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Thoai héa khép: Co’ ché benh sinh
va trng dung trong diéu tri
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Thoai héa khép (THK): Ganh nang bénh tat Ié&n

- Bénh khép thuwérng gap nhét, tang theo tudi
- Ngay cang phd bién, dac biét & NCT
« WHO (2003): : | _
» Toan cau 9.6% nam va 18.0% nir >60 tudi  |FEE Em—- S THKgai
c6 THK co triéu chirng. i 4 _ o
 Nguyén nhan hang dau cta dau man tinh S e Nem
va tan phé ] "
« Mét trong 10 bénh gay tan phé nhat
+ 80% bénh nhan THK han ché van déng, 1/4
khéng thé 1am cac cong viéc trong sinh hoat
hang ngay.
+ Giam chat lwgng cudc song, tang nguy co
ter vong

7 7Y LE MAC MBI THK THEO V| TRi

hitp:#ww. WHO.intichp/topics/rheumatic/en/ Lancet 2018; 353: 1745-59
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THK: Hau qua cta nhiéu yéu té (Cac yéu té
nguy co)

Incidence of knee OA (1,000/person-year)
1 Obesity type |l
30 1
Obesity type |
Overweight

Normal weight

Reyes ef al, Arthrifis & Rheumatology, 2016

THK: Tén thwong bénh hoc

Ton thuong thoai giang sun khép tien trién kém theo su tang tao xwong
mei, gai xwong va nhirng thay ddi bénh ly cla tat ca cac cau tric quanh khop

. Thoai giang sun Inflammation

= et g ) O .i.“
. Viém mang hoat | R
it o -* S \.ﬂofiﬂha
] | '

Worrl catilege 040 i Surface abraskon Fibelatio Eroaicn
bypeiisariy

2 Matrix degradation

4. Ton thwong day ' e
chang » -

. Viém mé mé& ' A \.,
quanh khép

. Tén thuong sun o : : :
Chém . ‘ el i':’i.:?ranol- i ‘. {f Anabolisr

ADAMTSS
ADAMTSS

Hevrotin Y, 2018

JAMA. 2021;325(6)-568-578 Thoai héa khép anh hwéng téi moi cau triuc khép
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THK: Bénh ly da yéu t6

Cac yéu té nguy co: 1
1. Tudi cao, gidi (nlr>nam) . 2.

Yéu té di truyén

Thira cén/béo phi

Chén thwong/bénh khop ... Viém

Jaint Binchamical
biomechanics —‘J Jr pathways
Biemechanical and biochemical pathways

altered
Overload &
Instalhtlrn,- l

Trauma &
injury

Age

Gender

Cartilage degradation & 5B sclerosis
Pain and functional limitations of the jeint

11 i

Restoration of structural, biomechanical, and

Physical biochemical properties of the joint
activity/inactivity - 1 L

Inflammation

Obesity &
matabalism

Neurslogical
factors &
disorders

Genetics
Eplgenetics

Biomechanical and biochemical pathways
restored

==

Intrinzic repair
|
I ]

DMOADS Cells &
biomaterials

Extrinsic repair Biomolecules

F1000Research

Maéi lién quan giira stress
do tudi, lao héa va THK

Stress lién quan dén tudi:

* R&iloan chic ndng ty thé
Qua tai co hoc
Ngung/ldo hoéa chu ky té bao
Stress oxy hoa
Tén thvong AND

- Roi loan chuyén héa, chirc nang té

bao sun

* Sansinh chemokines, cytokine, protease,
growth factors

* Viém, dau; ton thvong AND, giang hda mé
dém, mat sun, thay déi xwong, ...

Nat Rev Rheumafol 17, 47-5

Changes

in tissues

LL_{-'-:: sinh-co' hoc 18n sun khép
Ré&i loan sinh hoc TB sun

[ Chemokines
CCL2, CCL4,
GROG

. TNF

i 1
* Macrophage
recruitment
* Inflammation
| ® Fdlr'l

TT sun, xwong, m. hoat dich

Co hoc = sinh hda hoc:
Proteases, cytokines (IL-1,
TNF, NO, ...)
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| Age-related stress
* Mitochondrial dysfunction
* Excessive mechanical loading
* Replicative senescence
* Onidative stress
* DNA damage
_—

Y
Y

b,
* Telomere d}ﬁfunrrnn
* SA heterochromatin

|‘rps3 | Tpn pr

[ Chondrocyte |

1

mewth factors ]
TGFJ, IGFBP

Pmuases.

