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TOM TAT

Muc tiéu: banh gia hiéu qua va tinh an toan ctua
didu tri phbi hop methotrexat v&i etanercept(enbrel)
so sdnh v&i methotrexat don tri liéu & bénh nhan
VKDT. DBéi twong va phwong phap: nghién ciru v&i
hai nhém: nhém nghién ctru gém 36 bénh nhan duwoc
didu tri phéi hop methotrexat va etanercept, so sanh
véi nhém chirmg gbém 36 bénh nhédn diéu tri
methotrexat don thuan, cdc thubc diéu tri phéi hop
khdc & 2 nhém la nhw nhau. Két qua: O nhém
nghién ciru 6 cai thién vé IAm sang va bilan viém t6t
hon so v&i nhém diéu tri don déc.Sau 12 tudn diéu tri
& nhém nghién ctru ty 16 BN dép g diéu tri theo
ACR20,ACR50 lan lugt 1a 64,4% va 25,2% so vGi
41,6% va 5,6% & nhdm chirng. Ty 1€ bénh nhdn cé chi
s6 DAS28<3,2 & nhém diéu tri phdi hop 1a 61,1% so
véi 25% & nhém diéu tri methotrexat. Khéng cé tac
dung phu nghiém trong & nhém nghién ctru trong thoi
gian 12 tuan diéu tri. Két luan: Piéu tri phdi hop
etanercept va methotrexat cho bénh nhan VKDT
dang hoat dong (DAS28>3,2) dem lai hiéu qua cao
hon so v&i diéu tri methotrexat don doc

Ter khéa: Viém khép dang thap, Etanercept,
Methotrexat, Diéu tri sinh hoc

SUMMARY

Title: Efficacy and safety of combination
etanercept- methotrexat therapy versus methotrexat
alone in active rheumatoid arthristis. Aim:This study
was undertaken to determine whether the addition of
etanercept, a soluble tumor necrosis factor receptor
to methotrexate therapy would provide additional
benefit. Patients and Methods: In a 12-week trial,
we randomized assigned 36 patients with active
rheumatoid arthtistis to receive etanercept (25mg)
subcutaneously twice weekly while continuing to
receive methotrexate and 36 patients receive
methotrexat alone. Results: The addition of
etanercept to methotrexate therapy resulted in rapid
and sustained improvement. At 12 weeks, 64.4% of
the patients receiving etanercept plus methotrexate
and 41.6% of those receiving methotrexate met the
ACR 20 criteria (P<0.001); 25.2% of the patients
receiving etanercept plus methotrexate and 5.6% of
those receiving methotrexate met the ACR 50 criteria
(P<0.001). Patients receiving etanercept plus
methotrexate had significantly better outcomes
according to all measures of disease activity. The
only adverse events associated with etanercept were
mild injection-site reactions, and no patient withdrew

from the study because of adverse events associated
with etanercept. Conclusions: In patients with
persistently  active  rheumatoid  arthritis,  the
combination of etanercept and methotrexate was safe
and well tolerated and provided significantly greater
clinical benefit than methotrexate alone.

Keywords: Rheumatoid athristis,
Methotrexat, Biologic therapy.

DAT VAN BE

Viém khép dang thap (VKDT) la bénh khép man
tinh thwong gap nhéat trong cac bénh khép. Cac
nghién ctru cho thay, & bénh nhan VKDT, sw pha hiy
khép xay ra véi tbc d6 nhanh nhat ngay trong nhirng
nam dau tién [4],[8]. Diéu tri VKDT bang
Methotrexat(MTX) da dwoc ching minh cai thién
triéu chirng 1am sang tuy nhién bénh nhan van c6 cac
dot tién trién gay pha huay khop. Etanercept (ETN)la
thubc trc ché yéu t6 hoai tt u dau tién dwoc FDA phé
chuan trong diéu tri VKDT tlr n&m 1998 [5]. Trén Thé
Gidi da c6 rat nhiéu nghién ctu cho thay: diéu trj phdi
hop ETN va MTX c6 hiéu qua hon so voi didu tri
MTX va gia dwoc. Ching téi tién hanh dé tai nghién
clru nay véi hai muc tiéu sau:. Banh gia hiéu qua
didu tri cia ETN(Enbrel) phdi hop v&i MTX & céc
bénh nhan VKDT tai khoa Co xwong khép BV Bach
Mai sau 12 tudn diéu tri va nhan xét tinh an toan cda
ETN va MTX trong dleu tri VKDT.

