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So' @6 co ché bénh sinh Viém khop dang thap

TOMTOT

Viém khi p di ng thO p la b0 nh kh'p mO n tinh phO bi0n, ¢é c0 chd t0 midn ddch, t0n thdOng ¢
bl n t0i mang holt dl ch, b0 nh bilu hiln bli tinh tr0 ng khl p viém m0n tinh c6 xen kO cac dit

til n tri0 n. Ngoai cac bil u hiln ngoai khi p do c¢é tinh chit hO thOng, t0 ID tan ph0 cao do tinh
tring hi'y khO'p. Hidn nay hfu hit cac nd0c trén thl gilidda vao tiéu chuln cla Hli Thi p khd p
hic Hoa KO ACR 1987 (American College of Rheumatology) d0 chin doan. Tuy nhién, hiin chl
clatiéu chuln nay chla chin doan dilc bdnh 0 giai don sim, do dé HOi Thip khip hic Hoa
KO kOt hOp vOi Lién doan ching ThO p kh p Chau Au EULAR (European League Against
Rhumatism) dang d0 nghl 0ng di ng tiéu chudln ACR/EULAR 2010. GO n day, miOt sl t0 khang
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thD nh0 khang tho khang CCP (anti cyclic citrullinated peptide antibodies) da di0c 0ng ding
vao thic tiln dd chln doan va tién I00ng bl nh cung viivliylutl ding thOp RF (Rheumatoid
Factor). Cac phOng phap chiln doan hinh 0 nh nhi siéu &m va clng hiIng t0 phat hiln dilc
cac hai loli tOn thO0ng trén ngay 0 giai doln sUm cla bl nh X quang ch phat hiln dilc cactin
th00ng x00ng khi p, dc bilt la tinh trdng viém mang holt di ch, hinh 0 nh bao mon x00 ng giup
danh gia tinh trl ng b0 nh s m, nhi'm quyOt dl nh didu tr0 tich cOc. Cac thul c chO ng thO p khip
lam thay dli b0 nh kinh dil n (Disease-modifying antirheumatic drugs DMARDs) nh0

methotrexat, thul c chOng sUt rét tdng hd p... cé vai tro quan trd ng trong vid ¢ 0 n d0 nh b0 nh, song
chla di d0 kil m soat bl nh trong nhilu tri0ng hO'p. VUi cac hidu bilt hiln nay v ¢ chl bl nh
sinh, cac thul ¢ cac thul ¢ sinh hilc (khang TNF, 0c chl t0 bao B hollc tl bao T, 0c chl cac
Interleukin...) con di0c gdila thulc DMARDSs sinh hi'c da di0c 0ng ding va mang I0i kD't qul
t0t, ci thil n nhanh tri0u chO ng t0i khi p va tril u chl ng ngoai kh p trén lam sang, thul c con cé
hilu qud blo tOn cOu trdc khi p, do vy bl o t0n chl ¢ nang khip, nang cao chit I00ng culc

sl ng cla bl nh nhan. Ngoai ra, cac phiIng phap phic hii chlc nang, chdnh hinh, va cong tac
qui n ly bl nh nhan, gido dilc binh nhan hoa hlp viiclng dlng déng vai trd quan tr0 ng trong
difu tr0 b0 nh viém khi p d0 ng thO p.

I. C0 CHO BONH SINH

Nguyén nhan gay bl nh viém khi p ding thOp chla rd, hiln bOnh di0c coila mOt bOnh t0 miln
dich vii s tham gia cla nhilu yOu t0 nh0 nhilm khuOn holc di truydn. Khang nguyén la céc
tac nhan gay bl nh xdm nhi p vao c thld gay khli phat mit chuli cac phin 0ng miln dich,
trong dé cac tl bao lympho T déng vai tro then chit. Cac t0 bao lympho T, sau khi tilp xuc vOi
khang nguyén, sl tlp trung nhilu 0 c&c khip b0 Onh hI0ng va gili phdng ra cac cytokin. Vai
trd cla cac cytokin nay la tac ding l1én cac t0 bao khac, trong dé cé ba loli t0 bao chl ylu:
lympho B, dUi thOc bao va t0 bao nli mé mich mau mang holt dich. D00 tac ding cla cac
cytokin trén, cac t0 bao lympho B s siin xultraylutl dingthlp cé blinchlitla céc globulin
miln dOch (da s thul c nhém IgG, mit s thulc nhém IgM), t0 d6 tho ra cac phic hip miln
dich IO0ng ding t0i mang holt dlch khOp va gay t0n thd 0 ng khO p. Cac cytokin cting holt hoa
dii thO c bao sl n xult ra cac cytokin khac gay kich thich cac t0 bao mang holt diich, t0 bao

