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Systemic Autoimmune
Complications Disease

Incurable

Rheumatoid
arthritis

Disability

Viém hdp dang thap (VKDT) 1a mét bénh tu mién hé théng, man
tinh, cé lién quan yéu to6 di truyén va moi trudng.

« Bénh dudgc dac trung bdi viem khdp va co lién quan dén cac co
quan ngoai khdp

« Bi€u hién viém khép: khdp nho, d6i xirng, tién trién theo thdi gian
dan dén pha huy khdp; mat sun;bao mon xuong, hau qua gay
tan phé va tang ty I€ t’r vong
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Dich té

Ty 1& mac VKDT trén toan thé gidi trong Nghién clru vé ganh ndng bénh tit toan cau ndm
2010 la khoang 0,24%

Ty 1& mac VKDT hang nam & Hoa Ky va cac qudc gia phia tay khac cia Bac Au Ia
khoang 40 trén 100.000 nguoi.

VKDT phé bién hon & phu ni¥ so v&i nam gidi, v&i nguy co mac RA trong doi 13
3,6% & phu ni* so v&i 1,7% & nam gioi.

Nguy co’ viém kh&p dang thap ciing tang theo do tudi, vai ty 18 mac cao nhat Ia tiy
65 dén 80 tudi.

The global burden of rheumatoid arthritis: estimates from the global burden of disease 2010 study. Ann Rheum
Dis. 2014 Jul;73(7):1316-22
Arthritis Rheum. 2011 Mar;63(3):633-9



Can nguyén va yéu 8
nguy <o

«

HLA-DRB1

Eyes
« Di truyén (HLA-DRB1): kha nang di pa™ TN
truyén cao hon doi véi RA huyét /3 ") MPVAD

thanh duang tinh va RA khdi phat [ - as
S st (B e

Epigenetics medification

e Hut thudc Ia c6 mai lién hé chat ché o O
nhat vGi VKDT P _

e Ché do an udng va dinh dudng dong ” Bones
mot vai tro quan trong trong vai tro </

la tac nhan mdi truéng gay VKDT

- Béo phi, nha chu o o o
Mac du RA chu yeu anh hudng den khdp, nhung no cung co
thé anh hudng dén cac hé co quan khac: mét, da, phoi,

gan, tim va xucng
Ann Rheum Dis. 2010 Jan;69(1):70-81
Arthritis Rheum. 2013 Nov;65(11):2773-82
Autoimmun Rev. 2018 Nov
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Chan doan

[ %% RF
?xf (spec: 85%, sens: 69%)
'y % ACPA
(spec: 97%, sens: 67%)
Q CRP
=y s wmy
e LU —
E ESR =
v ' \J
Normal Inflammed
T Joint examination
\ / Doppler sonography
\ ( (MRI)
A Number of swollen joints?

Joint involvement: 1 large
2-10large
1-3small
4 - 10 small

> 10 (at least 1 small)
Negative RF and ACPA

Low positive RF/ACPA
High positive RF/ACPA

Normal CRP/ESR
Abnormal CRP/ESR

< 6 weeks
> 6 weeks

Serology:

Acute phase reactants:

Symptom duration:

JAMA 2018, 320, 1360-1372

= overall score

TABLE 1: 1987 ACR Classification Criteria For RA

1987 Classification Criteria

Criteria

1. Morning stiffness (at least one hour)
2. Arthritis in three or more joint areas
3. Arthritis of hand joints (21 swollen joints) >
4. Symmetric arthritis
5. Rheumatoid nodules
6. Serum RF
7. Radiographic changes (erosions)
on X-rays of hands

Applicable for

IAll arthritis patients

Results in

Classification of RA (yes/no)

Positive in case

Four of the seven criteria must be present.
Criteria one through four must have been
present for at least six weeks.

Test characteristics

Sensitivity of 79%-80% and specificity of
90%-93% for established RA.

Sensitivity of 77%-80% and specificity of
33%-77% for early RA. O

ACR/EULAR 2010 criteria

* Joint involvement
1 large joint
2-10 large joints
1-3 small joints (large joints not counted)
4-10 small joints (large joints not counted)
> 10 joints (at least one small joint)
* Serology
Negative RF and negative ACPA
Low-positive RF or low-positivge ACPA
High-positive RF or high-positive ACPA
* Acute-phase reactants
Normal CRP and normal ESR
Abnormal CRP or abnormal ESR
* Duration of symptoms
<6 weeks
26 weeks

Score

Cr O N =

N O

A score of 26 is the cutpoint for rheumatoid arthritis. Patients can
also be classified as having rheumatoid arthritis if they have: 1)
erosive disease typical for rheumatoid arthritis, 2) long-standing
disease previously satisfying the classification criteria.

