In a Two-Year Double-Blind Randomized
Controlled Multicenter Study, Chondroitin
Sulfate Was Significantly Superior to
Celecoxib at Reducing Cartilage Loss with
Similar Efficacy at Reducing Disease
Symptoms in Knee Osteoarthritis Patients
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OcIIKR XovopoiTivn
H xovOpoITivn €ival gia guOIKA oudia TTOU ATTavVTATAl
OTO OCWA Kal TTIOTEVETAI OTI CUMPBAAAEI OTN
OIOXETEUON VEPOU KAl BPETTTIKWY CUCTATIKWY OTO
XOVOPO
AVNKEl, OTTWG Kal N B¢€ikr) yAukolapivn oTa
Symptomatic Slow Acting Drugs for Osteoarthritis
(SYSADOA)
AIPOPOUUEVEC ATTOYEIC UTTAPYXOUV VIO TNV VOOO-
TPOTTOTTOINTIKA TNG dpACN KAl TNV £TTIOPACT) TNG OTOV
TTOVO KOl TNV avakou@Iion TwV CUUTTITWUATWY. Ol
odnyiec ACR 2013, OARSI 2014 KAI NICE 2013 d¢v
TN OUCTNVOUV.
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OARSI Guidelines forthe Non-surgical Management of Knee OA

Knee-only OA
without co-morbidities

*Biomechanicalinterventions
*Intra-articular Corticosteroids
*Topical NSAIDs

*Walking Cane

*Oral COX-2 Inhibitors
(selective NSAIDs)

*Capsaicin

*OralNon-selective NSAIDs
*Duloxetine

*Acetaminophen {Paracetamol)

Land-based exercise
Weight management
Strength training

Appropriate for all individuals

Water-based exercise
Self-mgmt and education

Recommended treatments*
Appropriate forthe following OA types:

Knee-only OA
with co-morbidities

Multi-joint OA
without co-morbidities

*Oral COX-2 Inhibitors
({selective NSAIDs)
*Intra-articular Corticosteroids
*Oral Non-selective

NSAIDs

*Duloxetine
*Biomechanicalinterventions
*Acetaminophen [Paracetamol)

*OARS! &' so recommends referral for consideration of open orthopedic surgery il more conservative treatment modalities are fo und

Ineffective,

Multi-joint OA
with co-morbidities




ACR 2012

Table 4. Pharmacologic recommendations for the initial
management of knee OA*

We conditionally recommend that patients with knee OA
should use one of the following:

Acetaminophen

Oral NSAIDs

Topical NSAIDs

Tramadol

Intraari

'e conditionally recommend that patients with knee O~~~
< should not use the following: >
Chondroitin sulfate P
Clucosammme—
Topical capsaicin
We have no recommendations regarding the use of

intraarticular hyaluronates, duloxetine, and opioid
analgesics

Hochberg et al. American College of Rheumatology 2012 Recommendations for the Use of Nonpharmacologic and Pharmacologic
Therapies in Osteoarthritis of the Hand, Hip, and Knee. Arthritis Care & Research Vol. 64, No. 4, April 2012, pp 465-474



‘ EULAR recommendations for knee and hip OA

Table 2 Final set of 10 recommendations based on both evidence and expert opinion

® The optimal management of knee OA requires a combination of non-pharmacological and pharmacological
treatment modalities
® The treatment of knee OA should be tailored according fo:

- Knee risk faciors (obesity, adverse mechanical factors, physical activity)
~ General risk fadors (age, comorbidity, polypharmacy)

— Level of pain intensity and disability

~ Sign of inflammation—for example, effusion

~ Location and degree of structure damage

® Non-pharmacological freatment of knee OA should indude regular education, exercise, appliances (sticks,
insoles, knee brocing), and weight reduction

® Paracetamol is the oral analgesic to try first and, if successful, the preferred long term oral analgesic

® Topical applications (NSAIDs, capsaicin) have clinical eﬂ:loucy ancrare safe

@

NSAIDs should be considered in patients unresponsive fo paracetamol. In patients with an increased
gastrointestinal risk, non-selective NSAIDs and effective gastroprotective agents, or selective COX-2 inhibitors
should be used

® Opioid andlgesics, with or without paracetamol, are useful alternatives in patients in whom NSAIDs, induding
COX-2 selective mhlbtlors are controlndloaied meffechve and/or poody tolercied

® |nira-articular injection of long acting corficosteroid is indicated for flare of knee pain, especially if
accompanied by effusion

® Joint replacement has to be considered in patients with radiographic evidence of knee OA who have refractory
pain and disability

Adapted with permission from Jordan et al.’
OA, Osteoarthritis; NSAID, non-steroidal anfi-inflammatory drug; COX, cyclo-oxygenase; ASU, avocado soybean
- unsaponifiable.