s n, nguyén bao xU... tang sinh, xan I0n vao sOn t0 o thanh mang mau. Cac t0 bao trén, din
00t minh IDi gili phong ra mOt lo0t cac enzyme nhil collagenase, stromelysin, elastase...gay
hul holi sOn khOp, xd0ng. Cac cytokin do t0 bao lympho T tilt ra con holt hoa cac t0 bao nli
m6é mao mOch mang holt dich siin xult ra cac phan t0 kOt dinh, thu hat c4c lodit0 bao viém
di n khoang khi p. Cac t0 bao viém nay din [00t minh IDi gili phdng ra cac cytokin khac...Hlu
qul cla céc qua trinh nay la hinh thanh mang mau mang holt dU ch (pannus). Pannus tang
sinh va phi dli, xdm I0n sdu vao dilu x00ng dd0i sOn gay nén cac thi0ng t0n thl 0ng bao mon
x00ng (erosion) va hiy khO'p, d0'n d0 n tinh tr0 ng dinh va bil n d0 ng khi p. HiO n nay, dda trén sO
hidu bilt vO ¢ chd b0nh, cac thul ¢ difu tr0 sinh h ¢ nh'm vao dich, Oc chi ting lodi t0 bao,
t0ng loli cytokin, do d6 dilc coi la dilu trd theo mi ¢ tiéu.

2/19



COp nhit vl b0nh viém khUp ding thip

Viot bdi Bién tOp vién
ThO ndm, 06 Thang 12 2012 14:44 - LOn cOp nhOt culi ThO sau, 07 Thang 12 2012 06:22

Céac ylu t0 thuOnI0i: nhi0m khuD n (Epstein-Barr virus, Parvo virus... hol ¢ Mycoplasma, vi
khuOn d00ng rubt...); cO dia (cO thD suy yOu, chOn thO0Ong...), holc yOu t0 méitriIng (I0nh 0m
kéo dai); tulli, gili (trén 40; n0); tinh chOt gia dinh, HLA- DR4...

II. CAC TION B0 TRONG CHIN DOAN

2.1. Tham do xét nghil m

{4 YOulf@ 0dlngOthl p0RFD (Rheumatoid Factor) huy( t thanhtri0c kia di0c glila phOn 0ng
Waaler- Rose do mang tén hai tac gil da phat hiln ra ylu t0 ding thO p b0 ng phOn 0ng nglng
kOt hOng cOu clu. Hion RF dd0c dinh 100ng bing phiIng phap do dl dic, viindng dU trén
14 1U/ml d00c coi la didng tinh-la mdt trong bdy yOu t0 thul ¢ tiéu chuln chi n doan do HO
Thip khOp hic MO (American College of Rheumatology- ACR) d0 nghd nam 1987. Cac kUt
qul nghién cOu tdi Vilt nam cho thO'y RF ¢c6 d0 nh0y dao dll ng: 80%; d0 dlc hilu khol ng 88%
va gia tr0 tién doan di 0 ng la 90 %; gia tr0 tién doan a&m la 80%. Vilc dinh [00ng di0c ylOu
t0 d0ng thOp cho phép tién 100 ng, dic bilt khi kOt hO'p vdi khang thd khang CCP.

-0 Khang thl khang CCP: Gia trl cla khang thl nay la xult hil n sOm, th m chi tr00c khi co
viém khip, va c6 gia trll tién I00ng viém khi p di ng thOp. VOi mOt b0 nh nhan t0i giai do0n chla
dl tiéu chul n xac dnh bl nh, sO cé mOtdlng thdicl RF va Anti-CCP giup tién I00ng vO sO biCu
hil n thanh mOt viém khO p d0ng thO p thO ¢ sO trong t00ng lai. Xét nghidm Anti-CCP va RF c6 do
nhly t00ng t0 nhau, song nhi ng xét nghidm anti-CCP ¢é di dlc hilu cao (98% so vli 88%, p
< 0,01). DOc bilt, sO ¢cé mitcla cl haitl khang thD nay cho th'y bl nh nhan c6 nguy ¢l xult
hil n t0n thO0ng bao mon x00ng trén X quang khi p cO ban tay sim va trim trdng, bOnh didn

bill n dai di ng, khéng ¢é dUt thuyén gil m, nhilu di't tiln trid n.

2.2.Chi n doan hinh 0 nh: Hil n nay, vli sU phat triln cla ki thult, siéu am, cing hi0ng t0
khi p t0n thO0ng giup phat hidn dilc cac tinth0Ong 0 giai dodn sim, dic bilt danh gia dilc cl
mOc d0 viém mang holOt di ch.

-ClngOhiOng U@ 0khlpOfn0thl0ngNgoai hinh 0nh bao mon, clng hi0ng t0 con phat
hiln d00ng hiln t00ng phu x00ng do hidn t00Ong viém mang holt ddch gay xung huydt tdng
vung cla xd0ng va sil xam nhip cOa dich r0 viém.
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Cac phil ng phap chi n doan hinh(inh di0c ap diing d0 danh gia cac tin thiOng khp trong
bInh viém khip ding thOptri0c kia chl sU ding X quang quy 00c, song khi xudt hiln t0n
th00ng th00Ong da 0 giai dol n mul n. Hinh 0 nh bao mon x00ng (erosion) dilc coila hinh 0nh
dic tring cla bl nh, va la mittrong tiéu chuln chln doan ACR 1987.

Hinh anh XQ quy wdc: hinh bao mon
¢ xwong ban ngon tay (miii tén)

-Sieuam khip tinthiDng viidiu do fin s0 thlp (f1 05- 10 MHz): Siéu am phat hiln dl
dang tinh tr0 ng viém mang holt d0 ch, dd ch khO p (trong dCt til n trid n) va hinh 0nh bao mon
x00ng s m va chinh x4c.

