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Propositions and strength of recommendation (SOR) — order according to topic (risk
factors, clinical, subsets, differential diagnosis, images and laboratory tests)

No. Proposition LoE SOR (95% CI)
1 Risk factors for HOA include female sex, increasing age over 40, menopausal status, family history, obesity, higher  Ib-llb 69 {54 o B4)
bone density, greater forearm muscle strength, joint laxity, prior hand injury and occupation or recreation-related
usage.
2 Typical symptoms of HOA are pain on usage and only mild morning or inactivity stiffness affecting just one or Ib 85 (17 to 92)

a few joints at any one time; symptoms are often intermittent and target characteristic sites (DIPJs, PIPJs,
thumb base, index and middle MCPJs). With such typical features, a confident clinical diagnosis can be made
in adults aged over 40.

3 Clinical hallmarks of HOA are Heberden and Bouchard nodes and/or bony enlargement with or without deformity lb—V B0 {69 to 90)

ieg, lateral deviation of |PJs, subluxation and adduction of thumb base] affecting characteristic target joints
(DIPJs, PIPJs, thumb base and index and middle MCPJs).

4 Functional impairment in hand OA may be as severe as in rheumatoid arthritis. Function should be carefully 11 57 {42 o 73)
assessed and monitored using validated outcome measures.

5 Patients with polyarticular HOA are at increased risk of knee OA, hip 0A and OA at other common target sites lla-Ib 771 (62 1 92)
igeneralised OA) and should be assessed and examined accordingly.

6 Recognised subsets with different risk factors, associations and outcomes (reguiring different assessment and lla-Ib 68 (56 to 79)

management) include IPJ OA {with or without nodes), thumb base OA and erosive 0A. Each may be symptomatic
or asymptomatic.

1 Erosive hand OA targets IPJs and shows radiographic subchondral erosion, which may progress to marked bone lla-1b 87 {81 to 93)
and cartilage attrition, instability and bony ankylosis. Typically it has an abrupt onset, marked pain and functional
impairment, inflammatory symptoms and signs (stiffness, soft tissue swelling, erythaema, paraesthesiag), mildly
elevated CRP levels, and a worse outcome than non-erosive IPJ OA.

8 The differential diagnosis for HOA is wide. The commonest conditions to consider are psoriatic arthritis (which may  |b—llb 81 (73 o B8Y)
target DIPJs or affect just one ray), rheumatoid arthritis {mainly targeting MCPJs, PIPJs, wrists), gout (which may
superimpose on pre-existing HOA), and haemochromatosis (mainly targeting MCPJs, wrists).

9 Plain radiographs provide the gold standard for morphological assessment of HOA. A posteroanterior radiograph of lb—llb B7 (81 o 93)
both hands on a single film/field of view is adequate for diagnosis. Classical features are joint space narrowing,
osteophyte, subchondral bone sclerosis and subchondral cyst, and subchondral erosion occurs in erosive hand OA.
Further imaging modalities are seldom indicated for diagnosis.

10 Blood tests are not required for diagnosis of HOA but may be required to exclude coexistent disease. In a patient [b—IIb 18 (63 o 92)
with HOA who has marked inflammatory symptoms and/or signs, especially involving atypical sites, blood tests
should be undertaken to screen for additional inflammatory arthritides.

CRP, C-reactive protein; DIPJ, distal IPJ; IPJ, interphalangeal joint; HOA, hand ostecarthritis; Lo, level of evidence (see table 2 for further details), presented in range upon
components assessed; MCPJ, metacarpophalangeal joints; PIPJ, proximal IPJ; SOR, strength of recommendation on visual analogue scale {0~100 mm, 0 = not recommended at all,

100=fully recommended).
Ann Rheum Dis 2009;68:8—-17. doi:10.1136/ard.2007.084772



Target sites of involvement with hand
osteoarthritis (HOA),erosive OA,

psoriatic arthritis, rheumatoid arthritis
and haemochromatosis.

Psoriatic arthritis — Psaoriatic arthritis —
DIPJ pattern dactylitis pattern

(arthritis, osteitis, Rheumatoid arthritis Haemochromatosis
adjacent peri-articular

Ann Rheuni-Disw2009;68:8-17. doi:10.1136/ard.2007.084772



EULAR evidence-based recommendations

for the diagnosis of knee osteoarthritis.

