Dieu tri bénh khép
tw mién
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Triéu churng:
paracetamol,
NSAIDs,
corticoids

Co ban:
nonbiologic DMARDs
biologic DMARDs
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Biologic agents
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Disease Modulator Anti- Rheumatoid
Drugs
Tac nhan sinh hoc la gi7?
A “biologic” drug copies the effects of su

bstances naturally made by your body's |
mmune system

Nonbiologic DMARDSs vs biologic
DMARDs

Biologic treatments for RA. ACR 2012
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Phan nhom

Tac dong len cytokine
Uc ché tin hiéu kich hoatté bao T

U'c ché protein mang
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Phan nhom

“-cept” receptor voi Fc cua IgG1
“_mab” monocolonal antibody (mAb)
“-ximab” chimeric mAb

“.zumab” humanrized mAb

“tinib”
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Tac nhan sinh hoc (biologic agents)

Anti-TNF Non TNF
Etanercept Abatacept
Infiximab Rituximab
Adalimumab Tocilizumab

Certolizumab pegol

Golimumab
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Biologic agents mo&i

Ocrelizumab — CD20
Ofatumumab — CD20
Secukinumab — IL17A
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Hwéng diéu tri méi

/'?V Cell membrane

Cytoplasm

Source: Rheumatology @ 2011 Oxford University Press
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Biologic agents mo&i

Jak -- Tofacitinib
Syk — Fostamitinib
Mapk — Baricitinib
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Hiéu qua cua anti-TNF trén BN RA

No. of Odds ratio Favars Favars
Biologic studies (95% Cl) Heterogeneity Placebo Biologic
Abatacept 6 295 (1.794.97) 2 = 0% —EI-—
Adzlimumab 8 3.70(2.40-5.70) ?=77% _D_
Anzkinra 3 1.68(0.83-3.41) = B4% {1
Etanercept = 497(2.709.13) R =75% —-—|:|—
Infliximab 3 2.92(1.37-6.24) = 16% D
Rituximab 3 4.10(2.02-8.33) P=17% -y
Owverall 27 3.35(2.624.29) ?=g9%
0.1 1.0 10.00
Odds ratio (95% C1)
ACR, American College of Rheumatology; ACRSD, 50% improvement in patient- and physidan-reported criteria ofthe ACR;
Cl, confidence interval.
Singh ), =tal OMAY 20049181 787-794.
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Hiéu qua lam sang

Vg 3 ACRS50
[ Toxic effects
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DMARD combinations TNF inhibitor and methotrexate

Ma MH, Rheumatology (Oxford) 2010
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Cai thién chat lwong cudc song

B
184 [ Initial NSAIDs
] Early DMARDs
[ Early biologicals
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<
o
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14 T ]
Baseline Best case

Ma MH, Rheumatology (Oxford) 2010
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Chi phi kinh té
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Baseline Best case

Ma MH, Rheumatology (Oxford) 2010
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Tac dung phu cua CPSH

Thuoc Coche TD Tac dung phu

Anti-TNF Nhiém tring, déc cho gan, &c tinh, suy
tim, RL huyét hoc, RL than kinh, HC gidng
lupus

Abatacept ~ cchéTcell Nhiém trung ndng, ac tinh, kich phat
COPD

Rituximab (rcche B cell  Phan (ing truyen thude, dj (rng, viém néo
da d, 1 VGSV B

Tolicizumab  wcchéIL6 Nhiém trung co hoi, RL lipid mau

HO Pham Thuc Lan — Dai hoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP H® Chi Minh



Sw dung biologics trong
mot so cas dac biét

Bénh di kem Chidinh Khéng dung
VGSV
« VGSVC Etarnercept
«  VGSV B man + Child Pugh B/C Tat cd CPSH
Bénh ac tinh
e >5ndm Tat cd CPSH
« <5nam Rituximab
 Melanoma Rituximab
* Lymphoma Rituximab
Suy tim xung huyét NYHA IlI/IV + EF< Anti-TNF
50%
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-

Tam soat VGSV B, C tiem an

*All PCR (Multiprep)+;
viral loads @ NGI

Hbsag

AntiHBs
AntiHBc
AntiIHCV

Susan LS. Transfusion 2012
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XN sang loc lao tiém an

Test da (Maltoux): tuberculosis skin
test (TST)

Test huyét thanh (Interferon Gamma
Release Assay- IGRA)