Ann. Rheum. Dis. 2010, 69, 1580-1588.




Uu nhugc diém trong
tiéu chi chan doan VKDT

- Tieu chi ACR 1987 dua trén cac tiéu chi
viém cing khdp, tang yéu to dang thap va
ton thuong x quang nén sé khdng nhay
cam trong giai doan dau.

 Tieu chi ACR/EALAR 2010: co su phat
trién cla xét nghiém huyét thanh hoc nén
chan doan nhay han. Loai trir cac khdp lién
dot ngdn xa, khdp dot ban tay dau tién va
khdp dét ban ngdén dau tién, dé cd thé
phan biét vai cac bénh ly khdp viém khac.




Muc tiéu dieu tri
Chén doan som va bat dau diéu tri som dé
ngan ngua tén thuong khdp khéng héi phuc. RSoAISTOcHOT0 M

» Muc tiéu chinh cua diéu tri la dat dugc su' thuyén giam lam sang lau dai
va toi uu hda chat lugng cudc song.

 Né&u khong thé dat dugc su thuyén glam vé mat lam sang, hoat dong cua
bénh thap & mot giai phap thay thé cd thé chap nhan dudc.

« Hoat dong cua bénh nén dugc danh gia hang thang & nhitng bénh nhan
c6 hoat ddng cua bénh tu trung binh dén nang.

- O nhiing bénh nhan cé hoat déng bénh thap hodc thuyén giam 1am sang,
nén danh gia hoat dong bénh tu’ 3 dén 6 thang mot lan

Ann Rheum Dis. 2016 Jan;75(1):3-15



Cac nhom thuoc diéu tri

Cac thuoc khang Thuoc diéeu tri cd ban bénh VKDT

viém Thudc lam thay doi dién tién cia bénh (Disease Modifying AntiRheumatic Drugs
— DMARDs)
< Steroids 1. Cac thudc co dién:
Prednisolone —  Methotrexate — MTX (Novatrex, Rheumatrex)
. —  Sulfasalazin
Metfiylpreanisolone —  Hydroxychloroguine...
% Khong steroid 2. Cac thuoc mai:
(NSAIDs) —  Cyclosporin A (Sandimmune, Neoral)
NSAID cé dién: —  Leflunomide (Arava)

—  Mycophenolate Mofetil (Cell Cept)

3. Cac thuoc sinh hoc:
—  Khang TINF (Etanercept, Infliximab, Adalimummab...)

Diclofenac, Lornoxicam,
Ibuprofen, Piroxicam,

L?XO’D rof’en. —  Khang Interleukin 1 (Anakinra)
Uc ché chon loc men — Khéng té bdo B (Rituximab)
COX 2: Meloxicam, Khéng Interleukin 6 (Tocilizumab)
Celecoxib, Etoricoxib 4, Chat rc ché Janus kinase (JAK)
— Tofacitinib
—  Filgotinib
—  Peficitinib

—  Upadacitinib




Nhom thuoc khang viém
. I[3)unrc_1:1 dé diéu trj triéu chirng, khdng lam thay dai tién trién cla
en

* NSAIDs:
« Dung & giai doan sém, viém it khdp, mic do viém nhe.
« Can luu y cac tac dung phu va tuan thu nguyén tac sir dung NSAIDs

* Corticoid:

- Dung pho bi€én han, sung viéem nhi€u khdp muc do trung binh dén
nang, dap Ung glam viém nhanh va manh han NSAIDs

» Thudng dung Methylprednisolone hodc Prednisolone, dung lieu du dé
dat hiéu qua giam viem, giam liéu dan va n% ng cang som cang tot
(khi t)huoc diéu tri co ban da cé hiéu luc va hoat tinh bénh da thuyén
giam



chi din Khang viém: nhém NSAIDs

- Thay thé corticosteroid trong trwdng hop tinh trang viém da thuyén giam hoéc “cai” GC
- Lwa chon thudc tre ché chon loc, ban chon loc, hay khong chon loc dbi véi COX-2.
tuy theo cac nguy co tiéu hoa, tim mach cua ca thé BN.

