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Tom tat

Viém khép dang thap 1a mot bénh viém man tinh véi biéu hién sung noéng do dau tai khép
nho va vira, tién trién dan dén pha hay khop, anh huong dén chat luong song ciia bénh nhén.
Nam 2010, Hoi thip khép Hoa Ki va Hoi thap khép Chau Au da d& nghi tiéu chuan phan loai
bénh méi nham chan doan bénh tir giai doan sdm. Tuy nhién, hién nay viém khép dang thap
van chua c6 tiéu chuin vang dé chan doan. Trong khoang 20 nam tré lai day, ciing voi cac thude
DMARDs ¢ dién 1a su ra doi cia cac tac nhan sinh hoc trong diéu tri viém khép dang thap. N6
duoc xem nhu 1a mot cong cu hiru hiéu ddi véi nhitng truong hop dé khang véi DMARDs ¢
dién. Van dé o day 1a can c6 su can nhic can than gitra tic dung mong mudn cua thude véi cac
chéng chi dinh va tac dung phu clia nhom tac nhan sinh hoc nay.

Summary
UPDATE ON THE DIAGNOSIS AND TREATMENT OF RHEUMATOID ARTHRITIS
Nguyen Hoang Thanh Van
Dept. of Internal Medicine, Hue University of Medicine and Pharmacy

Rheumatoid Arthritis (RA) is a chronic inflammation disease chracterized by swelling,
tenderness joint and destruction of synovial joints, leading to severe disability and premature
mobility. So, ACR/EULAR 2010 has presented some tools to assessing disease activity and
a new classification criteria for an early diagnosis and treatment. However, this is not a gold
criteria to diagnose RA. Pharmacological treatment should not just comprise anti-inflammatory
agents and corticosteroid. The current therapeutic approach is to start elder DMARDs and
biologic agents. The RA patients is selected carefully before using and following side effect of
these agents.

Viém khép dang thip, nhu ching ta da biét
12 mot bénh 1i viém man tinh chiém khoang 0,5
- 1% dan s6 thé gidi, gy ra tinh trang pha huy
cau trac khép, anh huong nghiém trong dén
chat luong cudc séng. Ti 1¢ nam: nit = 1: 3,
gip & bat ki Iira tudi ndo, thudng tir 40-60 tudi.

Viém khop dang thap duoc dic trung boi
tinh trang viém khép ngoai bién dbi ximg véi
dau, sung va cung khép. Giai doan sém, bénh
thuong biéu hién & cdc khép ban ngén tay, ban
ngoén chan va gbi. Giai doan mudn, tinh trang
pha hiy khép xuat hién ¢ hau hét cac khép

Tap chi Y Dugc hoc - Treong Pai hoc Y Dwoc Hué - S6 11

ngoai bién. Mic du, viém khop dang thip duoc
xem 14 bénh 1i tai khép, nhung né van biéu hién
O céac co quan ngoai khép nhu mach méu, da,
tim, phdi...Dic trung cua bénh 13 viém mang
hoat dich v6i nhiéu dot tién trién nang dan.
Tién luong lau dai viém khép dang thip khong
t6t: nhidu nghién ctru cho thdy nguy co tir vong
& nam giéi mic viém khép dang thip cao hon
38% so v6i cong ddng, va 55% ddi véi nit gioi,
tir 46 giam tudi tho trung binh tir 3-18 nam.
Ngay nay, vé6i tién bo caa khoa hoc y
hoc, viém khép dang thép di duoc hiéu
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rd hon nhiéu so v§i nhitng nam trudc day
ca vé co ché bénh sinh, tiéu chuan phan
loai bénh va diéu tri. Trong bai nay, chung
t6i khong c6 tham vong dé cap dén tat ca

1. SO SANH TIEU CHUAN CHAN PHAN
LOAI VIEM KHOP DANG THAP ACR
1987 VA ACR/EULAR 2010

1.1. Tiéu chuin phéan loai viém khép
dang thap ACR 1987

- Cting khop budi sang kéo dai trén 1 gio

- Viém (sung phan mém hay tran dich) t6i
thiéu 3 trong 14 nhom khép (hai bén): khép
lién d6t ngén gan ban tay, khdp ban ngon tay,
khép cb tay, khép khuyu, khép gbi, khop cb
chan, khép ban ngon chan.

- Viém 1 trong 3 khép & ban tay: khép cd
tay, khop ngoén gan va khép ban ngon tay.

