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Lwa chon diéu tri gidm dau & bénh nhin Thodi hoa khép
c6 kém Hdi chirng chuyén hoa :
an toan va hiéu qua

GS TS V6 Tam — BSNT Vo6 Thi Hoai Hwong
Hdi Thap khép Hoc Hué.
Bd Mén Ni Trwérng Pai Hoc Y Duwgrc Hué.

NOi dung

* Tinh hinh Bénh d6ng mac, HC chuyén hod véi thodi hod khdp nhu thé nao?,
Lién quan giita HC chuyén hod va OA

* Diéu trj An toan, Hiéu qua bénh thoai hod khép vdi cach tiép can toan dién.
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i Thoai héa khép (Osteoarthritis — OA, Arthrose)
OSTEOARTHRITIS % |

a SERIOUS disease?
-------- R R R R B N L N B IR B

YES YES YES &

0A is COMMON &GRDWING—'

Affects

240 million
people worldwide

2Xihan ". ; Osteoarthritis Research Society International (OARSI): Past, present
OA limits LIFE and future 2021
et

R s 'ﬂ: - 240 triéu ngweri mac OA Y ki€n chuyén gia:
OA hasNOCURE—————— _ Ni¥>Nam 2[an - Tat cd moi ngudi
T ! "?'""“C‘E - 25% khong thé hoat déng binh thweng. can dwoc tw van
NO 2proseddrugs ( /RE’;_‘I'T'ORE - 80% c6 han ché khi di chuyén. vé hoat déng, tap
<% Houm— - -;"“'.';;"1'." - Ting nguy co: Bénh tim mach, BTD, THA va t¥ vong thé duc, quan ly

sieeesssssssesssssa-n----. - Cacthudcdiéu trico thé giam dau!!l, nhwng Can nang.
-"'EEE”M"E to the “F'E"ﬁ S + dweoc phé duyét d€ dw phong OA ? - MOt 56 co thé co
S i + dwoc phé duyét dé Iam cham tién trién OA ? lgi khi dung thuéc
soME - Phau thuit thay thé khé&p nhwng khéng khdi phuc hoéc tiém thudc

dwoc khép tw nhién. - S8 it can phéau

thudt

Eaais Himas MASTEE, Lotiss THoMA & LISDs Teusne

Thoai hoa khép lién quan dén tudi nén gan lién véi bénh dong mac !!!

d\fiumc satwatis pancreas
- heart problem s ?Ugar
.. Especially . h?s;hc:;é g
Metabolic e

and usually have

Comorbidities Syndromes

-
Aging

population
becomes
increasingly
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e IS Mivomarorocy ~ Cong bd gan
© 2015, American Colege of Rheumatc|ogy Fimproserive e wrietiodacy Prafesstenls ~
’ - day (2020)
Comorbidities in Osteoarthritis: A Systematic Review and Tap hop 42 nc
Meta-Analysis of Observational Studies cla 16 nuwdr,
Subhashisa Swain," & Aliya Sarmaneova,' @ Carol Coupland,® Michael Doherty," and Weiya Zhang’ '\j’(ﬂ cé’ méu
Total citations retrieved |n = 70,014) Io'n (70l0 14)-
SV (o Enan Bénh déng
Medline (Ovid) {n = 19,408} & Y
PubMed {n = 21,348} mac ket hdp
véi OA dang
Results. |n all, 42 studies from 16 countries (27 case-only and 15 comparative studies) met the inclusion criteria. |I.|'l.| Y Ia:
The mean age of participants varied from 51 to 76 years. The pooled prevalence of any comorbidity was 67% Pot qui’
(95% CI 57=74) in individuals with OA versus 56% (95% Cl 44-68) in individuals without OA. The pooled PR for any ) . ’ .
comorbidity was 1.21 (96% Cl 1.02-1.45). The PR increased from 0.73 (85% CI 0.43-1.25) for 1 comorbidity to 1.58 Loét da day