100.00 1
[ ] ketorolac Naproxen
[ ]indomethacin L J Agetaminophen
[ ] ketoprofen
| i 10,00 | Ibuprofen @
[———1fenoprofen =
[ meclofenamate = _ Etoricoxib
[ naproxen 2 Meloxlqam O
. [Jnabumetone (&) 1.00 4 Indomethaci ® Nimesulide
P8t o ® / Celecoxib, ORofecoxib
celecoxibll é Valdecoxib _
diclofenac Il O 0.10 ¢ OLumiracoxib
meloxicam IR
g ——— @ Diclofenac
difunisal NG 0.01
rofecoxib NG ) B i i N N
r T T T T T ] 0.01 0.10 1.00 10.00 100.00
-3 -2 -1 0 1 2 3
Log (IC50 Ratio, Whole Blood Assay COX-2/1) COX-1 |C50 (uM)

_’?w COX-1> Khoang cach cang xa duong chéo

thi &rc ché cang chon loc.

Varrassi G, et al. Adv Ther 2020; 37:61-82. Grosser T, et al. J Clin Invest 2006; 116:4-15 .



Pén nhirng phan tich gdp méi nhat theo dodi hiéu qua va tinh an toan cua Meloxicam cho thay
thuoc khang viém chon loc tu’o’ng doi Meloxmam gilip giam bién co trén tiéu héa nhe va nang,
giam bién co tim mach va dung nap tot twong dwong cac thuoc khang viém chon loc

Medicine . Volume 94, Number 40, October 2015

Medicine

SYSTEMATIC REWEW AND META ANALYSIS

Man Yang, MD, Hong-Tao Wang, MD, PhD, Miao Zhao, MD, Wen-Bo Meng, MD, PhD,
Sin-Qing Ou, MD, Jun-Hui He, MD, Bing Zou, MD, and Ping-Guang Lei, MD

&) SpringerL
— Sprlnger Llﬂk Multicenter Study > J Am Coll Cardiol. 2020 Aug 4;76(5):518-529. doi: 10.1016/j,jacc.2020.06.017.

Cardiovascular and Bleeding Risks Associated With
Review | Published: 17 December 2014 Nonsteroidal Anti-Inflammatory Drugs After

. Myocardial Infarction
The effect of COX-2-selective melc
. . Dong Oh Kang 1 Hyonggin An 2 Geun U Park 3, Yunjin Yum 2 Eun Jin Park 1,Yoon_]ee Park 1,
I'_[l}f()(:a]:‘dla_l;l VaSCl]laI‘ and I‘enal I‘ls Won Young Jang 4 Woohyeun Kim 1 Jah Yeon Choi 1, Seung-Young Roh T, JinOhNa T,

Jin Won Kim ', Eung Ju Kim 1, Seung-Woon Rha ', Chang Gyu Park ', Hong Seog Sea 1,
Cheol Ung Choi °

Waheed Asghar & Fakhreddin Jamali &3

Inflammopharmacology 23, 1-16 (2015) | Cite this article



Thudc chéng thap khdp lam thay doi
bénh (csDMARDS)

» Methotrexate dugc khuyén cdo la lya chon dau tién, liéu dung moi tuan
/,5mg tang dan den toi da 25mg/tuan.

» Luu y tac dung phu tén CN gan than. O bénh nhén cao tudi, can chl y
den suy tuy, viem phoi ke, nhiem trung cc hdi va bénh tang sinh lympho.
« Axit folic dugc chi dinh két hgp d&é gidm cac phan (ng phu cliia MTX

. Kﬂi khong dung nap hoac CCb dung MTX thi chon nhithg csDMARD khac
nnhu

e Leflunomide
« Sulfasalazin
« HCQ....

» C6 thé két hap 2 csDMARD vdi nhau trong TH bénh con hoat tinh cao ma
chua dung ducgc bDMARD



DMARD sinh hoc

» Pudgc Iua chon khi dap (ng véi DMARD tong hgp khdng day du.

e Co tac dung lam sang nhanh chéng va manh mé.

 SU dung két hgp vai methotrexate tao ra su’ thuyén giam trong khoang mot
nira so truong hap.