- Viém khép dbi xtimg

nhiing tién bd d6, chi mudn tém tit ngan
gon mot s0 quan niém maéi dang ghi nhan
vé bénh viém khop dang thap trong nhiing
nam gan day.

- Hat dudi da.

- Yéu t6 dang thap trong huyét thanh duong
tinh (phan ung Waaler- Rose hodc y Latex).
Hién nay da dinh luong dugc yéu té dang thap
v&i gid tri tin cay hon.

- Dau hiéu X quang dién hinh: hinh anh bao
mon, hinh hdc, hinh khuyét dau xuong, hep
khe kh6p, mét chat khoang dau xwong.

Chan doan xac dinh khi c6>4/7 yéu té. Triéu
chimg viém khdp can c6 thoi gian dién bién >
6 tuan. Tiéu chuan nay c6 do nhay 91-94% va
do dac hiéu 89% ¢ nhitng bénh nhan viém khép
dang thép tién trién. O giai doan sém, d0 nhay
chi khoang 40-90% va dg dac hi¢u tir 50-90%.

1.2. Tiéu chuin phan loai viém khép dang thap ACR/EULAR 2010

Piém

A. Biéu hi¢n tai khép

1 khép 16n 0

2-10 khép 16n 1

1-3 khép nho (c6 hoic khong c6 biéu hién tai cac khép 16n) 2

4-10 khép nho (c6 hodc khong c6 biéu hién tai cac khép 16n) 3

> 10 khép (it nhat phai c6 1 khép nho) 4
B. Huyét thanh (it nhét phai cé 1 két qua xét nghiém)

RF am tinh va anti - CCP am tinh 0

RF duong tinh thap hodc anti - CCP duong tinh thap 2

RF duong tinh cao hodc anti - CCP duong tinh cao 3
C. Chi s6 viém giai doan cAp (it nhat phai c6 1 két qua xét nghiém)

CRP binh thuong va téc d6 ling mau binh thuong 0

CRP ting hoic téc d6 ling mau ting 1
D. Thaoi gian hién dién cac triéu chirng

< 6 tudn 0

> 6 tuan 1

Chan doan xac dinh khi 6/10 diém (Dwong
tinh thap: 1-3 lan binh thuong, Duong tinh
cao: > 3 1an binh thuong).

Tiéu chuan méi cia ACR/EULAR 2010
ra doi v6i nhiéu vu diém va nhuoc diém. N6
c6 thé ap dung cac truong hop bénh nhan &
giai doan sém va truc khi c6 tén thuong
trén X quang, dac biét cac truong hop viém
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mang hoat dich trén 1am sang. Chung ta cling
nhan théy c6 mot sd diém khac biét so voi tiéu
chuan cii: tiéu chuan viém khop ddi ximg va
cac thay ddi vé X quang khop khong duoc dé
cap dén, thay vao do la cac xét nghiém (téc do
ling mau, CRP va anti-CCP). Anti-CCP hay
ACPA (anti- citrullinated protein antibody) Ia
protein do twong bao tiét ra khi c6 sy gia ting
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céc té bao T dic hiéu. ACPA sau d6 sé& kich
thich qua trinh biét hoa cta té bao huy xuong
va kich thich tiét TNF. Qua trinh ndy gy giam
khéi luong xwong va hinh thanh cac pannus,
1 tién can cua tinh trang viém mang hoat dich
trong bénh viém khdp dang thap.

Cancan luu yrang, day chilatiéu chuan phan
loai bénh (Rheumatoid Arthritis Classification
Criteria) chir khong phai 1a tiéu chuan chan
doan bénh. Hién tai chung ta van chua c6 tiéu
chuan vang dé chan doan bénh viém khép
dang thap. Tiéu chudn nay khong dwa ra mot
cach diy du cac xét nghiém can lam dé chan
doéan xac dinh do d6 khong nén 4p dung cac
truong hop viém mang hoat dich khong xéc
dinh. M6t han ché nita cua tiéu chuin méi 1a
n6 dugc xay dung dua trén nhiing kién thue
m&i phat hién chua duoc kiém chimg day du
nhu di truyén hoc, sinh hoa, huyét thanh hoc,

hodc cdc déu 4n vé hinh anh. ACPA 1a mot vi
du, dua trén cac bai bao khoa hoc chua duoc
chirng minh thi vai tro ciia ACPA cling khong
hon RF trong viéc duara chan doan bénh viém
khép dang thap. Chinh vi vay, tiéu chuan phan
loai bénh 2010 bao gom ca 2 yéu td trén.