Quantiferon Test

T-Spot Test
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Sang loc LTBI

IGRA
(-) No DT NoDT
(+) PT DT
TST
<5mm NoDT NoDT
5-10mm DT NoDT
>10mm DT DT
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Thang diém danh gia
dién tien bénh RA

TJC SJC  PtVAS PrVAS ESR CRP

DAS28  0-28 0-28 0-100 0-100 <1mg/l

SDAI 0-28 0-28 0-100 0-100 0-10

CDAI 0-28 0-28 0-10 0-10
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Thang diém danh gia
dién tien bénh Lupus

SLEDAI
SLICC
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ASAS ASDAS

Assessment of Ankylosing Spondylifis Disease Activity Score
SpondyloArthritis

international Society

Back Pain [0-10]

Duration Morning Stiffness [0-10]
Patient Global [0-10] 9
Peripheral Pain/Swelling [0-10]

C-Reactive Protein (mg/l)

Erythrocyte Sedimentation Rate (mm/hr)

ASDAS-CRP
ASDAS-ESR

ASDAS disease activity states ASDAS iImprovement critena
Clinically
<1.3 <2.1 >3.5 Az1.1 Important
Improvement
. Moderate
Inactive
Disease
Disease

az20
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Viém khép dang thap
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Co ché bénh sinh

Cartilage
Complement receptor Fe-y receptor
\\\
g
— \ e
_—
’// \\“
Synoviocytes
Fibeoblast-like synoviocytes with altered behaviour
Unknown when chronicity starts
Healthy Undifferentiated arthritis Early theumatosd arthritis Rheumatoid arthritis
—
L > T
SRS NS, Epitope spreading ACR 1987
AR > Expansion of isotype usage criteria
] 1
Vs ei‘“h o

HO Pham Thuc Lan — Dai hoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP H® Chi Minh



Tiéu chuan ACR 1987

Crng khép budi sang
Viem >= 3 nhom khop
Vieém khop ban tay

Viém khép doi xirng

Hat dwdi da

RF+

Tén thwong dién hinh trén xquang
Chan doan xac dinh 4/7 TC
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Tiéu chuan ACR/EULAR 2010

Khép bi anh huéng
1 khép 16N 0
2-10 khop Ion 1
1-3 khéip nhd 2
4-10 khop nhd 3
>10 khop, it nhét 1 khép nhd 5
Huyét thanh chan doan
RF/antiCCP bt
RF/antiCCP (+) thap
RF/antiCCP (+) cao

o
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Tiéu chuan ACR/EULAR 2010

Tinh trang viém (giai doan cap)

CRP/VS binh thwong 0
CRP/VS tang cao 1
Thoi gian bénh

<6 tuan 0
>6 tuan 1

Chan doan xac dinh: 6/10
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Muc tiéu dieu tri

Giam dau, giam viém

Bao ton chirc nang van déng
Cai thién chat lwong cudc song
Pat dwoc dich: lui bénh

HO Pham Thuc Lan — Dai hoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP H® Chi Minh



Thuoc dieu tr

Giam dau, Khang viém
NSAIDs,

Steroids
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Thuoc diéeu tri

DMARDSs

Hydroxychloroquine
Leflunomide
Methotrexate
Minocycline

Sulfasalazine
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Chi dinh cua DMARDs

O Start of DMARD therapy

G
7y
o)
o
Q.

Presentation to

rheumatologist

| IC I |deal course ;
Start of Start of Time
symptoms damage

Breedveld and Kalden 2010



2012 ACR Recommendations
for the use of DMARDs and
biologic agents In
the treatment of RA
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Panh gia bénh nhan theo ACR 2012

Thol gian bénh
Yéu t6 tién lwong nang

Giai doan bénh tién trién
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Tho'i gian bénh

SOom : <6 thang

Xac dinh : 2 6 thang hoac dat tieu
chuan ACR 1987
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Yéu to tién lwong nang

Gi¢i han chrc nang van dong (HAQ DI)

TC ngoal kh&p (viem mach mau, HC
Felty)

RF /antiCCP (+) cao

Ton thwong xwong trén Xquang
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Giai doan bénh tién trién

DAS. Disease Activity Score

SDAI. Simplied Disease Activity Index
CDAI. Clinical Disease Activity Index
PAS. Patient Activity Scale

RAPID. Routine Assessment of Patient
Index Data
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Thang diém danh gia
dién tien bénh

TJC SJC  PtVAS PrVAS ESR CRP

DAS28  0-28 0-28 0-100 0-100 <1mg/l

SDAI 0-28 0-28 0-100 0-100 0-10

CDAI 0-28 0-28 0-10 0-10
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Cong thirc tinh cac thang diém