« DMARD sinh hoc cling ¢ thé ngan chan su tién trién cla pha hay khdp va
roi loan chuc nang trong thoi gian dai

» Tt ca bénh nhan bat dau diéu tri VKDT nén dudc kiém tra viém gan B, C
va bénh lao



DMARD tong hgp nham muc tiéu

« GOmM: Tofacitinib, baricitinib, peficitinib, upadacitinib va filgotinib
» dugdc str dung dé diéu tri viém khdp dang thap va khac nhau vé
tinh chon loc cua chung doi v3i cac dang dong phan JAK khac

nhau

« Mac du chung déu la thudc dung dudng uong, nhung chung co
tac dung da muc tiéu va phat huy tac dung lam sang nhanh
nhu DMARD sinh hoc.

» Thudc Urc ché JAK cé thé dudc str dung daon 1é hodc két hgp Vi
methotrexate.



(A4 N

Hudng dan diéu tri
clia ACR va EULAR

Liéu phap DMARD (sinh hoc va cac tac
nhdn tong hdp nhdm muc tiéu
(tofacitinib), nén dugc tam dung G
nhirng bénh nhan bi nhiém trung hoat
dong nghiém trong. Va dugc ti€p tuc
khi nhiém trling d3 6n hoan toan.

 Smolen JS, Landewé R, et al: EULAR
recommendations for the management of rheumatoid
arthritis with synthetic and biological disease-modifying
antirheumatic drugs: 2019 update. Ann Rheum Dis

/ PHASE | Start methotrexate or combination of continue
csDMARDs
finical 2
F ilica = Short term low dose Achi t
diagnosis Glucocorticoids chieve faree
+ within 6 months
Start leflunomide or sulfasalazine, l

alone or in combination /

Failure phase | (lack of efficacy
/ and/or toxicity): go to phase Il

Add biologic agent (TNF-
inhibitor, Abatacept or II-6-

Achieve target \
within 6 months

inhibitor)

or JAK-inhibitor

Change to a second
csDMARD strategy:
Methotrexate, Leflunomide
or sulfasalazine alone or in

Achieve
target within

I continue
N
6 months /

combination

no /
Failure phase Il (lack of efficacy
and/or toxicity): go to phase llI

continue \

Other
biological
agent +
csDMARD

Failure
phasell

Replace any first bDMARD

Abatacept, IL-6 inhibitor or

by any other bDMARD
(other TNF-inhibitor,

Achieve target
within 6 months

rituximab

or use a JAK-inhibitor »l«

A @ /




Nguyén tac bao quat ctia Chién luge T2T

1. Cd sG cua viéc diéu tri la su' ra quyét dinh chung gilra bénh nhan va bac si

2. Cac muc tiéu diéu tri chinh la: toi da hoa chat lugng cudc song, binh thudng hoa chirc
nang va tham gia vao ddi song xa hoi va nghé nghiép

3. Viéc loai bd viém la diéu can thiét dé dat dudc cac muc tiéu diéu tri

4, Két qua diéu tri VKDT dugc cai thién bang cach thuc hién T2T

Adapt therapy
according to Adapt therapy

disease activity* if state is lost*

(Consider comorbidities
and other patient factors)

(Consider comorbidities
and other patient factors)

Sustained

Remission

Use a
composite measure
of disease activity
every 1-3 months

Low disease
activity
Adapt therapy Adapt therapy

_according_ t_o if state is lost™*
disease activity*

Assess
disease activity about
every 6 months

Sustained low
disease activity

Alter-
native
Target”

(Consider comorbidities
(Consider comorbidities and other patient factors)

and other patient factors)

*Shared decision
with patient

Smolen JS, Landewé R, et al: EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying
antirheumatic drugs: 2019 update. Ann Rheum Dis



Cap nhat nam ACR 2019 vé cac bién phap
danh gia hoat dong bénh VKDT

» Chi s0 hoat dong bénh lam sang (CDAI) T
» Diém hoat dong bénh 28 khdép (DAS28)

« Thang do hoat dong cua bénh nhan-II
(PAS-II) A

e Quy trinh Banh gia DT liéu Chi s6 Bénh
nhan 3 (RAPID3)

» Chi s0 Hoat dong Bénh Ban gian (SDAI) s O

Arthritis Care Res (Hoboken). 2019 Dec;71(12):1540-1555. doi: 10.1002/acr.24042. Epub 2019 Nov 11. PMID: 31709779; PMCID:

PMC6884664.
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Cac cong cu tinh toan