Siéu dm khop cd tay (thudme) : hinh Siéu dm khop co tay (Siéu dm Deoppler nang
dnh viém mang hoat dich khdp co tay lteomg) hinh anh ting sinh mach mau mang
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NU i soi khl p 1 n thi0 ng:hiln sO d0ng nhiDu nhit vOi khOp gOi. Ngoai khll nang chil n doén,
(d0c bilt co vai tro quan trllng trong viém khO p d ng thO p thO mOt khOp) qua hinh Onh n0i soi
va m6 bl nh hic, danh gia tin th00ng (mdc dl viém mang holtdlich, mic dl hiy sOn, tOn
th00ng day ching...) nisoicon la mitbiln phap dilu tr0 qua vilc lodi bl cac ylu tl viém t0i
chi, cac mnh sin, monh t0 chOc holi 0.

NI i soi: Hinh 0 nh tang sinh mang holt di ch khi p gUi trong bl nh viém khi p ding thOp

2.3. 10 Chi n doan xac di nh bl nh viém kh( p di ng thi p

- Tiéu chuln cla HJi Thi p khip hi ¢ MO ACR-1987hiln nay vin dic 0ng ding rl ng rai trén
phd m vi toan th0 gidi, c0 th0 nhD sau:

1. Thoi gian cO ng khi p bulli sdng kéo dai trén mit gi0.

2. Viém it nhOt 3 trong sO 14 khi p sau: ngén gl n, ban ngoén tay, cl tay, khulu, gii, c0 chan,
ban ngén chan (hai bén), thii gian diln biln it nht phdi 6 tul n.
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3. Trong sO khO p viém c6 it nhi't mOt khO p thuOc cac v tri sau: ngén giln, ban ngdn tay, cl tay.

4. Co tinh chit d0i xdng.

5. HItdOOi da.

6. YOu t0 ding thOp huyOt thanh (KTithudtdotdo doc hiDu 95%) di0ng tinh.

7. X quang diln hinh 0 khii xd0ng cO tay (hinh 0nh bao mon, mit chit khoang diu x00ng).

ChOn doan xac dinh khi c6 it nhit 4 trong s 7 yOu t0 vathdithdi gian diln biln cla viém
khOp it nhOt phOi 6 tuln

- Tiéu chul n cla HOi Thip khO p hi ¢ Hoa 0KD va Lién doan ching Thip khi p Chau 0 Au
20100 (ACR/EULAR 2010 - American College of Rheumatology/ European League Against
Rhumatism): Tiéu chuO n nay cé thl tham kh o, &4p ding trd0ng hip bOnh 0 giai do0 n sOm,
tri0c 6 tuln.

A.Khip tinthlIng 000 Dilm

+1khOpl0n: 0
+2-10kh0p I0n: 1
+1-3khlpnhD: 2
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+4-10khOp nhD: 3

+>10 khdp nhi: 5

B. Xét nghiim mil n dich (it nhit phUi thi ¢ hiln mdt xét nghilm)

- CO RF va Anti CCP am tinh 0

- RF hollc Anti CCP d00ng tinh thO p 2

- RF hollc Anti CCP di0 ng tinh cao 3

C. Phin Ung viém cOp tinh

- CO CPRvatlcdl mauling binhthiOng O

- CRP hollc tOc d mau IO ng tang 1

D. ThUi gian b0 b0 nh

+< 6tuln 0

7/19



COp nhit vl b0nh viém khUp ding thip

Viot bdi Bién tOp vién
ThO ndm, 06 Thang 12 2012 14:44 - LOn cOp nhOt culi ThO sau, 07 Thang 12 2012 06:22

+>=61tuln 1

ChOn doan viém khi p di ng thp khi dit > 6/10 dil m

LOuy

- Khip I0n bao gl m: Khi p hang, khl'p gUi, c0 chéan, khi p khul u, khi p vai

- KhOp nhi: Khip cO tay, ban ngén, khO p ngon gin

- Am tinh: RF < 14 Ul/ml; Anti CCP <17 Ul/m

- D00 ng tinh thO p: Gia tr0 xét nghiim <3 I0n mO ¢ binh th0 0 ng

- D00 ng tinh cao: Gia trll xét nghiim = 3 10n mOc¢ binh th0 0 ng

2.4.0Cac 0théng sl 0danh 0gia Imic 0dlholt di ng bl nh viém khi p ding thip

Tr0Oc kia, b0 nh viém khi p d0ng thl p d0 0 ¢ danh gia theo giai dol n Steinbroker trén ¢ sO tinh
trdng chlc nang va hiy holi khO p. Phan lo0i nay khéng dap 0ng di0c mic tiéu dilu trl. MO c
tiéu hiln nay la kilm soat di0c cac dit tiln triln, b0 o t0n chl ¢ nang khil p, tranh hiy khO p.... Do
vy, xac diinh mic d0 hoOt dl ng trong d6 c6 xac di nh dit til n tril n c0a bl nh viém khO p d0 ng
thO p nhO m can thil p tich cOc d00c dia trén nhidu théng s nhi VAS, chi s Ritchie, chl sl
DAS- 28... dilc trinh bay d00i day.