(95% C11.03=2.42) for 2, and to 1.94 (95% CI 1.45=2.58) for =3 comorbidities. The key comorbidities associated with \l’é
OA were stroke (PR 2.61 [95% Cl 2.13-3.21)), peptic ulcer (PR 2.36 [95% CI 1.71-3.27]), and metabolic syndrome . .
(PR 1.94 [95% C1 1.21-3.12)). HGi chirng

chuyén hod

Pooled prevalence (%)
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Trén nguwoi bénh OA,
Tuy thuéc loai hinh thiét ké
nghién ctru ( cat ngang,

bé&nh ching, thuan tép) cé
thé khac nhau.
Nhwng téng thé :
C6 bénh déng méac bat ky
- rat cao > 65%,
1 [ T

ngoai 1 bénh, 2 bénh, tir 3
Any Comorbidity One Comarbidity Twi Comorbidities Three or mone - - = . . .
I bénh déng mac tro l1én co
ty 1& kha cao : xap xi 30%

Prevalence (%)
¥ g &8 2 8 2 B 2 B

19

B Total MCrossSectional M Case Control B Cohort

OA duwoc Phan loai cac type nhw thé nao ?
( OA can be divided into subtypes? )

Cac type
OA c6 thé
gap?
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OA sau chan thvong

Mek Fain Frozen Shouier Gobers Elnaw Lower Back Pan HIp Probiems
Shoulder Impingements Tennis EDoW

OA lién quan dén tudi (Age-related)
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Metabolic Syndrome lién quan véi OA nhw thé nao?

IDAOPATHIC INTRACEAMNIAL
HYPERTEMSION

* Metabolic Abnormalities = “Disorder” of Energy utilization and storage.

/ Metabolic \

* Increases the risk of developing Cardiovascular disease. NONALCOHOUC / Syndrome \
FATIY LIVER DESEASE |/ D3n dé&n sire khoé \
swotosls HEART DISEASE |

* Abnormalities include; oy 4y \ ¥Au va ting do |

w DHABETLS

—omroia Y ndng cha bénh bao /
o= WTFLRTENSIOMN E'al'l'l cs O‘A /

o N

= Abdominal (central) Obesity
* [Elevated Blood pressure
= Elevated fasting Plasma glucose

= Abnormalities of Plasma lipids

from 1.

1f You SUE:LLY =i Get

HC chuyén hoa gay ra OA ??

Hdi chirng chuyén hod

2<0besity = Adipose tissues release adipokines into bloodstream
{induce proinflammatory factors and degradative enzymes)

2<Hyperglycemia = Local accumulation of AGEs
(toxic environment that facilitates OA pathogenesis)

2<Hypertension = Narrowing of blood vessel > Subchondral Ischemia
{alter nutrient exchange into cartilage & trigger bone remodelling)

< Dyslipidemia = Deregulation of cellular lipid metabolism in joint tissues
{initiate OA development)

Gop phéan vao bénh sinh cia OA !!!
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Hoi chirng chuyén héa va OA

Nguy co cua bénh OA géi

gia tang voi

ROAD study (Research on Ostecarthritis
Against Disability)
Wof knee ostecarthrilis Wf knee osteoarlhritis N=1,384; follow up: 3 years

Qdds ratic P Odds ratio sl
30 7 51

}—‘ ‘ OA zMetS
25 =

4 h =kE
20 - | o Red l
o""+‘
-4

15 A
/) Khéng thé téch rn
10 'd"
L -
5 . Pl 1 14
1 - ;
0 ..I. o " : | . |
0 1 2 =3 8] 1 2 23
Mumber of components of metabolic Humber of components of matabolic
syndroms synclrome
*p = 0.05,***p < 0.001
{Yoshimura O Cart 2012)
r A - r 3 LY
OA duoc Phén loai cac type nhu thé nao ?
L { OA can be divided into subtypes? )
Cac type
L OA PHENOTYPES
OA co the
-
gap?
Post-traumatic Metabaolic Ageing
‘: {acute or repetitive)
o - Age Young (<45 years) Middle-aged (45-65 years) Old (=65 years)