28 SJC (swollen joint count) = Sé khép sung
28TJC (tender joint count) = Sé khép dau
CRP Protein C phan trng (mg/dl)

VS (mm): toc d6 mau lang

Khé&p dau Khép sung

PtGA = Dénh gia ctia BN vé mirc dé cua bénh dén
strc khoé (patient global assessment of disease
activity)

PrGA = Danh gié cta BS vé tinh trang bénh hién
tai (provider global assessment of disease activity)

DREADAFUL EXCELLENT

‘ 0o 1 2 3 4 5 6 7 8 9 10
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Piém hoat ddng bénh 28 kh&p (DAS28)

Disease Activity Score with 28-joint counts

s s N X v DAWN DAS Lo DJAstﬁ Activity Score Calculator for Rheumatoid Arthritis
Cach tinh DAS 28: dwa vao sO kh&p swng, |

s6 khép dau, VS hodc CRP, dung cong thirc —— Tender Joints Swollen Joints
trén méy tl,nh hOéC trang Web TS::I:&?'J:!ntgccreb,i;refc; to:
http://www.das-score.nl/

Additional Measures

Reduction of DAS28: —
Current DAS28: Current DAS ®ESR: [ Jmmmr
512  >06and<12 <06
DAS28 < 3.2 DAS <24 - moderate m ; SR
32<DAS28<51 | 24<DAS28<37 R it T o m
DAS28 > 5.1 \ DAS28 > 3.7 moderate mm DAS28
Calculate |

FORMULA: DAS28(4) = 0.56*sqrt(t28) + 0.28*sqrt(sw28) + 0.70°Ln(ESR) + 0.014*GH Reference: ;

Van Gestel et al. Arthritis Rheum. 1998;41 (10): 1845-50
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http://www.das-score.nl/

Chi s6 Hoat doéng Bé&nh 1am
sang (CDAI)

Clinical Disease Activity Index

Clinical Disease Activity Index (CDAI)

Joint Left Right

Tender | Swollen | Tender | Swollen

Shoulder

Elbow

Wrist |

'MCP 2

MCP 1

MCP3

MCP 4

MCP 5

PIP 1

PIP2
PIP 3

PIP 4

PIP 5

CDAI = 28SJC + 28TJC + PrGA + PtGA

Knee

Total Tender: Swollen:

CDAI SCORE

Lui bénh
Hoat tinh bénh thap
Hoat tinh bénh TB
Hoat tinh bénh cao

0.0-2.38
2.9-10.0
10.1-22.0
22.1-76.0

Patient Global Assessment of Disease Activity
Considering all the ways your arthritis affects you, rate how well you are doing on the following scale:

Very O O O OO OO OOOOOOOOOOOO0O O O Very
Well ¢ 05 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 10 Poor
Date of Birth

Your Name Today's Date

Provider Global Assessment of Disease Activity

Vy O O O 0O O O 0O 0O 0O 0O 0O OO OO0OO0OOOO O O Very

Well ¢ 05 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 10 Poor

How to Score the CDAI

Variable Range | Value CDAI Score Interpretation
Tender joint score (0-28) 0.0 -2.8 | Remission
Swollen joint score (0-28) 2.9-10.0 | Low Activity
Patient global score (0-10) 10.1-22.0 | Moderate Activity
Provider global score (0-10) 22.1-76.0 | High Activity

Add the above values to | (0-76)
calculate the CDAI score

22




Phan két luan
§

« VKDT la mét tinh trang bénh man tinh, bénh nhan can dugc tién
diéu tri s6m bang DMARD lam cham qua trinh tién trién cua bén
ngan ngua cac bién chirng va bénh tat lau dai.

» Diéu tri triéu chL'rn? bang thu6c khang viém, trong doé Meloxicam la
mot lwva chon NSAID phu hop hiéu qua va an toan it nguy co tac
dung phu Ién tieéu hoa va tim mach.

* Tuy vay, cac logi thudc hiéu qua nhat (bDMARD) c6 rat nhiéu tac
dung ﬁ u rac roi, dac biét la yc ché mien dich, dan dén nhieém trung
va kich hoat lai cac bénh nhiem ’grun% tiém an. Do do can quan ly
chat che deé viec diéu tri hieu qua va tranh dugc nhirng bién c6 cho
bénh nhan.

- Viéc Rhét trién cac luva chon diéu tri bd sung vdi cac co ché mdi sé |a
can thiét de dat duoc ty le dap ung cao hon.

AN

hank
h, dé
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