W Zhang, M Doherty. EULAR recommendations for knee and hip osteoarthritis: a critique of the methodology. Br J Sports Med
2006;40:664-669



European Society
for Clinical and
Economic
Aspects of
Osteoporosis and
Osteoarthritis
(ESCEO) 2014

O. Bruyéreetal. An algorithm recommendation
for the management of knee osteoarthritis in
Europe and internationally: A report from a
task force of the European Society for Clinical

and Economic Aspects of Osteoporosis and

Osteoarthritis (ESCEO). Seminars in Arthritis
and Rheumatism 44(2014)253—-263

BASIC PRINCIPLE AND CORE SET

Combination of treatment modalities, including non-pharmacological and pharmacological ]

[ therapies is strongly recommended

- Weight loss if overweight

Core set: - Information/Education
- Exercise program (aerobic, strengthening)

]

STEP 1: Background treatment

if sym rtomatic

R

OR
- Chronic SYSADOA: prescription glucosamine
sulfate and/or chondroitin sulfate + as
needed paracetamol

I
if still symptomatic ADD

Referral to physical therapist for:

if needed

(to control malalignment)

- Knee braces
- (Insoles)

if symptomatic ADTITION at any time

- Topical NSAIDs
(OR)
- (Topical capsaicin)

SASASNS

Walking aids
Thermal agents
Manual therapy
Patellar taping
Chinese acupuncture

N

TENS
"4

STEP 2: Advanced pharmacological management in the persistent symptomatic patient

if still or severely symptomatic

- Intermittent or continuous (longer cycles) oral NSAIDs

INCREASED GI RISK*
- Cox-2 selective NSAID
with PPI
- Avoid non-selective NSAIDs

NORMAL GI RISK

- Non selective NSAID
with PPI

- Cox-2 selective NSAID
(consider PPI)

INCREASED CV RISK

- Prefer naproxen

- Avoid high-dose diclofenac and
ibuprofen (if on low-dose aspirin)

- Caution with other non-selective NSAIDs

- Avoid Cox-2 selective NSAIDs

INCREASED RENAL RISK
- Avoid NSAIDst

¥Including use of low dose aspirin
tWith glomerular filtration rate <30 cc/min; caution in other cases

if still symitomaﬁc

- Intraarticular hyaluronate
- Intraarticular corticosteroids

STEP 3: Last pharmacological attempts
v

- Short-term weak opioids
- Duloxetine

- Total joint replacement
- (Unicompartmental knee replacement)

- Opioid analgesics




2KOTTOC TNG MEAETNG

[TpOKEITAI VIO PIa TTOAUKEVTPIKN, TUXAIOTTOINUEVN, OITTAN
TUPAN MEAETN DIAPKEIAG 2 ETWV.

2.TOXOlI :
EKTiHNON TNG VOOO-TPOTTOTTOINTIKNG OpACcNC TNG
O€lIKNC XovOPOITIiVNG EvVaVTI TNG OEKOLIUTING ME Baon
TNV ATTWAEIQ TOU OYKOU XOVOPOU
ETridpaon Tn¢ Bepatreiag oTa CUPTITWHATA TNG
VOOOU



MeBodOC

2upueTeixav 194 aoBeveic ue CUUTITWHPATIKA
TTPWTOTTAON ooTEOAPBPITIOO YOVATWY OTAdIOU 2-3
kKaTta Kellgren-Lawrence kal cuvodo0 UMEVITIOA.

n= 97 Chondroitin sulfate 1200 mg/day
n= 97 Celecoxib 200 mg/ once daily

AoBeveic upnAou KivoUvou yia KapdlayyeIakES R/kal
YOO TPEVTEPIKEC ETTITTAOKEC ATTOKAEICONKAV aTTO TNV
MEAETN.