[ ] ’,.A Main causative feature Machanical strecs Mechanical strass, adipokinas, AGE, chondrocyta
hyperglycaemia, oestrogens SENeSCRnce
progesterone imbalance

~ Main site Knee, thumb, ankle, shoulder Knee, hand, generalised Hip, knee, hand
Intervention Joint protection, joint Weight loss, glycaemia control, lipid | Mo specific intervention,
stabilisation, prevention of falls, control, hormone replacemeant sRAGE/AGE breakers
- surgical interventions therapy

Adapted from Bijlsma, Berenbaum, Lafeber. Osteoarthritis: an update with relevance for clinical practice.
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Bénh déng méc la nguyén nhan hay hau qua cia OA ?

Comorbidities in 0A; a cause or consequence

Philippa Nicolson - Concurrent Session 9
Swain et al. (2020 Arthritis Care Res) found that B0% of individuals with OA have at least one
other chronic condition, which is 25% times higher than people without OA. People with OA
are 2.5 times more likely to have three or mare other long-term conditions than people
without DA. This review used UK clinical data to look at more than 200,000 people with DA
without DA. This review used UK clinical data to look at more than 200,000 people with 0A.

Mast common conditions reported by people with 0A were: back pain &85 hipertensicn
(s8] depression (30 Nand highieolesteral(20%] The same study found that certain

pain, cardiovascular diseases and depression. Mickelfetal|2020/) Comorb)analysed more
In & large analysis which included more than 1 million participants in total (Constantino de

Comorbidities can be both a cause and a consequence of OA. They should not be ignored, a5
theyincrease the impact of the disease itself, its presentation, prognosis and management.
We also have to shift away from disease specific interventions and focus on tailored
treatments adapted for the person asawhole.

WORLD OARSI
CONGRESS 2022

Congress report

2022

WORLD CONGRESS ON OSTEOARTHRITIS

INTERCOMTINENTAL BERLIN, GERMANY
CONVERGING TO ADVANCE OA RESEARCH

- Bénh déng mac ¢ thé la nguyén nhan va
cé thé |1a hdu qua cha OA,

- Bénh déng méac cé anh hwéng dén tién
lwong va quan ly diéu trj !1!

Diéu tri bénh thoai hoa khép

WHAT IS
YOUR
OPINION
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BASIC PRINCIPLE AMD CORE SET

: . sy ESCEO 2019.
l_w“""'d'“""‘_m - el . . - - i x e x - .
[ e e i Két ho'p diéu trj da mé thivrc , bao gém dlung thuoc va khong dung
' Pa sz L ] thuéc, gom can thiép cét 18i va dung thudc, qua 4 bwéec.

i o ey
[ TeEEEETT
l It symnptoamatic ADDITION 3t 3Ny Tive
o S yyrgEomats ADD TSN W - - g
: T Educations Weight loss/ Exercise
” o A " 4
SRSl "
e .,:: P £ b Ste 1 Paracetamol , TDpiC3|
SYSADOA
(Background e.g. GS and for CS NSAIDs
treatment)
Step 2 Oral NSAIDs IA-HA
(Use = based on )
[iape=d risk factors) 1A-Steroid

managemant]

Step 3

(Last pharmacological
attempts)

Step 4

(End stage Surgery

Weak opioids / Central analgesics

Opioid
analgesics

management &

. Ap dung vao thwc hanh 1am sang.
Trong thyc hanh Diéu tri nham vao cac

diéu tri dung thuéc  ton thwong cua OA ??
thwong st dung : |
+ NSAIDs,

+ Steroides

+ Nhém SYSADOA

( Symptomatic slow-acting
drugs for osteoarthritis)

(Glucosamin, ASU, f subchondral

bone

Diacerein)
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dieu tri OA thach thirc I1&n trong digu tri thoai hoa khép c6 bénh dong
mac, nén can tinh diéu trj vira hiéu qua vira an toan !!!

Cai thién chat
lwong séng Banh nhén ;

“Patients’ QOL” - cé bénh di kém (co-morbidities.)
¢é nguy co’ bién chirng ndng do diéu tri ma ra.