DOI TUQNG VA PHUONG PHAP NGHIEN CUPU

1. Déi twong nghién ctru: Gém 72 bénh nhan
dwoc chdn doan dwoc chan doan bénh VKDT theo
tiéu chuan cta Hoi thap khép hoc Hoa ky ACR-1987
va diéu trj tai khoa Khép, Bénh vién Bach Mai trong
thei gian tlr thang 8-2011 dén thang 8-2012, chia lam
2 nhém, twong ddng nhau vé tudi, gidi, giai doan
bénh, mtrc do hoat dong bénh theo hinh thirc ghép
cap.. Nhém nghién ctru: gom 36 bénh nhan & giai
doan tién trién bénh vai chi s DAS28 = 3,2 va dong
y diéu trj bang Etanercept.- Nhém ching: gébm 36
bénh nhan VKDT da dwoc didu tri Methotrexat it nhat
6 thang.

2. Phwong phap nghién ctru: tién ciru, can thiép
diéu tri, c6 dbi chirng.

Nhém nghién ctru: diéu tri Enbrel 25mg x 2 lan
/tuén, tiém dwéi da va Methotrexate liéu tlr 7,5mg-
15mg/tudn trong 12 tuan.

Nhém chirng: diéu tri Methotrexate lidu tr 7,5mg-
15mg/tudn trong 12 tuan. Céac thuéc diéu tri phdi hop
nhv  NSAIDs (lidu tr 7,5-15mg/ngay) hodc
Glucocorticoids (liéu tir 10-20mg/ngay-twong duwong

Etanercept,
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véi Prednisolon). Panh gia: sau 4,8,12 tuan diéu tri.
X ly s6 liéu bang phadn mém SPSS 16.0.

KET QUA NGHIEN c(rU

1. Pac diém chung

Tudi trung binh cta nhém NC 1a 52,8+12,3 (tlr 18-
76 tudi) va nhom chirng 1a 52,4+15,5 (tlr 19-87 tudi) va
bénh nhan ni chiém chi yéu & ca 2 nhém ty 1é bénh
nhan nir déu 1a 86,1%, b&nh nhan nam 13 13,9%.

2. Hiéu qua diéu tri

Bang 1 Hiéu qua diéu tri cia ETN va MTX trén
cac chi s6 Lam sang

oigian| Trwdc dieu tri (0 Tuan) | Sau 12 tuan dieu tri
Nhém NC | Nhém p |[Nhém| Nhém p
Chi sO chirng NC | chirng
Khép [13,3+3,3| 12,8+ |>0,05| 43+ | 6,9+ |<0,05
dau 2,4 1,3 1,5
Khép |73+29 | 6,4+ [>0,05/04+| 2,4+ |0,001
swng 25 0,1 0,8
VAS(mm)|69,3 £5,6| 67,9+ |>0,05|27,5+| 46,2 £ | 0,01
10,7 12,4 14
Theoigian |75,5+56,1 | 83,2+ (>0,05| 12+ | 57,2+ | 0.01
CKBS 50,8 8,3 8,8
biém 23+02| 22+ |>0,05( 1,3t | 1,6 | 0,01
HAQ 0,2 0,5 | #0,3

Nhan xét: Tai thoi didm bt dau nghién clu, cac
chi sb lam sang chinh & 2 nhém la nhw nhau, sau 12
tuan diéu tri cac chi sb trén & nhém nghién ctu da
gidm rd rét va thp hon & nhém chirng (p <0,05).