MMP1, MMP3,

MMP10, MMP13,
| ADAMTSS, ADAMTST l

I

» ROS generanm | » Matrix temudelling-
= DMA damage = ECM degradation
| * Growth amest || * Camlage loss

kmes
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| | OSM. GM-C5F,

* Bone growth
= Osteophyte
formation

* Subchondral

L thickening
% )
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THK: Xu hwéng tién trién > DPau man tinh, giam/mat
chirc nang, anh hwéng toan than khac

Lrw-grace - 1
infiammalion 5 Syatemic effacts of
(ks i 7 1 OA-derhved inflammatary medisions
" se )
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Function
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Live time (years)

= Hau qua do bénh (tai ché, toan than)
» Hau qua do diéu tri/can thiép

Baosn J Basic Med Sci. 2022 Kne

Sacial

Piéu tri toan dién THK

Muc dich diéu tri: concerms spectatons
- Kiém soat triéu chirng (dau)
« Duy tri, cai thién kha nang van dong, giam tan phé
- Cai thién chét lwvong cudc séng
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Piéu tri ndi khoa THK:

khuyén

cao

Nhiéu khac biét gitra

paracetamol

Organization

Acetaminophen or

selective
Oral NSAID [Cox-2
Inhibitors)
Topical NSAID
Topical capsaicin

Oral NSAID-Non-

NICE 2014*

Tramadal

Opigids*

Duloxeting
Glucosaming
Cchondroitin

AADS 20137

OARSI 2019
[Knee, hip,
polyarticular)®

1A

ACR
2019(Hand,
Knee & Hip)*

SR [knee) CR (knee)

CR (hand) sl L,

{palyarticular)

Vitamin D

Intra-articular
corticasterolds
Intra-articular
hyalurenic acid

Platelet-rich plasma
stem Cell injection

CRA
(hand/knee)

ESCED 2019*

B

SR

Stromng recormmendation

Topical MSAID:

I-A Steraids

Oral NSAIDs
Topical NSAIDs
I-& Steroids (Imaging-fiuidance for Hip)

Acetarninophen

Trannadol

Chondroitin

Conditionally

ACR 201 9 recommended

ESCEO" H
kinh té trong

Duloxetine

\ Topical Capsaicin /

Strangly

recommendad

THK v

OARSI: Hai nghién ¢

Arthrifis Care &

First-line

treatments

treatments

treatments

treatments

Strongly againt

QARSI

Physical assessment (as needed)

4

= Arthritis information and/or education
# Structured exercise programmes

* Tapical NSAIDs

= Non-selective NSAIDs

= Non-selactive NSAIDs with PPI

= COXZ inhibitors

# Intra-articular corticostercids

* Aquatic exercise, gait aids,
self-management programmes

= |AHA
= CBT with exercise

Ineand usive

= Arthritis information and/or education
* Structured exercise programmes

|

* Referral to health professionals plus
physical therapy

* 5YSADOAs (pharmaceutical grade
glucosamine sulfate and/or chandroitin
sulfate)

* Low-dose, short-term paracetamol

* Topical NSAIDs for persistent symptoms

|

= Oral non-selective NSAIDs with PPI

» COX2-selective drugs and
non-selective NSAIDs

# Intra-articular corticosteroids and/or
1AHA

|

* Short-term, weak cpioids
* Duloxetine
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Kiém soat dau trong THK: Thuc té st dung

Pain Pharmacotherapy in a Large Cohort of Patients with Osteoarthritis: A Real-World
Data Analysis

Analgesic use in the first-year post-diagnosis during 2013-2018 and among the entire OA cohorr in 2018
Pharmacological  First year post-diagnosis OA patients during 2018

group Incident cases Days Prevalent cases Days > 1 type of

N 483 covered, IQR N = 180,126 covered, IQR  medicarion n (%)

39, 17-100

20, 10-34
Topical NSAIDs 3,585 (20.13 0, 2 32, 35° 10, 10-20

('..'l}'.l_it:-jds 3, 54 22, 10-45 41,230 (22,899 27, 10-72
Paraceramol 3.074 (1¢ 3, 10-30 : b 3, 10-30
- NSAIDs Ia nhém thudc dwoc sir dung phd bién nhit dé kiém soat
triéu chirng trong THK