DAS28-  0.56XV28TJC + 0.28X\28SJC + 0.70XINESR +
ESR 0.014XPtVAS

DAS28-  0.56X\28TJC + 0.28XV28SJC + 0.36XIn(CRP+1)
CRP + 0.014XPtVAS + 0.96

CDAI 28SJC + 28TJC + PtVAS + PrVAS

SDAI 28SJC + 28TJC + PtVAS + PrVAS + CRP
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DAS28

Calculate DAS2B

Exam Date | 1-Oct-2007

Swollen joint count? {0-28)
Tender joint count? {0-28)

ESR { Westergren) 45.0 mmfhr
YAS Global Score {(0-100)

DASZ2E !

Calculate Cormmit Data iCancel
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Phan loai do nang theo ACR 2012

Thang diém danh gia

Lui bénh Low activity = Moderate High
activity activity
DAS28 <2.6 >2.6-<3.2 =23.2-<5.1 >5.1
(0-9.4)
SDAI <3.3 >3.3- <11 >11- <26 >26
(0 — 86)
CDAI <2.8 >2.8- 10 >10- 22 >22

(0 — 76)
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RA gd sé&ém

Nhanh

Dién tién
bénh

Trung binh

Co

Khong TC tién
lwong nang

Khong TC tién
lwo'ng nang

\ A 4 W \ 4
. N Ve N ™

DMARD mono 2 hoac 3 DMARD mono Anti-TNF £ MTX
DMARD . .
Hoac Hoac
HCQ & MTX 2 hoac 3 DMARD

\_ AN NS NS J
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RA xac dinh

Dién tién cham Dién_ tien cham kém
TC tién lwong nang
TC tién lwong o

nang (-) or Dién tién trung binh

/ nhanh

DMARD mono MTX mono or 2-3 DMARD
| Téidanh gia | | Téidanhgia |
v v
A.thém MTX or B. Thém or chuyén
HCQ or LEF sang DMARD khac
| Téidanh gia | | Téidanh gia |
\ 4
v v v

D. Thém or chuyén sang

C. Thém or chuyén sang anti-TNF Abatacept / Rituximab
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RA xac dinh

Dién tién cham kém
TC tién lwong nang

Dién tién cham
TCtién lwong T
nang (-) hoac Dien tién trung
binh / nhanh

DMARD mono MTX mono hoac 2-3 DMARD

v v

| Téidanh gia | Téi danh gia |

v v

A. thém MTX hodc B. Thém hoac

HCQ hoic LEF chuyén sang
' DMARD khac

v ¥
| Téidanh gia | | Téidanh gia |

v v v .

~ Ny A : D. Thém hoac chuyén sang
C. Thém hoac chuyen sang anti-TNF Abatacept / Rituximab

g
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RA xac dinh

C. Thém hodc chuyén sang anti-TNF D. Thém hoic chuyén sang
Abatacept / Rituximab

Tac dung phu Tai danh gia hoac Tai danh gia hoac
nang tac dung phu nang tac dung phu nang
E. Chuyén sang non-TNF F. Chuyén sang anti-TNF hoac non-TNF khac

Tocilizumab/ Rituzimab

>[ Tai danh gia }(

|

G. Chuyén sang anti-TNF khac hoac non-TNF
khac
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EULAR 2013

St dung DMARDs sém ngay khi cé chan doan
xac dinh

Panh gia dap &ng diéu tri theo thang diém
DAS28 hodc SDAI, CDAI nham dat dwgc muc
tiéu diéu tri lui bénh (remission) hodc bénh tién
trién cham (low active disease).

Giam sat thworng xuyén mdi 1-3 thang. Néu sau
3-6 thang bénh khdng cai thién can chuyén sang
bién phap diéu tri khac.
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EULAR 2013

MTX la thudc chon Iwa dau tay

Néu c6 chong chi dinh ho&c khéng dung nap
MTX co thé thay thé bang SSZ hoac leflunomide

Glucocorticoid liéu thap 1a bién phap hé tro' can
thiét trong giai doan khéi dau diéu tri voi
DMARDSs cho dén 6 thang.
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EULAR 2013

Néu khéng dap ng voi M

X don doc,

chuyén sang dung phdi hop véi DMARDs
khac hoac DMARDs sinh hoc

Néu khong dap (rng véi ché pham sinh
hoc thtr nhat, chuyén sang ché pham sinh

hoc khac

Néu tinh trang lui b&nh kéo dai, cé thé

gidm liéu dan DMARDs
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Gial doan 1 Chéan doan 1am sang
VKDT