Bang 2. Hiéu qua trén diéu trj cia ETN va MTX
céc chi sb can lam sang

&i gian | Trwdce diéu tri (0 Tuan) | Sau 12 tuan diéu tri
Nhém | Nhém p |Nhém | Nhém p
Chi so NC | chirng NC | chirng
TBML 70,2+ |77,1£3|>0,05| 26,5+ | 56,7+ |<0,05
ith(mm) | 56 0,8 21 | 01
CRP 4,7+ | 57+ (>0,05| 0,4+ | 3,4+ |0,001
(mg/dl) 46 47 03 | 2.1
DAS28- |5,8+0,6| 5,8+ |>0,05| 3,0+ | 4,2+ |<0,05
CRP 0,7 0,7 1,2
RF huyét | 134,4+ | 95,1+ [>0,05| 70,2 | 100,6+ |<0,05
thanh 82 86 +52 84

Nhan xét: Tai thoi didm bt dau nghién ctu, cac
chi sb can 1am sang chinh & 2 nhém 1a nhw nhau
(p>0,05), sau 12 tun diéu tri cac chi s6 trén & nhom
nghién cu da giam rd rét va thdp hon & nhém
chirng (p <0,05).

3. Hiéu qua lui bénh theo DAS28-CRP sau 12
tuan diéu tri cua 2 nhém

Bang 3. Ty I& Iui bénh theo DAS28-CRP tai thoi
diém 12 tuan

hém Nhém nghién ciru | Nhédm chirng | Gid tri
DAS28- n % n % p
DAS28<26| 10 27,8 2 5,6 |0,001
2,6 <DAS28| 12 33,3 5 19,4 | 0,002
<32
DAS28 >3,2| 14 38,9 27 75 0,001

Nhan xét: Sau 12 tuan diéu tri, ty 1& lui bénh theo
DAS28-CRP & nhém nghién ctu la 27,8% cao hon &
nhom chirng 5,6%(p=0,001)

4. Hiéu qua cai thién hoat dong bénh theo ACR
& 2 nhom BN nghién ctru

P=0,004

ONhém nghién ctru
Nhém chirng

(%) ueyu yueg

ACR 20 ACR50 Khéng
lui bénh

Chi sé

Biéu db 1 Mirc do cai thién hoat dong bénh theo ACR

Nhan xét. Sau 12 tudn diéu tri, ty & dap wng
ACR20,50 & nhom nghién clru la 64,4% va 25,2%
cao hon & nhém chirng 1a 41,6% va 5,6%. Dac biét &
nhém ching van con 52,8% bénh nhan khéng dat
dwoc lui bénh trong khi nhém nghién ctru chila 1,2%.

5. Tinh an toan cua etanercept va methotrexat
trong diéu tri VKDT.

Bang 4. Cac tac dung khédng mong muén ngén
han cua Etanercept

hém Nhém nghién ciru| Nhém ching | Gia
Tac dungphy n % n | % tri p
Phan &rng tai 3 8,4
chd tiém
Nhiém khuan 2 5,6 1 2,8 [>0,05
h6 hap trén
Nhan xét: O nhém nghién ctru c6 3 BN bj man

nglra tai chd tiém Enbrel, 2 bénh nhan bi nhiém
khuan ho hap trén.

Bang 5. Xét nghiém chirc nang gan than sau 12
tudn didu tri cla 2 nhém

hém Nhém nghién | Nhém chieng | Gia tri
Chi sb ctu (n = 36) n=236 p
Ure(mmol/l) 55 6,0
Creatinin(umol/l) 60,2 58,9 >0,05
GOT (U 28,7 30,1
GPT (IlU/) 25,1 24,5

Nhan xét: Sau 12 tudn diéu tri cac xét nghiém
chirc nang gan than cta 2 nhém déu trong gidi han
binh thwdng

BAN LUAN

1. Pic diém chung ctia 2 nhém bénh nhan.

Trong 72 bénh nhan VKDT, chlng t6i thay Ia tudi
hay gdp nhat 1a tlr 36-65 tudi, chiém 72,2%. Ty l&
bénh nhan nir 1a 86,1%; bénh nhan nam la 13,9%.