2. PANH GIA PQ HOAT PONG BENH
VIEM KHOP DANG THAP

Nhu chtng ta di biét, viém khop dang
thdp dic trung boi cac dot tién trién cép
tinh, diéu nay lam tang tinh trang pha huy
xuong va sun khop. Hién nay, c6 rat nhiéu
cong cu duoc st dung dé do ludong do
hoat dong ctia bénh; tuy nhién c6 rat nhiéu
cong cu khé ap dung trong thuc hanh lam
sang. Gan day, hoi thap khép hoc Hoa Ky da
khuyén céo 5 cong cu trong thuc hanh 1am
sang, cu thé nhu sau:

STT Céng cu do lwong Mirc d6 hoat dong ctia bénh
Lui bénh < 2,6
1 DAS 28 (VSS/CRP) 2,6 < hoat dong yéu < 3,2
(Disease Activity Score with 28-jont counts) 3,2 < hoat ddng trung binh < 5,1
Hoat ddng manh > 5,1
Lui bénh <3,3
5 SDAI 3,3 < hoat déng yéu < 11,0
(Simplified Disease Activity Index) 11,0 < hoat déng trung binh < 26
Hoat ddng manh > 26
Lui bénh < 2,8
3 CDAI 2,8 < hoat dong yéu < 10,0
(Clinical Disease Activity Index) 10,0 < hoat déng trung binh < 22,0
Hoat ddng manh > 22,0
Lui bénh: 0-0,25
4 PAS va PAS-II Hoat déng yéu: 0,26- 3,7
(Patient Activity Scale) Hoat ddng trung binh: 3,71-8,0
Hoat ddng manh: = 8,0
RAPID 3 Lui bénﬁh: O-J,O
. . Hoat déng yéu: 1,0-2,0
5 (Routine Asessement of Patient Index N )
Data 3) Hoat d?ng trung binh: 2,0-4,0
Hoat ddng manh: 4,0-10

Céc cong cu do ludng nay cho két qua 1a
mot chi sé don doc vé hoat tinh cua bénh, duoc
khuyén céo str dung trong thuc hanh 1dm sang
va nghién ctru khoa hoc. Thyc té thi cong thirc
tinh cac chi s trén rat phtic tap va khé nhé.

Tap chi Y Dugc hoc - Treong Pai hoc Y Dwoc Hué - S6 11

Tuy nhién, hién nay ching da dugc xay dung
thanh cong cu tinh toan tryc tuyén trén internet
14n phién ban dién thoai di dong. Diéu nay rat
tién 1oi cho thuyc hanh 1am sang.

Viéc do luong do hoat dong cua bénh cod
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gitip danh gia dung tién trién cta bénh, diéu tri
dang nham han ché bién chimg tai khop. Trong
céc chi sd trén, tiéu chuan dap ting cia EULAR
dwa vao sy thay doi cia DAS va DAS28.
DAS28 dugc tinh dya trén sb khop sung, s6
khop dau, tde do léng méau hodc CRP va chi sb
dau theo thang diém VAS.

3. MOT SO VAN PE MOI TRONG PIEU
TRI VIEM KHOP DANG THAP

Trudc day, viée diéu tri noi khoa ddi véi
bénh viém khop dang thap gdom 2 dong thude
chinh: thir nhét 1a cac thubc giam dau chong
viém steroid va non steroid; thur hai la cac
nhém thuéc DMARDs (Disease-modifying
antihreumatic drugs) c6 dién, bao gdm:
Hydrochloroquine, Leflunomide, Methtrexate,
Minocycline, Sulfaxalazine. C6 thé phdi hop 1
nhom thudc giam dau chéng viém véi 1 hodc
2 nhém thuéc DMARDs c¢b dién tiy dap tng
cua bénh.

Trong khoang 10 nam tr¢ lai day, nguoi ta
ghinhan sy xut hién ciia mot nhém thude méi,
cac tac nhan sinh hgc hay DMARDs hién
dai, duoc xem nhu 1a mét cong cu hitu ich cho
viéc diéu tri “nham dich” cac truong hop viém
khép dang thap dé khang vai cac nhom co dién.
Vay, su that vé nhom thude nay 13 nhu thé nao?