Rheumatol Ther (2021) 8:1129-1141

Kiém soat dau trong THK: Hiéu qua cac liéu phap
thwéong dung

» Paracetamol (don thuan): _ _
« it hieu qua 4 i R
= Opioid (tramadol/codein):
= Dung nap > ty Ié ngung cao
(drop out), tang nguy co té nga,
ttr vong (> NSAIDs)
= NSAIDs . ¢

. I i . .’
= Hiéu qua >> paracetamol *S"%0 %5 20 25 30 35 40 45 50 55

0 Vé'n dé an toan Probability of dropping out due to adverse events (%)
= Duwdng thoa ngoai/udng

Cochrane Database of Systematic Reviews 2018 BMI. 2021; 375: n2321
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NSAID thoa ngoai da trong cac hwéng dan diéu tri méi

Topical NSAIDs for acute pain: a meta-analysis

Consensus recommendations for managing op ¥ Jiyme E Edwards, Sheena Derry
OA pain with topical NSAIDs in Asia-Pacific

Box 1. Asia-Pacific expert group consensus statements on use of topical NSAIDs in musculoskeletal pain.

e recommended as a first-line intervention for mild 12
sociated with muscu jetal disorders
opical NSAID: parable effi ith oral NSAIDs in ter
of acute and , mild to
2n local areas are affected
of therapeutic ultrassund enhances bocal penetration and absorptio ical NSAID gels,

Fagy applcation
Frashs

Hpid penetietion

BMC Fam Pract. 2004 May 17;5:10
Pain Manag. 2018 Mar,8(2)-115-128 Vroninks P., Poiraud T. Sport Med® 1994

Etoricoxib 60 mg/d (n=253)
Diclofenac 50 mg x 3/d (n=258)

in
I

in Pain Level, mm

Mean Change From Baseline
LS Mean Change *SE, mm

P=NS5 hetween active Trearmenfs
TT1 1171 T T T Tamzl T

SR24 8 12 16 26 iTime- Time-
weighted weighted

NSAID Washout Weeks Weeks average average
_ b - i i over ar
Period Postrandomization Fostrandomization 81 o e

Etoricoxib A Celecoxib +# Placeho
0- to 100-mm WAS [0=no pain to 100=extreme pain).; P=MS etoricoxib vs diclofenac. 30_';133 20_02?69 {n_1 26]
Adapted from Zacher J, et al. Curr Med Res Opin. 2003;19(8):725-T36. [n_ } {I'I— :'
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Non-steroidal anti-inflammatory drugs in the pharmacological
management of osteoarthritis in the very old: prescribe or proscribe?

« Céac khuyen cao qudc té (EULAR, ACR, ESCEO AEG, . )khong
khuyen cao phai tranh dung NSAID cho ngwm rt cao tudi (néu khéng
c6 cac chéng chi dinh va cac bénh déng méc ndng)

» Nén han ché st dung, song ¢o thé chi dinh & bénh nhan THK dau dang
ké, kém dap (rng cac bién phap khac va xét thay néu loi ich vuot troi
nguy co

NSAIDS in the very Old : Prescribe or Proscribe?

s Osteoarthritis (OA) in the very old is a serious disease leading to loss of independence, frailty,
and excess mortality. Quantitative data from clinical trials and population-based observa-
tional studies on the risk of NSAID-related side effects allow the prescriber to provide more
accurate information to each patient. If there is no contraindication, the decision to initiate
NSAID therapy in a very old OA patient should be made in a shared manner, with the patent
fully informed of the risks.

Ther Adv Musculoskelet Dis. 2021 Jun 18;13:1759720X211022149

Sr dung NSAID & ngui rat Ion tubi?