Cac tiéu chul n chi n doan di t til n trid n c0a bl nh

- Xac dinh mic dl dau theo VAST (thang dil m VAS — Visual Analog Scale)
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Thang dil m VAS la thang dil m danh gia c00ng di dau theo cO m giac ch quan cla bl nh nhén
t0i thOi di0m nghién clu di0c l00ng héa. TO 10 din 40 (mm) : dau nhi TO 50 d0n 60 (mm):
dau vla TO 70 d0n 100 (mm): dau nOng

- Thi i gian d ng khl p bul i sang:thUi gian nay cang dai thi mic di hoOt dilng cUa bl nh cang
ndng. Theo tiéu chulln cla EULAR thUi gian c ng khi p bulli sang trong dit tidn tri0Dn c0a bl nh
it nhOt phila 45 phat.

- 81 khi p s ng, s1 khl p dau cang nhilu khi p sl ng dau thi mOc d0 hoOt d0ng cla bl nh cang
ndng. Trong ddt til n tril n cOa bl nh, b0 nh nhéan sl ng it nhit 3 khi p theo tiéu chuln cla
EULAR.

- Chl s Ritchie: Chl sl nay diilIc danh gia nhi sau: thi'y thul ¢ dung dilu ngén tay cai cla
minh On |én trén dil n khOp c0a b0 nh nhéan vii 4p I0c vla phli. TOng cOng ¢cé 26 vO tri khOp, cO
thD nh0 sau: c6 22 khi p d00c khi o sat ¢l hai bén: Khi p vai, khilp khuO'u, khO'p c0 tay, khO p
ban ngon tay, khi p ngén gl n, khi p hang, khip gli, khO'p c0 chan, khip sén - got, khi p ban cl
chéan (khl p sén- hip), khd p ban ngdn chan (22 vO tri). Cac khip chl tinh mOt vO tri, du kham cl
hai bén, co6 thl dau cl hai bén song chl tinh diim mOt I0n: Khi p thai d00ng ham, khi p 0c¢ don,
khOp mOm cung vai cOt sing cl (04 vO tri). NhO vOy, t0ng cOng c6 26 vO tri khOp d00c tinh
dil m. Tuy theo mic d0 dau ma t0i mOi vO tri khOp d00c tinh did m nhO sau:

0 di0 m- khéng dau

1 di0 m- Pau it, b0 nh nhan kéu dau.

2 dilm- Pau vl a, bl nh nhan kéu dau va nhan mit.

3 dilm - Pau nhilu, dd n ndi b0 nh nhan rat chi 0.
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ChO sO Ritchietl 0 dintlidala 78 dilm. Trong dit tiln tridn cOa bl nh, chd sO Ritchie t0 9
didm tr0 |én (theo tiéu chulln cla EULAR).

- Tinh trd ng viém trén xét nghit m: {0 c d0 mau I0 ng, protein C phl n 0ng (CRP) tang cao trong
dit tiln triln.

Trén cO sO cac thdng sO trén, c6 hai lo0i tiéu chuln danh gia dit tiin triln th00ng d00c sO d0ng
nhidu nhOt trén lam sang. D6 la tiéu chul n theo EULAR va theo DAS.

Tiéu chul n danh gia di t tid n tril n ¢l a bl nh viém khQ p di ng thl p theo EULAR

Cé it nhOt ba khilp sng va it nhi't mOt ba tiéu chi sau:

* ChO sO Ritchie t0 9 dim tr0 Ién.

« Thii gian cOng khO p bulli sang kéo dai t0 45 phat trl 1én

* TOc dl mau l0ng gil d0u t0 28 mm tr0 1én

-Dilmmic dl holtdl ng cda bl nhtheoDAS 28 (DAS: Disease activity score)

Thang dil m DAS danh gia mic dl holt dl ng bl nh da dilc bilt din t0 nam 1983 trong mOt thO
nghidm lam sang cla Van Riel va ap ding phU bil n t0 nhi ng nam 90. Bay la mOt céng thic
toan hc di0c danh gia dla trén cac biln s : sO khlp sing, sU khdp dau, t0c d0 mau I0ng gil
dlu, diom VAS, chi sO Ritchie. VOimUibiln sO ding dic I0p ctng c6 thl phdn &nh phln nao
mOc d0 hoOt ddng bdnh, khi cung phli hIp viinhau d0 danh gia mic dl holt dl ng bl nh thi sO
cho k't qul chinh xac hi'n. Ba cé nhilu céng thic dic ap di ng. Ban dlu cong thic DAS cl
diln (3 hollc 4 biln) dim s 100ng khip sing dau trén tlng s 44 khO p, bao gdm cac khilp chi
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trén va chi dili. Sau nay Prevoo va clng sl (1995) da s ding 28 khi p bao gilm cac khip chi
trén va 2 khi p gii trong nghién cOu cla éng d0 danh gid mic d0 holt dl ng bl nh thay thO cho
44 khip da s ding trd0c dé.Day cing la nhi ng khi p da thi 0 ng b0 t0n tho0ng. Céng thic DAS
28 (khD o sat vOi 28 khilp) hiln di0c sU ding phO biln trén thD gili nhOm danh gia mic d0 hoOt
di ng bl nh trong bl nh viém khi p di ng thd p. Nhil u nghién cl u cting cho thOy DAS 28 c6 gia

tr0 d0 bao mOc d0 tan t0t va tin thi0ng Xquang t0t hOn so vii DAS ¢l diln. B0 tinh chD sO
DAS 28, ngoai tinh trling slng va dau cla khip, cac thong si cin khio sat la dilm sO VAS,
chl sO tc d0 mau I0ng gil diu hol'c CRP.

