGi cac triéu chiing l1am sang giam. Ty 1& khdi bénh, dSng trung binh (ngay) :
cé&c bénh nhi gidm rd rét cac triéu chiing dién hinh cia j T.223
bénh dat 28,8%. NSAID' 34 711 P <005

Corticosteroid? 22 79+12 T,,=04;
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P,.> 0,05
NSAID + Te=2.1;
Corticosteroid® 42 85+11 P,3<0,05

Theo bang 5, khi sir dung corticoid, thai gian diéu tri
clia bénh nhi 1a 7,9 ngay, ngan hon so véi khi str dung
NSAID don thuén Ia 11,7 ngay. Su khac biét nay cb y
nghia théng ké véi P,,<0,05. Thdi gian diéu tri cla
phac dé phdi hop NSAID véi corticosteroid 1a 8,5 ngay,
ngén hon thdi gian diéu tri clla phac d NSAID don
thudn va su khac biét nay cé y nghia théng ké véi
P,5<0,05. Trong khi d6 khéng c6 su khac nhau rd rét
vé thdi gian diéu tri cho bénh nhi khi dling corticoid don
thuan so vai duing phéi hop NSAID va corticosteroid.

Bang 6: Thdi gian diéu tri cia phac d6 c6 DMARD
va khéng c6 DMARD

ohas $6 g(;’p"“g Thei gian diéu t P
it dung trung binh (ngay)
C6 DMARD 13 97408 T=02
Khéng cb "
DMARD 98 95+0,7 P>0,05

Thai gian diéu tri trung binh clia 13 bénh nhan ¢
dung DMARD 3 9,7 + 0,8 ngay va 98 bénh nhan
khéng duing DMARD ¢4 thdi gian diéu tri tuong duong
la 9,5 £ 0,7ngay. Su khac biét khong cb y nghia théng
ké (bang 6)

BAN LUAN

Vé hiéu qua chéng viém, giam dau

Két qua nghién ctu cla ching t6i cho thdy, trong
111 bénh nhi diéu tri c6 28,8% trudng hop dudc danh
gia la khoi bénh v6i cac triéu chiing 1dm sang giam rd
rét hoac hét hin nhu hét sét, hét sung dau va ciing
khép, khéng con han ché van déng. C6 71,2% trudng
hgp d8 va khong c6 trudng hdp nao la khéng dé.

Trong ba phéc d6 s dung thuéc chéng viém, hai
phéac dé c6 corticosteroid don thuan va phéi hop véi
NSAID c6 ty 1& khdi bénh cao hon rd rét so véi ding
NSAID don thuan. Diéu nay cé thé giai thich 1a vi phan
I6n bénh nhi nhap vién khi c6 con cép tinh ctia bénh va
corticoid la thuéc chéng viém cb tac dung nhanh va
manh nhat déi véi bénh VKDTTN, dic biét hiéu qua
trong cac dot tién trién cap clia bénh?3. Con NSAID chi
dap (mg v6i nhitng giai doan khép viém & miic do viia
phai'. Mac du hiéu qua diéu tri cla corticosteroid cao
hon h3n NSAID nhung s6 trudng hgp dung corticoid
khéng nhiéu bang NSAID (85,6% bénh nhi ¢6 ding
NSAID, trong khi corticosteroid chi dudc dung trén
60,4% bénh nhi).

Chung t6i con nhan thdy phac dé phdi hgp NSAID
véi corticoid ¢ hiéu qua diéu tri chi tuong duong véi
phéc db corticoid don thuan, ma su két hap NSAID véi
corticosteroid theo dudng toan than lam gia tang nguy
cd tai bién dudng tiéu héa*. Do d6 khéng nén sir dung
phé&i hdp nay dé diéu tri cho bénh nhan hodc néu cb thi
chi nén s dung trong cac trudng hop dac biét nhu
nhiing bénh nhi VKDTTN bi han ché chiic nang khép®.
So sanh hiéu qua diéu tri gitra cac phac d6 c6 DMARD
va cac phac dé khéng c6 DMARD cho thay: phac dé
c6 DMARD dem lai kha nang khdi bénh cao hon phac
d6 khéng c6 DMARD gép 1,6 18n, nhung su khac biét