Etoricoxib improves osteoarthritis pain relief, joint
function, and quality of life in the extreme elderly

Comparison of WOMAC scores before and after treatment with etoricoxib

Iu fore l|l]||ll|\|| After etoricoxib

WOMAC N j . ~ . Y
Median l%m = Minimum-maxinmum Median Range: minimum-maximum

Main I8 (0-35) 4 (0-24) <0001
Disability 805 (0-147) 385 10-134) 0020

Stiffness ! {0-20) 2 li]-l"' 0.068

WOMAC: Western Ontario and McMaster Universities Osteoarthritis Index, The p value was calculated using Wilcoxon Signed-rank test

Bénh nhan THK trén 75 tudi (85.9 +3.9; 79-96 tudi), kém dap (rng v&i NSAIDs hodc cac
thudc gidm dau khac = chuyén dung etoricoxib 60 mg/ngay. Panh gia hiéu qua sau 4 tuén
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Tinh an toan trén tiéu héa cua NSAIDs trong diéu tri
THK: Coxib wu thé ho'n ns-NSAID

Risk rafi
WH, random, 858 CI

Coxib  NSAID+PPI Risk rafn
Sudporsubgroup  Events Total Events  Tolal Waight NHH, random, 5% CI

Chanef af [24] 3 0B 6 86 4% 062{0131.80)
Chan ef af, [24] T 149 143 4% 0OTH030 202
Chan ef af [23] N NG W W N2 070042 1.1
Chan et af [22] 3R]\ 19 246 MBs  0200.20, 047
Goldsten of a1, [26] 446 50 48 Max LA1{073 169
Lai gtal [27] § 10 T2 13 0584047, 1.0

Toial (96 ) 3108 110005 081034, 1.09)
Tota evens 108 0t

Heterogenaityzi? = 0.36; 1= 2.4, o= (P= 0.0003);/* = 70%

Tast for overall affect: 2= 1,67 [P=004)

=
=
@

| — Etoricoxib 260 mg [n=3,142)
e Thutic NSAIDs khang chon loc (n=1,528)

ENELY,
nguy co’
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5 I[:' T T T T T
180 2n 360 450 540 Naay diku tr

Il
T
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Coxib NSAID+PPI

Phdn tich gép 10 NC trén BN Thodi héa khdp, viém khép dang thdp,
dau that lwng man N= 4,930).s0 sanh etoricoxib (Arcoxia) vdi tNSAIDs
{Naprocen 1,000mgy

Drugs & Aging (20189) 36 (S Hunt, Am

Dose Odds Ratio (95% Confidence Interval)

Risk of acute myocardial infarction during
use of individual NSAIDs: A nested case-
control study from the SOS project

Past use of any NSAID :
Low [<0.E PDOYDDD)
Celecoxib  Mormal (0.8 - 1.2 PDOYODD)

High [> 1.2 PDD/DOD)

Adjusted risk estimates for AMI in
current users for dose of use of
individual NSAIDs in three databases
pooled (THIN, IPCI, PHARMO), using
past use

of any NSAID as common reference
group. PDD, prescribed daily dose;
DDD, defined daily dose

Khéng c6 NSAID nao tuyét doi
an toan trén tim mach, dac biét
khi dang lieu cao

PLOS ONE 13(11): e0204746 (:

Diclofena:

Ibuprafen

Meloaicam

Low [=0.8 PDO/DDD)
Marmal (0.8 - 1.2 POD/DOD) A
High [> 1.2 PDD/DDD)

Low (<018 PDOYDDD)
Wormel (0.8 - 1.2 PDD/DDD)

High [> 1.2 PDD/DDD)

Low [«0.8 PDO/DDD) <

Wormal (0.8 - 1.2 PDD/DDD) o
High [> 1.2 PDO/DDD)
Low [<0.5 POOYDDD) -
Wormal (0.8 - 1.2 PDO/DDD)
High [» 1.2 PDD/DDD)

Lew [=0.8 PDOYVDDD)
Normal (0.8 - 1.2 POOYDDD)
High [= 1.2 PDD/DDD) 4

Q

Odds Ratio [95% Cls)
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Piéu tri ndi khoa THK gbi:

Cac liéu phap diéu tri hé tro

Piéu tri “co’ ban” bénh THK?