Vi tri 28 khép dweoc khdo sdt khi tinh chi 56 DAS 28

Cong thirc DAS 28 tinh nhw sau:
DAS 28 = 0,56, (S6 khép dau)t

| . :
0,28 ./ (S6 khop sung) + 0,70 In(méu ling 1h)1,08 + 0,16
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Trén thdc t0, chD cOn gd vao trang www.4s-dawn.com/DAS28/DAS28.html hol ¢ gd DAS 28
sl chin dd0c trang néu trén; sau khi didn di céc thédng si clla bl nh nhén cl thl theo yéu clu
s ¢c6 dilc chD s DAS 28 cla blnh nhan dé. Banh gid mic di holt ding cla blnh nhi sau:

DAS 28 < 2,9 BOnh khéng hol't dl ng

2,9<DAS 28 < 3,2 Holtdingblnhmicdl nhO

3,2<DAS 28 <5,1 Holtdlingblnhmic dl trung binh

DAS 28 >5,1 BOnh holtding mOn

.00 BI0U TRO BONH VIEMO KHOP DONG THOP

3.1. Nguyén tic dil u tr0

- Ml ¢ dich: Ki m soat qua trinh viém khi p, phong ngi a hu khip, b0o v chd c nang khip,
gilm thiDu t0i da cac tridu chl ng, ndng cao chit 100 ng culc sdng.

- Cac phil ng phap dil u trl bao gdm s ding thudc, vOtly tr0 liDu, phOc hUichlOc nang; quin ly
bl nh nhan, giao diic, t0 vin.

- Nguyén fic dil u tl thul ¢ KOt hO p nhilu nhém thul ¢: thul ¢ diDu tr0 tri0u chi ng (thul ¢ ch ng
viém, thul ¢ gil m dau) va thul c DMARD's ngay t0 giai do0n dlu cla bl nh. Cac thul ¢ dilu trD
c6 thd ph0i duy tri nhilu nam, thO m chi phi dung thul ¢ sult dli trén nguyén t0c sU nhém thulc
va lilu thuOc t0i thil u c6 hilu qul. Riéng corticoid thO0ng chd sO ding trong nhing dit til n
triln. VOi nhém thudc DMARD's kinh dill n, phac d0 th00ng dung, cé hilu qul, it tac di ng

khéng mong mulln, diin gin, r0 tidn nhOt 0 nO0c ta la methotrexat phUi hOp vOithulc chOng sOt
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rét {0 ng hi p trong nam nam dlu va sau do la methotrexat din dlc. Cac triing hip c6 yOu t0
tién 100ng nOng (NOng dd RF va /hol ¢ Anti-CCP cao, mic dd holt ddng bl nh nlng, tinh trlng
hiy khO p), cOn difu tr0 tich cOc ngay t0 diu va xem xét chd d0 nh dung cac thul c DMARD's
sinh hic s m (cé kOt hi p vii methotrexat nd u khong c6 ching chd dlnh) [1].

3.2. Cac thullc dilu tr0 triDu ching

LOa chin mOt trong hai lo0i thul ¢ chd ng viém: glucocorticoid hol ¢ thul ¢ chO ng viém khéng
steroid tuy theo mic d0l holt dilng cla bl nh. Du tién cac thull ¢ ching viém khéng steroid lolilc
chi chin loc COX 2 do bl nh nhan phii dung dai ngay, I0uy cac ching chD dlnh va cach
phong tranh tac dil ng khéng mong muln. Luén I0u y bl xung thul ¢ gil m dau (vi d0 nhém
paracetamol hoUc kit hO'p). TrdOng hIp cOn tiém ndi khOp, vOicac khOp 0 s&u nén tiém diUi
hiOng din clOa siéu a&m (khO p vai, hdng) va cin kit hOp dilu tr0 c0 bl n bl nh.