Khong cé chdng chi dinh methotrexate Chéng chi dinh methotrexate

Bat dau véri MTX Leflunomide hodc

hodc phdi hop véi + Két hopvoi sulfasalazine don
DMARD: gulcocorticoidliéu ddc hay phdi hop
thap tac dung ngan
That bai GD!1 Khéng Dat muc tiéu Co Tiép tuc
chuyén GB 2 4 4 trong B théﬂg — —
T
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Giai doan 2 \_
Thét bai hodc khéng

Céc chi sé tién lwvong bénh bt loi dung nap véi didu tri Khéng cé cac chi sd tign lweng bénh bét loi
GD1

Nhw I8 RF, anti CCP cao, d5 hoat ddng
bénh cao, hay ton thuong khopsom

Péi sang 1 DMARDs
hang 2;Jeflunomide,
sulfasalazine, MTX
phdi hop hay don déc

o Bat muc tiéu
Thém 1 thudc sinh *-Khdng ®—  t{rong 6 tuan
hoc: trc ché TNF,
Abatacepthay
tocilizumab ( rituximab

trong 1 vaitrurong hop)

Khéng Dat muc tiéu Cé Tiép tuc
4+— frong6thang ™ — ¥

That bai GB1
chuyén GB 3
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Giai doan 3 \

Thudic sinh hoc khic + DMARDS

Thét bai hoac khdng
dung nap vidiéu tn
Gb 2

Thay déi diéu tri sinh hoc:
thay thé thudc sinh hoc_lua
chon dau bang cac thudc

Déi sang tofacitinib (+DMARD)
sau it nhat 1 thulle sinh h[ e

Bat muctiéu

khac: Abatecept hodc
Rituximad hoac wc che THNF
hoac Tocilizumab

Pat muc tiéu
trong 6 thang

‘

Khdng

>

Tac nhan sinh hoc khac + DMARD

trong 6 thang
—» C0 .
l el
|
|
- |
Tiép tuc :
|
|

)

{rc ché kinase + DMARD
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Tom lwoc

VKDT la bénh tw mién, viém man tinh, anh
hwéng toan than, dac biét gay ton thuwong
Khop

Chan doan va diéu tri bénh VKDT phtrc
tap, can duoc thl_fc hién s&m va chon lwa
phwong thire diéu tri cho twyng ca nhan
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Lupus ban dé hé thong
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Tiéu chuan chan doan ACR 1997

Hong ban canh buwém
Hong ban dia
Nhay cam anh sang

Loét miéng

Viéem khép

Viém thanh mac
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Tiéu chuan chan doan ACR 1997

Tén thwong than

Tén thwong than kinh
R&i loan huyét hoc
ANA

R&i loan mién dich (anti dsDNA, anti
Sm, anti Phospholipide)
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Tiéu chuan SLICC 2012

Tén thwong da cap : Hong ban canh
buwdm, nhay cam anh sang

Ton thwong da man: hdng ban dia
Loét miéng

Rung toc

Viém khop

Viém thanh mac
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Tiéu chuan SLICC 2012

7. Tén thwong than

8. Toén thwong than kinh
9. Thiéu mau tan huyét
10. Gidm bach cau

11. Giam tiéu cau
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Tiéu chuan SLICC 2012

ANA

AntidsDNA

Anti Sm

Antiphospholipid antibody
| C3 C4 CH50

Test coomb truec tiép
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Chan doan xac dinh

C6 4 tiéu chuan (it nhat 1 tiéu chuan LS
va 1 tiéu chuan mién dich)

Lupus than + ANA/ AntidsDNA
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Cac tw khang thé

ANA

Anti-Clq
g .§ Anti-U1RNP T Anti-PCNA
S S
£ o Anti-Ro :
el — Anti-PL-7
< ™ )
az.‘ ,qg) Anti-La
= B .
5: = Anti-Sm

Anti-Hemocyanin
Anti-Histone

Anti-dsDNA _
Anti-TPO

ploJAy)
-Iuy

Anti-phospholipid Anti-Thyroglobulin

Coombs+ Anti-lymphocyte
(lymphopenia)

Source: Arthritis Res Ther @ 2014 BioMed Central, Ltd.
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Lupus dé hé thong