« Nhu cau vé diéu tri “nén”, dai han, an toan, hiéu qua “thay dbi bénh”?
« Can phan biét thubc (c6 mét sé div liéu TNLS) va thwe phdm bd sung

« Cac thubc chéng thoai hoa tac dung cham? (Symptomatic Slow
Acting Drugs for OA, SYSADOA)
1. Glucosamine sulfate/Chondroitin
2. Avocado-soybean unsaponifiables (ASU)
3. Diacerein
=> Lwa chon tuy theo churng cwr (tie NCLS), co dia BN, dung nap
« Khéng thong nhat gitra cac khuyén cao (chi yéu do cac chirng cur
khac biét nhau tir nhiéu loai san pham khéng déng nhéat)
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Piéu tri THK: Tac dung déng van cta NSAID va
SYSADOA?

i B

l. v
B
|
N\ ﬂ

‘ | |
_d | y

¥+ The total WOMAC scores of both groups significantly

|,- B
g ¥

declined, being lower in the combination group.
» BGP and OPG levels rose, especially in experimenta
group
F CTXAI, COMP, and RANKL levels decreased, particularly
: in experimental group.

Sun ct al, Jaurmal of Orthopacdc Surgery and fesearch  (2020) 15:130 Journal of Orthopaedic i = i T
e 10,1186 /51 301 B-020-01648-2 Surgery and Regea,-ch IGF-1; and FGF-2 levels increased, especially in
1Lal group.
RESEARCH ARTICLE Open Access g 5, particularly experimental group, had
decreased levels of IL-1@, IL-17, IL-18, TNF-a, MMP-3,

Repairing effects of glucosamine sulfate in MIMP-S, and MIMP-13
Comblnation With etOI‘ICOXib On articular # NO and LPD levels reduced, being lower in experimantal

group

cartilages of patients with knee osteoarthritis it

J Orthop Surg Res

W Carticestines Conmal K14 Maa Dt 534 M i o

» Corticosteroid tiém ndi Kho'p (Cochrane R
review, 2006, 2015) Ao e T
+ CS ndi khép giam dau tét trong 2-6 tuan: e R
hiéu qua co tinh chdt ngan han; ittac dung  EEEeeAerIrEt el '
phu - hiu ich trong dot tién trién c6 phan S———c
trng viém/tran dich khép ;".mu’“

+ Khéng tiém nhac di nhac lai qua nhiéu lan —-—w-e < ampese

SHT R 0221 044, i

» Acid hyaluronic (Cochrane review, 2006)
* Tac dung cham hon, song keéo dai hon TN
corticoid néi khép, tac dung phu hiém lll
+ Co nhiéu loai, tly theo dang tuy trong luong ‘ -
phén t&r, dang bao ché: liéu trinh 1-3-5
lan/dot

Tastfr subqr p Bfkeancas: Chit= 1655, = 1 (P e D0 P 11.7%

L
11 ‘f

Jini 2 et al Int nigs. > CAc tha thuat tiém ndi khép can dwoc thue hién tai
C ( ) . cac co' s¢' y té dam bam dieu kién va an toan

Joint Bone S
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Cac liéu phap sinh hoc - té bao

* Ngay cang dwoc cong chirng quan tam )
* Chung cur khdng thong nhat, chwa duoc khuyén cao thwong qui

MESENCHYMAL STEM CELLS

IONE MARROW
i

F . . '_. " L ..
I ' 4 CONCENTRATED
i =" iicatios
H UYEt tU’O’ng B I INJECTIVE EARLY OA TREATMENT

giau tiéu cau )
tw than (PRP) - ._ Liéu phap te bao
L. » goc (tr mé mé,
'ﬁ. j trung moé)
D
The Journal of Arthroplasty xxx (2018) 1e5
Knee Surg Sports Traumatol Arthrosc. 2016 Jun;24(6).1775-83.

J Knee Surg 2019:32:37-45

KET LUAN

* Thoai hda khép — bénh ly rat thwo'ng gap, dac biét & NCT, nguyén
nhan hang dau dau man tinh va tan phé

- Ton thwong sun tién trién kém ton thwong toan bd cac cau tric
khé&p dan dén giam va méat dan chirc nang

« Bénh Iy da yéu to, qua trinh bénh ly ngoai ton thu’o’ng sinh co hoc
con co vai trd cla cac yeu t6 sinh héa hoc, viém va nhiéu yéu tb
khac; doi héi tiép can diéu trj da mé thire

« Cac bién phap diéu tri ndi khoa chu yéu gom sy két ho’p ho’p ly,
an toan cac liéu phap giam dau (trong dé cé NSAIDs) va cac liéu
phap diéu tri hé tro khac.
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Living better, ageing well

Cam on
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