nay khong c6 y nghia théng k&. C6 thé vi c8 mau
nghién ciu cla chang tdéi v6i nhiing bénh nhi s dung
phac dé c6 DMARD con qué nhd (13 ca) va thdi gian
diéu tri clia déi tuong nghién clu 6 day con rat ngan.
Giannini EH va c¢s nghién clu tac dung cla
Methotrexate trén 127 bénh nhan VKDTTN véi 2 liéu
thap va réat thap, tac gid nhan thay vdi liéu thap thi co
tac dung t6t han so v6i nhém dung placebo (p=0,002).
Trong khi d6 khi so sanh nhém liéu thap véi rat thap lai
khong c6 y nghia (p=0,06)". M6t nghién ctu khac cla
Riddle R va cs so sanh tac dung clia Methotrexate vdi
NSAID va methtylprednisolon trén 63 tré em cho thdy
methylprednisolon c6 tac dung t6t hon 2 nhém trén
(p=0,008). Tuy nhién tac gia ciing nhan xét thém rang
day 1a nghién citu khdng ngau nhién nén cé thé co6 cac
yéu t6 nhiéu trong chon mau nghién cu®. Nghién ctu
trén 162 bénh nhan dung chloroquine so véi placebo
cho thay c6 70% tré t6t 1én, 26% khong dd va 2% xau
di, trong khi @& nhém placebo c6 53% t6t 1én, 41%
khong d6 va 6% x&u di°

Vé thdi gian diéu tri

Khi str dung cac phac dé cb corticosteroid, thai gian
diéu tri cGia bénh nhi dugc rat ngan rd rét so véi phac
d6 NSAID don thuén: corticosteroid don thuan cé thoi
gian diéu tri trung binh 14 7,9 ngay, NSAID két hop
corticoid 1a 8,5 ngay, trong khi thdi gian diéu tri cla
NSAID don ddc lén t6i 11,7 ngay. Diéu nay da chiing
té tac dung nhanh va manh clia corticosteroid trong
viéc lam gidm cac triéu chiing cla bénh. Mét ly do
khac khién cho thdi gian diéu tri véi cac phac dé cb
corticosteroid ngan nita la do néu dung kéo dai
corticosteroid c6 thé gay phu thudc thudc, nén cac bac
sT chi slr dung corticosteroid trong nhing giai doan tién
trién cGia bénh, dung véi liéu tan cong trong ngén ngay,
dén khi da kiém soat tét tinh trang viém khdp thi giam
liBu va thay th& bang NSAID. Biéu nay phu hop véi
khuyén cao xay dung hudng dan diéu tri VKDTTN tai
Bléc nam 2011 va tai Australia nam 2010 cho rang
corticosteroid 1a thuéc ¢cé tac dung nhanh va manh chi
dung cho tré em c6 biéu hién t8n thuong da cd quan
nhu viéem méng mat, tran dich mang tim va c6 phan
(ng huyét thanh duong tinh va ciing chi dung trong thdi
gian ngan ch(r khéng diing dai ngay*>®°

Theo nghién clu cla chung téi con thay thai gian
diéu tri trung binh cla cac phac dé6 c6 DMARD va phac
d6 khéng c6 DMARD la tuong duong nhau (9,7 ngay
va 9,5 ngay). Nhu vay thai gian dung DMARD tai bénh
vién a4 ngan nén chua thé thdy dudc hiéu qua cia
thuéc. Piéu nay cling mét phan la do bénh nhan va do
cac ly do khach quan. Bénh nhan thudng vao vién khi
c6 dot tién trién cap clia bénh, dugc diéu tri bang cac
thudc diéu tri triéu chiing (NSAID, corticoid), sau mot
thoi gian thdy cac khdp dé sung dau, hét sét, hét han
ché& van dong thi thudng xin ra vién sdm dé diéu tri
ngoai tra vi diéu kién kinh t& gia dinh hodc vi cac bénh
nhi phai vé nha dé tiép tuc viéc hoc tap, do dé6 khong
thé diéu tri ndi trd dai ngay tai bénh vién.
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KET LUAN

Nghién clu cac thudc NSAID, Corticosteroid va
DMARD trén 111 bénh nhan VKDTTN, chdng t6i dua
ra mot s6 két luan sau:

- Ty 1& khdi bénh chung vé Iam sang 1a 28,8% va
ddla 71,2%

- NSAID ¢6 tac dung trong mét sé trudng hop nhe
va chi dling don thuan

- Corticosteroid c6 tac dung tét trong giai doan cép
cla bénh va chi nén dung don thuan, khéng két hap
v6i NSAID va dung trong thdi gian ngan

- DMARD c6 thé dung phéi hop véi cac thudc khac
c6 ty 1& khdi bénh cao hon so v6i nhém khéng dung
DMARD, tuy nhién can phai danh gia thém va s dung
trong thdi gian dai hon
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