Bénh nhéan cé |
. ¥ METABOLIC SYNDROME
Metabolic Syndrome ,J '

**OA Treatment SHOULD NOT
increase risk of conditions above.

J
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T vong trén toan cdu ndm 2012, (WHO)

Comparison of the tap 10 causes of deaths
across income groups

Hypartersive | I
heart disease
1]

28 56 B4 112 140
Number of deaths

= ]
= Low income couniries

= . N
== | ower-micdle-income couniries

Hl Upper-migdla-income couniries

= High income countriss

Tang huyét ap & bé&nh tim thiéu mau cuc bd

BLOOD PRESSURE :
A SURROGATE MARKER FOR ISCHEMIC HEART DISEASE

Systolic blood pressure

B mt rimls-
256 a80—-89
.- - vears
128 ,t‘" - TO-T9
fi__.a-*" * J._,u—-”" : years
= &4 —| +‘f’ e o B80-69
. . - [ -
= 61 prospective observational é e - vears
studies > k= Iz +/__,#’4 -_/.’r 4| sose
+ 12.7 million person-yearsatrisk | & 2 - e e
* No threshold down to at least E % ’-6 /.,z-” /*-"4' 40 49
o 8 -
= - ,+,-'
= -
=1 -
= a -
4 *,M/

2 }/(

r I | [ I 1
120 140 LSy A RN

Usual systolic blocd
pressure (mm Hg)

Erpspaciive Slydies Colghargtion the [ gncal 2002
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Nguy co’ cia NSAIDs

Nguy co ctia NSAID din d&n nhdi mau co tim
cé lién quan v&i Tang huyét ép

Hypertension diagnosis

with without
(N = 3,672) (N = 4,682)
aOR* 9504Cl aOR* 959%ClI
ns-NSAIDs
Oral overall 1.56 136 -1.79 1.32 1.15 - 1.51

Parenteral overall 343 230-5.13 318 208 -487

= Taiwan’s National Health Insurance claim database.
+ ldentification of new AMI in 2 periods: 1-30 days (case) and 91-120 days (contral)
+ Comparaison of use of NSAIDs

Shau et al. BMC Cardiovascular Disorders 2012

Céc vin dé tim mach lién quan dén NSAIDs

NSAIDs & Heart attack:

N S A' D S {Meta-analysis of Observational Studies)
o | mewa
Naproxen 1.06 (0.94, 1.20)
| ncrease Celecoxib 112 {I.DU', 1.24]
Blood Presstire Ibuprofen 1.14 (0.98, 1.31)
Meloxicam 1.25(1.04, 1.49)
Diclofenac 1.38 (1.26, 1.52)
Indomethacin 1.40(1.21, 1.62)
Increase
: Etodolac 1.55 (1.186, 2.06)
Risk of CV problems
Etoricoxib 1.97 (1.35, 2.89)

Varas-Lorenzo C et al: Pharmacoepidemiol Drug Safe 2013: 22: 559-70.
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Céic cdnh bdo vé NSAIDs

Asa consequence,...

US-FDA & EMEA issued special warnings governing NSAID use in patient
with or at risk of CV disease.

FDA

NSAIDs may cause an increased risk of serious cardiovascular

thrombotic events, myocardial infarction, and stroke, which can be fatal.
This risk may increase with duration of use. Patients with cardiovascular
disease or risk factors for cardiovascular disease may be at greater risk

'EMEA [ B B
Contraindications to coxibs -

Established ischaemic heart disease, peripheral arterial disease and/or
cerebrovascular disease.