Corticosteroids

DMARDSs (Hydroxychloroquine)
Cyclophosphamide
Mycophenolate mofetil
Belimumab

Rituximab

Abatacep
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Phan do lupus trung binh / nang

Tén thwong da/ khép ndng khéng dap
trng diéu tri

Khéng dap ng hodc khdng thé giam liéu
glucocorticoid

Ton thwong = 1 co quan quan trong (than,
huyét hoc, tim, phdi, than kinh)
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Yéu to thuc day
Anh nang mat troi
Nhiém triing

Stress

Phau thuat

Mang thai

Hormon sinh duc
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Cac bién phap khéng dung thuoc

Tranh anh sang mat troi

Dinh dwdng: chuy vit A, vit D va
calcl

Tap thé duc

Tranh cac thudc: sulfonamide,
minocycline
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Diéu tri chuyén biét

NSAIDs: dau co/ khop

Hydroxychloroquine: tbn thwong da/ khép/
thanh mac

Glucocorticoids: Lupus trung binh/ nang

Mycophenolate moxetil (MMP): khi khong
dap wng v&i GCs. Pac biét cho lupus ton
thwong than

HO Pham Thuc Lan — Dai hoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP H® Chi Minh



Diéu tri chuyén biét

Cyclophosphamides: dot bung phat nang,
viém than lupus nang, ton thwong than kinh
nang.

Azathioprine: lupus than (thw 2)

Biologic rituximab cho khc“)ng dap wng voi
diéu tri thong thwong trong ton thuo’ng
than, than kinh trung wong, gidm tiéu cau
(ITP), Thiéu mau tan huyét (AIHA).
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Viém cét song dinh khép
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Spondyloarthropathy
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Tiéu chuan chan doan SpA Amor

Inflammatory back pain

Unilateral buttock pain

Alternating buttock pain

Enthesitis

Fernpheral arthritis

Dactylitis (sausage digit)

Acute anterior uveltis

HLA-B27 —positive or family history of spondyloarthropathy
Good response to NSAIDs

1 point

1 point

2 points
2 points
2 points
2 points
2 points
2 points
2 points

*Dhagnosis of spondyloarthropathy with 6 or more points.
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Viém cét song dinh khép

NSAIDsS
Sulfasalazine
DMARDSs khac
Uc ché TNF

Etanercept

Infliximab

HO Pham Thuc Lan —Daihoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP HO Chi Minh



HO Pham Thuc Lan — Dai hoc Y khoa Pham Ngoc Thach — Bénh vién Nhan dan 115 — TP H® Chi Minh



Hwéng dan cia ASAS/EULAR 2008

| NSAIDs |
Education, -
exercise . .
Ih sii:a; | ‘ Axial Peripheral | | A
1y || disease disease n
therapy, | a
rehabilitation, ]| S
patient Sulfasalazine | : g l:
associations, | €|
. self-help groups : : [ s| | B
p group Local corticosteroids | : e
| . c | T
| TNF antagonists ! ol |y
| '
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Thang diem danh gia
dién tien bénh AS

Disease Activity Assessment
Index Metric

BASFI Disability Level

BASDAI |Disease Activity Level

BASMI Spinal Mobility

ASAS - IC| Composite Sum of Disease
Activity

BASFl = Bath Ankylosing Spondylitis Functional Index

BASDAI = Bath Ankylosing Spondylitis Disease Activity Index

BASMI = Bath Ankylo=sing Spondylitis Metrology Index

ASAS - IC = ASsessment in Ankylosing Spondylitis Improvement Criteria
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ASAS ASDAS

Assessment of Ankylosing Spondylifis Disease Activity Score
SpondyloArthritis

international Society

Back Pain [0-10]

Duration Morning Stiffness [0-10]
Patient Global [0-10] 9
Peripheral Pain/Swelling [0-10]

C-Reactive Protein (mg/l)

Erythrocyte Sedimentation Rate (mm/hr)

ASDAS-CRP
ASDAS-ESR

ASDAS disease activity states ASDAS iImprovement critena
Clinically
<1.3 <2.1 >3.5 Az1.1 Important
Improvement
. Moderate
Inactive
Disease
Disease

az20
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v

TBtiém an ()
TB hoatdong (-)

A. Khéidau
TSTor IGRA

Repeat/Rescreen

Co

Khdong .
{ B. Xquangnguc co

C.AFB dam
TB hoatdong

Khong

|

Diéutri TB it bieutri TB hoatdong
nhat1 thang

[y !

[ Bat dau diéu tri CPSH }
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