3.3. Cac thullc didu tr0 c0 bin bl nh (cac thul ¢ thulc DMARDSs)

NhO chung ta da bidt, cac thul c DMARDSs kinh dil n bao g m Methotrexat, thull c chO ng st rét
t0ng hd p (Hydroxychloroquine),sulfasalazine (Salazopyrine), Leflunomid- Arava® ; Cyclosporin
A -Neoral®...) trong dé Methotrexat déng vai trd quan trl ng trong vil ¢ 0 n d nh bl nh. Tuy
nhién, nhifu trd0ng hO p vO n khéng kilm soat di0c bl nh dlc bilt0 cac dii t00ng co ylu tl lién
I00ng nOng. Quan did m dilu trd hiln nay cOn didu trd sOm va tich cdc nhim blo tOn clu trdc
vachlcnang vin ding cla khip, ndng cao chitl00ng culc sing [6]. Phln di0iday sO trinh
bay vi cac thul c DMARDs mli - Cac thudc DMARDs sinh hilc. SO ding céac thud c DMARDs
sinh hic la phO00ng phap mii, con dilc gliladilu trD sinh hOc (Biological Therapy;
Biotherapy). Trén cO sO sO hilu bilt vD ¢ chd bl nh sinh cla bl nh, v chllc nang cla mii t0
bao, mii cytokine ma hil n nay cac thul ¢ dilu trl sinh hi ¢ d& t0 o ra cull ¢ cach m ng trong vilc
difu tr0 bl nh viém khO'p ding thOp nhO hilu qul cao, tdc ddng nhanh, va dung nip t0t. Nhém
thul ¢ nay bao gdm cac tadc nhéan gay chiin holc t00ng tac vli cac chlc nang cla cac
cytokines holt dng trong c0 chl bl nh sinh cOa bl nh viém khi p ding thO'p nh da néu 0 phOn
trén. TO nam 2009, mOt sO thulc thulc nhdom nay da dilc s ding tdi Viot Nam. Ngoai clUi
thiDn trilu chi ng t0i khO p va tril u chl ng ngoai khi p trén I1am sang, thul c con hin chl t0n
thDOng trén X quang (so vli cac thul c dilu trd c0 bl n kinh di0 n nh0 methotrexat), hiin chd hiy
khi p, b0 o t0n chi ¢ nang khi p. Do thull ¢ gitp kil m soat t0t bl nh nén ngay cU cac bl nh nhan
da s di ng corticoid dai ngay cting c6 thl nging hi'n holc gidm liDu corticoid. Thud c nhém nay
c6 cac thulc Uc chl holc khdng TNFA (con dilc glilalc chl you td ching holitd khUi u),
thulc Oc chl t0 bao B holc T nhi Mycophenolat mofetil (CellCept®) hol c thulc 0c¢ chl t0 bao
B (B-cell depletion) nhi Rituximab (MabThera®, Rituxan ®) ; 0c chl cac Interleukin 6 nhi
tocilizumab (Actemra®).
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CO chi clatacdingclathulc dilctomtitO sO dU dili day:

‘, Biong kich thich té& bao T - abatacept

Y @A ) : Co ché ngugec dong

{ “l “‘llufd Té Hﬂ I :
bio llﬂt l:; hoat hoa ”‘f‘r‘ﬁlﬁ:’::b

Cic ty khing thé (RF,...) L6

J
RAHI'W

g('m

IL-E TNF-cx IL 1

Khang-TNF-ci - etanercept;

infliximab; adalimumab
Khang-IL-1 - anakinra L MNP /
kKhang-IL-6R - tocilizumab Y

Phan (rng viém va hay khdp

v

So d6 co ché viém khép va co ché tac ddng cia cac thude DMARDS sinh hoc

D0 ¢ dil m chung c a nhom thul c DMARDs sinh hl ¢

- B0t hilu qub kil m soat t0t bl nh trén nhilu phi0ng dil n, kilm soét di0c bl nh, tranh tOn
thO 0 ng khO p, cli thiDn trifu chd ng, hi'n chO tan phd va nang cao chit I00ng culc sfng cho
bl nh nhan.

- ChO dinh trong cac tri0ng hip b0 nh t0 miln (viém khi p ddng thO p, lupus ban d0 hithd ng,
viém clt sing dinh khi p...) khang vl i cac dilu tr0 théng thi0ng. BUi vOi bl nh viém khl p dlng
thO p, th0Ong vOn kOt hO p vOi Methotrexat nlu khdng c6 chilng chll dilnh. GO n day nhém thulc
nay dic nhilu tac gi khuyOn khich sO ding sIm nhOm tranh h0'y khO p. C6 th0 10a chin sO
ding mOt lo0i, khdng dap 0 ng (sau it nhit 03 thang) cé thl chuyl n sang thull ¢ sinh hi ¢ kh&c.
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- C4c thul ¢ nhém nay n6i chung kha an toan ndu dilc theo déi, quin ly t0t. Tac ding khéng
mong mul n dang ngli nhit cla céc thull ¢ nay la lao va cac nhil m khul'n cO hOi, nhidm virus
(d0 ¢ biC't virus viém gan B, C), lao, ung thi. Do vly, trl0 ¢ khi chl d0nh thuc sinh hiic, cOn l0u
y khO o sét phat hil n kO p thOi cac cac nhid m trung, tinh tr0 ng tiém chl ng (Khéng nén dung viic
xin sing va blt hoOt ding thii vOi cac thudc sinh hic), phin 0ng quéa min, bl nh gan tiin tridn
va suy gan. Bilu trd vOithulc sinh hIc th0Ong kit hdp viihOp vli Methotrexat, c6 thd gay tang
enzym transaminases. Do dé cOn thO n trlng khi can nhi ¢ dilu trl cho bl nh nhan cé bl nh gan
tidn tri0 n hol ¢ suy gan.