Trude tién, chung t6i mudn noéi dén co ché
bénh sinh ctia bénh viém khép dang thép. Mac
du, co ché bénh sinh ctia viém khép dang thap
van chua duogc hiéu mot cach tuong tan, nhung
trong khoang 20 nim tro lai day, nhiéu van dé
lién quan dén sy xuét hién bénh d3 duoc tim
ra. MHC 16p II ma dac biét hon 1a HLA- DR
B dugc xem la dong vai tro quan trong trong
su xuét hién cling nhu muc do nang cua bénh
viém khép dang thip. Cac HLA- DR nay s&
kich thich cac tu khang nguyén té bao T dic
hiéu tai khép. Bén canh do, su bién ddi cua gen
PTPN 22 (protein tyrosine phosphatase non-
receptor type 22) dugc tim thiy 1a c6 lién quan
chdt ch€ & bénh nhan c6 RF duong tinh. Nhu
cac bénh 1i viém khop khac, viém khop dang
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thip dugc dic trung boi viém mang hoat dich
véi sy tham nhap céac té bao viém ma khai dau
1a cac té bao TCD4. Cac té bao nay sé tiét ra cac
cytokine nhu IFN- y, TNF- a; sau do6 s€ kich
hoat cac don bao, cic dai thuc bao va nguyén
bao sgi mang hoat dich tiét ra cac cytokine tién
viém nhu IL1, IL6 va TNF- a. Pay chinh la co
s¢ cua diéu tri nham dich voi sy ra doi cua cac
tac nhan sinh hoc.

R e [ Ritwximab_| & ceil [ Fostamatinib |

Certolizumab) [ co20 ] BTl
Etanercept

Golimumab Anakinra

.
Canakinumab -2
Tcell Plasma
PR
L1 fo cell
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|
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[[lLe-iLer H

CD80, CD86 RANKL

So d6 1. Vi tri tac dong cua cac
tac nhan sinh hoc

V61 mong mudn diéu trj nhdm dich, tranh
thi diéu tri sém nhiing truong hop viém khép
dang thip giai doan cira s6 va viém khop dang
thdp khang DMARDs c6 dién, cac tic nhan
sinh hoc dang ngay cang dugc st dung rong
rdi. Piéu nay dang dan dén mot sé van dé thoi
sy ma EULAR 2012 d4 phai dua ra khuyén cdo
vé diéu tri viém khdp dang thap:

a. Viéc chi dinh va thay thé cac DMARDs
¢d dién va céc tic nhan sinh hoc tuy thudc viém
khop dang thip giai doan som hay viém khép
dang thap xac dinh (theo so d0 2 va so do 3).

b. Viéc str dung cac tac nhan sinh hoc ¢ bénh
nhan viém khop dang thip kém viém gan (virut
B hoac C), cac bénh li ac tinh hodc suy tim
sung huyét can can nhic; mirc d6 chung cir: C

c. Kiém tra tinh trang nhiém vi khuan lao &
tit cac cac dbi twong dang hodc bit dau diéu tri
v6i tac nhan sinh hoc. Pay 1a mdt trong nhiing
chéng chi dinh sir dung tac nhan sinh hoc.

d. Tiém chung cho c4c bénh nhan st dung
tac nhan sinh hoc: phé cau, virut cam, virut
viém gan, papilloma virut va thiy dau.
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Early RA

WINOUL o F e atures of Poor
Prognosist

DMARD monotherapy

Combination DMARD

(double and triple
therapy)t

DMARD monetherapy! Ant-TNF mmg(r without MTX
Combination DMARD therapy

or
HCQ and MTX (double and triple therapy)t

So @6 2. Hudng din ACR 2012 diéu tri viém khop dang thap giai doan som

Established RA

sssss

A Add MTX, HCQ ar LEFT)
(a5 appropriate)

. Akt nl

DMAR[}

€. Add OR switch 1o anti-TNF biclogic®

D. Add or switch 1o
Abatacept OR Rituximab

|E swien 1o 2 nan

-THF n:olngu:l | F. Switch to anti-TNF biologic OR nan-

T

\l’/

I G. Switch 1o another type or categary of ant-TNE or non-TNF biologic I

So d6 3. Huéng dan ACR 2012 diéu tri viéem khop dang thap xac dinh.

Tom lai, viéc chan doan va diéu tri bénh
viém khép dang thap chi nhim muc dich day lui
tién trién ctia bénh ca vé 1am sang, X quang va
chtrc ndng cua khép. Bay la mdt bénh man tinh,
qua trinh diéu trj 1au dai, do d6 can can nhéc

nhiéu yéu t6 trudc khi dua ra quyét dinh diéu
tri. Bao gém: chi phi diéu tri, hiéu qua dat duoc
cling nhu cac tac dung khong mong mudn, cac
trudng hop chéng chi dinh v6i céc tac nhan sinh
hoc va theo ddi sat bénh sudt qua trinh diéu tri.
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