khéng co sw khac biét gitka 2 nhém vé cac chi sé
biéu hién m&c do hoat dong bénh nhw: sb khép dau,
khép sung, diém VAS, ndéng dd CRP, téc d6 mau
l&ng, diém DAS28-CRP (p > 0,05) ctia bénh nhan
trong nhém NC va nhém chirng

2. Hiéu qua diéu tri cta diéu tri phéi hop ETN
va MTX so v&i MTX don tri liégu & bénh nhan
VKDT

2.1. Cai thién cdc triéu chirng lam sang

Sé khop dau, sé khép swng, mirc 46 dau theo
VAS:S6 khép dau, khép swng trung binh tai thoi
didm b&t ddu diéu tri 14 nhw nhau & nhém nghién ctru
va nhém ching, nhwng sau 12 tuan diéu tri cac chi
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s6 nay & nhém nghién clru da gidm 67% so v&i 41%
& nhom ching (p=0,01). thang diém VAS trung binh
& nhém nghién cru gidm 60,3% so v&i 32% & nhom
chirng (p< 0,001).Ké&t qua nay twong tw nhw nghién
ctru khac [3,7].

2.2. Cai thién trén céc chi sé can 1am sang.

Téc dé mau ling (TPML)va Protein C phan
rng(CRP): sau 12 tuan diéu tri TDML gi¢> dau trung
binh (mm/h) ctia nhém diéu tri phdi hop da gidm 65%
S0 v&i 27% & nhém diéu tri MTX, p= 0,001. Sau 12
tudn didu tri ndng d6 CRP trung binh cGa nhém
nghién ctru da 87% so v&i 39,8% & nhém ching. (p
< 0,001). Két qua nay ciing twong tw nhw nghién ctru
ctia Ho-Youn KIM [3] va Weinblatt ME [7].

DAS2 -CRP: sau 12 tuan diéu tri, chi s6 DAS28-
CRP trung binh cla nhém nghién ctu gidm 47% so
v&i 27,5% & nhom chirng. Két qua nay twong tw nhw
nghién ctru cta Ho-Youn KIM [3].

2.3. Cai thién hoat déng bénh theo EULAR sau
12 tudn diéu tri, ty 1& BN c6é didm (DAS28 < 3,2)la
61,1% trong d6 27,8% bénh nhan c6 chi s6DAS28 <
2,6.s0 V@i 25% va 5,6% bénh nhan & nhém ching,
twong tw nhw nghién cu ctia Van der Heije D [6].

2.4. Pdp trng ACR: sau 12 tuan diéu trj, & nhém
nghién ctu ty 1& BN dap Gng diéu tri theo
ACR20,ACR50 lan lwot la 64,4% va 25,2% so voi
41,6% va 5,6% & nhém chirng. Nhw vay, & nhém
didu tri phéi hop hiéu qua diédu tri theo dap ng ACR
20,50 cao hon & nhém ching(p <0,001).Tuy nhién, vi
nghién cku cla ching tai tién hanh trong thoi gian
ngan hon céc tac gid nuwéc ngoai khac nén ty & lui
bénh theo ACR ciing thap hon [1], [3].

3. Nhan xét tinh an toan cia ETN va MTX:O
nhém nghién cteu c6 3 bénh nhan cé phan (g tai chd
tiém voi bidu hién man dd, ngtra xuét hién tai noi tiém
Enbrel, 2 b&nh nhan bi viém dwéng hd hép trén déu
khdi trong vong 5 ngay. Khéng bénh nhan nao phai
ngirng diéu tri vi tac dung phu nay. Két qua nay ciing
twong tw nhw nghién ctru cda ctia Weinblatt ME [7].

KET LUAN

Sau 12 tuan didu tri 72 BN VKDT trong nghién
ctru nay ching toi thay:

1. Diéu tri phdi hop etanercept va methotrexat co
hiéu qua tét hon han so véi didu tri methotrexat don

thuan.

2. Tinh an toan cta ETN va MTX trong diéu trj
VKDT la twong dbi cao: chi gap 2 tac dung phu la
phan &ng nhe tai chd tiém va viém dworng hoé hép
trén voi ty 1& nhd, khdng bénh nhan nao phai nging
diéu tri vi tac dung phu cua thube.
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