3.3.1. Cac thul cUc chl TNF-alpha (0c chl yiu 1 ching holitl khUi u- alpha

YOu tD holitd khOiu (TNF) la mOt protein do cO thd sOn sinh ra trong phinOng cla cl thD vOi
tinh trl ng viém, chi'n th0Ong. TNF- a thic diy hil n t00ng viém nh0 sOng, néng, di, dau va
phln 0ng toan than nhi sOt. ChOt nay dilc bilt co6 vai trd quan trong trong ¢l chl b0 nh sinh cla
mOt sO bl nh nhd viém khi p ding thOp, viém cOt sUng dinh khOp, thip khip vD'y nOn, b0 nh
Crohn...Vilc diCu tr0 diatrén cl sl Oc chl chOt nay.Oc chd TNF- alpha cé thD ditdilc vOi
mOt protein thO thD 10u hanh hO'p nhit nh0 etanercept (Enbrel) hol ¢ mit khang th0 din dong
nhd infliximab(Remicade) adalimumab (Humira), certolizumab pegol (Cimzia), va golimumab
(Simponi). Thulc nhém nay, etanercept (Enbrel) hiln da dilc 0ng ding vao didu tr0 t0i Vilt
Nam. Thulc sl diing din gil n, an toan (bl nh nhan co tho t0 tiém di0ida), it xOy ra hiln t00ng
khang thullc nhi't trong s cac thul ¢ thullc nhém khang TNF- a do khong phUi la khang thD .
KOt qul bdOc dlu thu dilc trén cac bl nh nhan viém khlp ding thl p va viém clt sl ng dinh
khOp ViDt nam r0t khU quan.

3.3.1.1. Etanercept-Enbrel® [2]

- CO chO tac ding: Etanercept la mit protein ting hIp c6 tring 100 ng phan t0 150 kDa, lién kOt
vi TNFa va lam gil m vai tro cla TNFa trong céc bil u hil n gay nén bli hil n t00ng viém, bao
gdm cac bl nh t0 mi0n nh0 viém c0t s ng dinh khi p, viém khi p ding thOp, viém khip thilu
nién t0 phat, bl nh vi'y nOn, viém khip vl'y nOn...va céc rli lo0 n khac gay ra bli TNFa. Ti0 m
nang dilu trd nay di0c dia trén thic 1l la TNF- alpha la "tOng th0 dilu chOnh" ("master
regulator") ca cac phin 0ng viém trong nhilu h0 thOng cO quan. Tinh trdng viém khi p thuyén
gidm r6 r0t ngay sau cac mi tiém Etanercept-Enbrel® diu tién.
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3.3.1.2. Infliximab- Remicade®

- CO chO tac ding: Infliximab la m0t khang thl d0n dong ching I0i yOu t0 holi t0 khii u alpha
(TNFa), d6 la mOt khang th0 nhantlo, t0o bli sl kit hOp khang thd cla chult va khang thi
clanglli,nén dii0c giila khang thd di n dong kho m. Infliximab ho0t d0 ng théng qua s ngan
chin TNFa gin kOt vOithd thD c0a no trong t0 bao.

3.3.2. Thul clc chl 0 bao B (B-cell depletion) Rituximab (MabThera®, Rituxan®)[4]

- CO chl tac d0ng: Rituximab la m0t khang thD d0n dong khO'm, hodt ddng ching I0i protein
CD20 chi yu diOctimthOy trén bl mitcla cactl bao B. Rituximab di0c s ding trong dilu
tr0 u lympho, b0 nh b0 ch cOu nhilu, thdi ghép va mOtsO r0ilo0n t0 midn ddch.

3.3.3. Thul c U c chi cac Interleukin 6 (IL-6): tocilizumab -Actemra ® [3]

- CO chl tac dOng: tocilizumab -Actemra® la khang thd din dong khang thD thD interleukin-6
(IL-6) 0 ngd0id00c nhan hoa tait0 hip la thanh phin cOa phan nhém globulin midn di ch (lg)
IgG1. Trén cO sO hilu bi0t IL-6 1a mOt cytokine da chi ¢ nang c6 tac ding sinh hc ring I0n didu
hoa nhillu qua trinh bao gim cac dap 0ng viém clp t0i gan, chuyln héa sit, t0 o mau, chuyln
hdéa x00ng va cac bl nh ly tim mOch. IL-6 ODnh h00ng khi p théng qua sin xult yOu t0 tang
tr00ng nOi mOc mOch mau (vascular endothelial growth factor -VEGF) gop phU n hinh thanh
mang mau mang holt d ch Panus, kich thich h0'y c0t bao trl0ng thanh va tang holt hoa, va la
chOt trung gian trong qué trinh viém mOn tinh (t0p hOp bOch cOu0. IL-6 gay cac tril u chl ng toan
than do IL-6 1a tac nhan kich thich chinh trong t ng h p protein viém giai dol n clp; c6 mUi lién
quan gila IL-6 va tinh tr0 ng thil u mau trong bl nh ly viém; IL-6 kich thich tong hUp c0 acid béo
claganvaly gilimé md gay rli lo0n lypid mau va tang nguy cl cac biln c tim mdch. IL-6 tac
di ng trén h miln di ch do déng vai tro chinh trong dil u hda cac tac nhan tham gia vao quéa
trinh miln d0ch dich thd (10 bao B), miln dich il bao ({0 bao T), hly cit bao. IL-6 co6 thl duy
tri dap Ong t0 khang thO trong viém khip ding thlp théng qua holt héa TH17. Chinh vi v0'y
tocilizumab Oc chD IL-6 s ditcac hidu qul nhD mOtdilu tr0 thdng qua cU chl bl nh sinh. Cac
0ng di ng thul ¢ trén bl nh nhan Vidt Nam b0 c diu d& c6 hilu qul t0t.