Special Wamings :

Patients with significant risk factors for cardiovascular events (e.g.

hypertension, hyperlipidaemia, diabetes mellitus, smoking) should
only be treated with coxibs after careful consideration

Cac nguy co’ ciia Acetaminophen

IAcetaminophen Increases Blood Pressure|in Patients With
Coronary Artery Disease

Isabella Sudano, MD#*; Andreas J. Flammer., MD*: Daniel Périat, MD: Frank Enseleit, MID:
Matthias Hermann, MD: Mathios Wolfrum, MDD, Astrid Hirt, RN; Priska Kaiser, RN: David Horlimann, MD:
Michel Neidhart, PhD: Steffen Gay. MD: Johannes Holzmeister, MD: Juerg Nussberger, MD:;
Pavani Mocharla, MSc: Ulf Landmesser. MDD Sarah K. Haile. Phl?: Roberto Corti, MD;

Paul M. Vanhoutte, MD: Thomas F. Liischer, MD: Georg Noll, MD; Frank Ruschitzka, MDD

—1 Placebo
5.0+ B Acetaminophen
*
N=33 p. with CAD = *
RCT — paracetamol 3g/d :IE: 2.5+
Evaluation at 2 weeks £
24h-ambulatory BP —-—
o 0
1]
3]
L
8 -2.5-
Systolic BP Diastolic BP
-5.0-
&
Fﬁfi{:ﬂ! ?:rim‘ Rt-‘_&:f-\:'ﬂ‘(fﬂ".ﬂﬂ llR‘l & hupediwwowe clinicolirials.gov, Unigue identifier: NCTOOS3465 Circulatlb"ﬁ
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Céc van d@ c6 thé gip véi Paracetamol, Opioid

Paracetamol N )
Opioid analgesic

Raise Blood Pressure in patients
with Coronary artery disease®

Poorly tolerated in older
patients (dizziness)

Mav increase risk of Cause more severe AEs

Heart Attack

e.g. increase in risk of
fracture = lead to death

*After 2 weeks of treatment; Dose 3 g/day

(Sudanol et al, 2010) Solomon DH et al, 2010

mot s6 mét trai khéng dwoc tién doan!!
( c6 nhiéu tdc dung phu cén Itu y va cd thé lam xdu di
Metabolic Syndrome )

[ | | |

~ ™ r a
has an effect on :
Increase in Blood Increase in Sodium level Increase risk of cl:i:'nt;ﬁ:ndi;::jni‘n
glucose levels Intraocular pressure (Combined with Nad in | Bleeding fi
the formulation | shellfish
L 4 . A \ .
Risky for Diabetic Risky TR _S-"Y.fO-TﬂlﬂEHB ggforputrenﬁ Risky for patients \
m.r - , \ Mmrg;:umnm with HTN or wha ﬂecem anti- \ mthsﬁen‘m‘sh ™
patients. /’ / fﬁd.'neydisense /

CAP NHAT CHAN BOAN VA BIEU TRI BENH LY NGUOI CAO TUC!




HOI NGHI KHOA HOC THUONG NIEN 2023
LIEN CHI HOI LAO KHOA TP.HO CHi MINH

Trong tinh hudng thwc té cha ngwei bénh OA

Aging
population
becomes
increasingly

Obesity
DM

and wsually
have
Comorbidities

Obesity
DM

Nephro-
pathy

Athero-
sclerosis

- 1 or more diseases

“Piéu tri bénh OA”

/&
Q Metabolic Syndrome
il

cA @& & - oo

k di kém véi Bénh khéc

oy

Khdéng lam x3u di bénh di kém
Should not worsen “Comorbidities”
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DIACEREIN POSTMARKETING ASSESSMENT:
A PROSPECTIVE OBSERVATIONAL STUDY ON THE EFFECTIVENESS

AND SAFETY OF DIACEREIN IN A REAL-LIFE SETTING

l. B. Belyaeva, on behalf of the DARIA Trial Investigators Group
MNorth-Wast State Medical Liniversity namad after 1. |, Machnikoy, Saint-Petarsburg, R
Saint-Patersbung State Healthcare Institution «25% City Clinic of Rheumatology=, Saint-Paetersburg, Russia