Imaging — Radiography (X-ray)

Kellgren-Lawrence (KL) grading scale

Grade 1 Grade 2 Grade 3 Grade 4
CLASSIFICATION Normal Doubtful Mild Moderate Severe
Minute Definite Joint space
DESCRIPTION  No features of OA osteophyte: osteophyte: Moderate joint greatly reduced:
doubtful normal joint space reduction subchondral

significance space sclerosis



MeBodOC

O1 aoBeveic ekTipyndnkav o€ xpovo 0,12 pRvecg kai 24 Privec.
gMRI

0 ammwAEIa Tou OyKou Tou XOovdpou (cartilage volume loss
(CVL))

0 MEYEBOC TNG EKPUAIONG TOU PHUEAOU TwV o0TwV (bone
marrow lesion size (BML))

o TTaxog Tou upEva (synovial membrane thickness )
KAIVIKG : - oidnua TG apBpwaong

- UOPOPBPOC
EpwTtnuatoAoyia ( VAS, WOMAC )



G Blumenkrantz et al. Quantitative magnetic resonance imaging of articular cartilage in osteoarthritis GE uBrolupmeaenn
kCrealnlstz a entd a MI. aterials Vol. 13. 2007 (pages 75-86)

Wang YXJ et al . Non-invasive MRI assessment of the articular cartilage in clinical studies and experimenta
settings World J Radiol 2010 January 28; 2(1): 44-54




F.Eckstein et al. Quantitative MRI of cartilage and bone:degenerative changes in osteoarthritisyNMR Biomed. 2006;
19: 822-854




ATToTEAEONOTO

2 TATIOTIKQ ONUAVTIKA MEIWON TNS ATTWAEIOG TOU
OYKOU TOU XOVOpPOU TOOO 01O 1 £€T0C 60O KAl OTA 2
£TN OoTNV opada TToU eAAuPave BeIK XovOopoITivn.

12 months 24 months
medial
tibiofemoral p=0.017 p=0.013
compartment
global knee p=0.034 p =0.054




ATToTEAEONOTO

Agv TTapaTNENONKE WETABOAN
o Oute 010 TTAXOC TOU UMEVA
o Ourte oT1Ig AUCEIG TOU JUEAOU TWV OOTWYV

2 NUAVTIKA MEIWON OTNV ETTITITWON TWV A0BEVWV UE
oidnua TG apBpwang kKai UdPAaPOPO OTOUC 24 UAVEC
a2 51% oTtnv opada 1Tou EAaav XovopoiTivn
0 39% otnv oudada TTou EAaav oeAeKOCiUTTN



ATToTEAEONOTO

2.NUAVTIKN JEIWON TOU TTOVOU KaI OTIC 2 ONAOEC
aoBevwy oTouC 24 PUNVEC

a0 VAS  48% otnv opada 1Tou £Aae xovopolTivn
55% oTnVv opdda TTou EAa3e OEAEKOCIMTIN

a0 WOMAC 43% otnv opdada 1Tou €AaBe xovopolTivn
954% oTnV ouada TTou EAa3e OEAEKOCIMTIN



ATToTEAEONOTO

H ouvoAika nuepnoia TTpOcANWN avaAynTiKwyY
( GKETAMIVOPAIVN ) NTAV TTAPOMOIA KAl OTIC 2 ONADEC

o 584 mg/d otnv opada 1Tou EAaE xovopoITivn
0 472 mg/d otnv ouada TTou EAARBE OEAEKOCIMTTN

H epgpavion avemluuntwy cuuBauatwy NTav
TTAPOMOIa KAl OTIC OUO OUADEC



2UUTTEPAOCUOATO

YTrepoxn TNG B€IKNG XovOopoITivng oTNV EAATTWON TNG
£CEANIENC TWV OOMIKWYV BAaBwV TNC o0TEOQPOBPITIOAC
oTnVv ApBpwan Tou yovaTtog o€ oxEan PE TNV
oeAEKOCIUTTN

Tooo n B¢glikr) XovOpoITivi 000 KAl OEAEKOCIMTIN
EAATTWVOUV T CUUTITWHATA TNG VOOOU

H O¢iikr) xovOpoITivn UTTOPEI VO ATTOTEAECEI £va
PAPUAKO ETTIAOYNG YIA TNV JAKPOXPOVIA BEpaTreia TNG
ooTE0aPOPITIONC.