3.4. Cac philng phap dilu tr0 khac
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-Dilu trd hD 0 ONén chl d0 nh cac thul ¢ chi ng loang x00ng, di ¢ bilt nhém biphosphonat v
cac bl nh nhan dilu tr0 glucocorticoid trén 01 thang; thulc chOng thoai héa khip tac ding
chO'm (diacerhine- Artrodar®., Glucosamine Sulfate- Viartril- S®); thul ¢ bl o vO niém mi ¢ do
day, dic bi0t0 nhém nguy cl cao (hnhém Oc chd b m proton).

- Pl c hd i ch ¢ nang, ch ng dinh khi p:C6 nhilu bai t0p d0 gillm c0ng va dau khi p,chl ng dinh
khO p. Ngoai ra cln tranh viin diing qua mOc 0 cac khip tOn th00ng, tranh cac ding tac co tho
gay ra holl ¢ gay dau tang. Khuyl n khich ngl0i bInh vin ding vatl phlc vl bdng cach trang
bl cac ding cl phu hip: cac loli quln ao giay dép mim di mic, cai bl ng khoa dan; cll ¢ nhil,
thia c6 can dai va to...Tranh dng hol ¢ ngUi qué lau; nén dung can ching h0 tr0 ddivOi bén

kh0 p dau.

-YHhlccd truyinvanilc suli khoang:Trong cac dit til n trid n, cac thul nc chl ng viém mi nh la
cOn thilt. Song 0 giai do0n bl nh thuyén gilm, n00c suli khoang néng co thl gia tang tac di ng
phic hii chdc nang khi p. Cham clu holc mit sO bai thullc nam (trinh n0 hoang cung, dic hoOt
Lai chdu hol ¢ cac thulc da dilc dilu chd thanh vién nén nhl Hydan, Vifotin...) cé tac ding
chOng viém khip ¢é thO lam thuyén gilm tril u chO ng viém, gi m lilu cac thul ¢ chd ng viém, do
do lam gil m tac di ng khéng mong mul n cl a céac thullc nhém nay.

-Didu th ngol i khoa:Dilu trl nli soi rda khip (khOp gli) mang I0i hidu quO t0t. ChD d0nh Vi
cac khi p viém, tran dd ch kéo dai, dic bilt 1a khIp gii. Cac phing phap chl nh hinh, thay khi p
nhantlo 0 nO0c ta mOichd ydu la thay cac khl p hang, va khip gdi. GO n day cac phfu thult
chOnh hinh dUi vOi cac gan, ¢, khOp nhi 0 ban tay b0t d0u dd0c tri0 n khai nhm dim bl o chic
nang v n dlng cla bl nh nhan.

3.5. Quy trinh qui n ly b0 nh nhan viém khi p d0ng thi p

- Tuyén truyl n, giao di c bl nh nhan

Céc bllnh nhan di0c tuyén truyl n, gido dic nhIm tuan thd difu tr0, tai kham d nh kO ... tranh
bil n di ng khi p, thay dUi I0i sUng d0 c6 thO hoa nhilp cing ding. TOt nhitlatd chic céu l0c bl
bl nh nhan.
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- Quy trinh qud n ly mi ¢ dJ hoO t dJ ng bl nh

Tai kham hang thang. Ly t00ng nhit Ia tai kham theo hiin cla thiy thulc riéng ca minh. MO
I0n khdm cln thilt tuan thd cac bl c sau:

- Kham n0i khoa t0 ng thi

- Xét nghil m hang thang

+ Cac xét nghilm bt bul c: t0 bao mau ngolli vi, t0c dl mau lIdng, CRP, SGOT (AST), SGPT
(ALT), creatinin mau, t0ng phan tich n00c til u.

+ Tri0ng hOp c6 rdi lo0n d00ng mau, lipid mau kem theo: Bilan d0 0 ng mau, md mau.

+ Tr00ng hOp phO thulc corticoid: d nh ID0Nng cortison mau

+ C6 thD siéu am khi p tO n thO 0 ng.

- Cac xét nghil m c6 thd chl dinh tuy theo tinh tr0ng bl nh, lo0i thul ¢ dung: nOi soi dO day ta
trang, X quang tim phii hol ¢ khd p ngolli vi, do chi ¢ nang hé hilp, do mit dd x00ng, diln tim,
siéu am tim, siéu am 0 bl ng...

- Hang thang tuy theo tinh tr0 ng bl nh nhan, ¢ n @il u chi nh li0 u thul ¢ chl ng viém, thul ¢ @il u
tr0 ¢l bOn, thulc hO tr0 dilu trd (thul c chi ng loang x00 ng, thull ¢ chll ng thoai héa khil p tac
ding chim, thul ¢ blo v niém mic di day...), thul c dil u chi nh cac bl nh kit hO p (tang huyOt
ap, rli lod n d0 0 ng mau, lipid mau...).
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