Table 2: Incidence of relevant concomitant diseases at baseline

Results

« 51 patients included, all took at least one capsule of 50 mg diacerein; e emce e
« 57 completed the trial; -- | s
All patients analysed in the Safety and Full Analysis Sets. Bl who L Lass ol
* Iy i Coronary arfery dissase and angina pactoris 1"
Arterial hypertanaion 8
Table 1: Demographice and basealine characteristics of patients Varicosa vaina 16
Other T
Characierietice f
Male, % 0.8 it 1: Distribulign of soneornlan dsaasis by System Organ Type Il diabetes melius 10
Gendar [——— e Cotnan ot Eanling Dyslipidacmia 8
3 ! Other 12
Aga fyears] Maan = 20 HO.F = B Miusculoskeletal and connective tissus disorders 58
BMI [feg/r} Mean + 5D 3267 Hand A - 38
Knes, 3 =y S'Iehgmemtmz [dystrophic) spinal disease gﬁ
OA disgnosis Hip, * 18 cr_ e
Knee and hip, % 2 Chmnlr: gastritie 16
Tima sinca OA Segnosis (years) Kinee, m?dla" 55 Duodanal ar gastric ulcer T
Hip, madian 12 Chron-c pancrea:ltrs 2
Grade |. ¥ 0 36
Grade II, M S8.7 5
KL grada fer knaa Grade I, 3% 43.3 Each patient could have more than one comor—iidity
Grade I, % a
Grade |, % 11,8 . 95% of patients at baseline had at least one comorbidity.
Grade Il, % 529 - i i idity.
L aradie for e OF e T7% of patients had at least one cardiovascular comorbidity.
Grade I, % 353
Grada I, % o

[ = . |

DIACEREIN POSTMARKETING ASSESSMENT:
A PROSPECTIVE OBSERVATIONAL STUDY ONM THE EFFECTIVEMNES
AND SAFETY OF DIACEREIN IN A REAL-LIFE SETTING

I. B. Belyaava, on behalf of the DARILA Trial Investigators Group
MNorth-VWeost State Medical University named after 1L L Mechnikow, Saint-Petersburg, Bussia:
Saint-Fatarsburg State Healthcare Institution 2587 City Clinlc of Rheumatology=-, Saint-Petersburg, Russia

Figura 2. Evolution of pain on walking and WOMAC Figure 3. Evaiution of pain medication intake
scores
100 7 ——
3 aH
25 o L
EU' s, == [ Panon walking f
: T T O WOMACA £ I NSAIDs
e 0 WOMACE H J
E B WoALe S O Paraceiamol
E EY O Total WONAC £ 10-
Table 3. Adverse events observed
ol o 0 Mo. patients with at
LI B IO I B K H 017 0 12 Occurrance of AE least ona AE Incidence, 3
Wieek Wack Diarhoea (severe at W12) 34.(1) 14(1) 23(2)
D sioncr dmatir Abdominal pain [severe at W12) 24 (1) 15(1) 25(2)
" peDMIR i Stucert et o e Witoaon ) " el [P el fest) All AEs [drug-relatad) 82 [70) 28 (25) 46 (41)
. AEs were mostly mild-to-moderate.
. Sigrificant impeovaments in pain, stfiness and physical functin were observed (p<0 D001 « No serious AEs were reported.
« In parallel, intake of NSAIDS and paracetamal significantty decreased fiom bassling to W12 by at least S0% (p<L01). = No aggravation of concomitant diseases was observed.

+ After 12 weeks of trestment with discerein, pain related I concomitant hand OA significantly improved p<0.001),
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Cac chon lwa diéu tri t6i wu hiéu qua va an toan
trén bénh OA c6 bénh déng mac !!!

OA patients

Obesity?

e
Pl
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mm Paracetamol

mm Paracetamol

= Diacerein == Diacerein g diacerein??

== Diacerein

' -~ Cﬁﬂ thigt —
Két luan Khi di&u tri bénh OA,

dé an toan c¢an khao

sat nhi¥ng bénh, digu
kién di kém trén
nglpdri bénh 11!

* Tréen Bénh nhan Bénh thoai hoa khdép (OA)
thwong co cac bénh khac di kem.

* Héi chirng chuyén hoa la nguyén nhan dan dén
bénh tim mach, tlr vong.

* Diéu tri bénh thoai hoa khép ( bang thudc) can
lwu y khéng 1am xau di bénh di kém ( nhat 1a hoi
chirng chuyén hod, bién chirng tim mach).
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