RESULTS:

Recommendations covered the definition of knee OA and its risk factors,
subsets, typical symptoms and signs, the use of imaging and laboratory
tests and differential diagnosis. Three symptoms (persistent knee pain,
limited morning stiffness and reduced function) and three signs (crepitus,
restricted movement and bony enlargement) appeared to be the most
useful. Assuming a 12.5% background prevalence of knee OA in adults
aged > or =45 years, the estimated probability of having radiographic knee
OA increased with increasing number of positive features, to 99% when all
six symptoms and signs were present. The performance of the
recommendations in the study populations varied according to the
definition of knee OA, background risk and number of tests applied.

CONCLUSION:

10 key recommendations for diagnosis of knee OA were developed using
both research evidence and expert consensus. Although there is no agreed
reference standard, thorough clinical assessment alone can provide a
confident rule-in diagnosis

Ann Rheum Dis 2010 Mar;69(3):483-9
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Experts’ propositions developed through three Delphi rounds—order

according to topic (general, non-pharmacological, pharmacological,
invasive, and surgical)

SOR (95% Cl]
Mo Proposition VAS100 A-B %)
1 Optimal management of hand OA requires a combination of non-pharmacalogical and pharmacclogical treatment 95 (92 to 98) 100
modalities individualised to the patient's requirements
2 Treatment of hand O should be individualised according to localisation of Qi risk foctors [oge, sex, adverse Bd (76 to 92) 92
mechanical fackors); type of OA [nodal, erosive, traumatic); presence of inflammation; severity of structural change;
level of pain, disability and restriction of quality of life; comorbidity and co-medication [induding OA at other sites);
and the wishes and expectations of the patient
3 Education concerning joint protection [how o avoid adverse mechanical foctors) together with an exercise regimen 59 (45 to 74) 38
[imeolving both range of metion and strengthening exercises) are recommended for all patients with hand Cia
4 local application of hedt (for example, paratiin wax, hot pack), especially before exercise, and ultrasound are
beneficial treatments
Cwverall 56 (40ta 71) 33
Heat 77469 to BS) 7
Ultrasound 25 (1510 34) 0
5 Splints For thumb base OA and orthoses ko prevent/correct lateral angulation and flexion deformity are &7 (57 ta 77) &9
recommended
é local treatments are preferred over systemic treatments, especially for mild o moderate pain and when enly a few 75 (68 to 83) Bé
joints are affected. Topical NSAIDs and capsaicin are etfective and sale treatments for hand O
7 Because of its efficacy and safety paracetamal [up to 4 g/day) is the oral andlgesic of first choice and, iFsuccesshul, is 87 (78 to $4) 92
the preferred long term aral analgesic
B Oral NSAIDs should be used at the lowest elective dose and For the shortest duration in patients who respond B1 (74 to BB) 100
inodequately to paracetamol. The patient’s requirements and response to treatment should be re-evaluated
periadically. In pafients with increased gastrointestinal risk, non-selective NSAIDs plus a gastropratective agent, or a
selective COX-2 inhibitor (coxib) should be used. In patients with increased cardiovascular risk, coxibs are
contraindicated and non-selective MNSAIDs should be used with caution
¢ SYSADOA (for example, glucosamine, chondroitin sulphate, avocado soybean unsaponifiables, diacerhein, intra- 43 (48 to 74) 49
articular hyalurenan) may give symptomatic benefit with low toxicity, but effect sizes are small, suitable patients are
not defined and dlinically relevant structure medification, and pharmaceeconamic benefits have not been established
10 Intra-articular injection of long-adting corticostercid is effective for painful lares of OA, especially &0 (47 to 74) 44
rapeziometacarpal joint OA.
11 Surgery [for example, interposition arthroplasty, osteatomy or arthrodesis) is an effective treatment for severe thumb 48 [56 to 79) 62

base OA and should be considered in patients with marked pain and/or disability when conservative treatments
heve failed

SOR, strength of recommendation; VAS, visual analogue scale; OA, esteoarthritis; NSAIDs, non-stercidal anti-inflammatory drugs; SYSADOAs, symptomatic slow
acting drugs for ostecarthritis,




Evidence of efficacy—pooled effect size (ES) and number
needed to treat (NNT) for hand OA

Studies
No of studies ES i ES%nction NNT

Intervention* level*  (patients)  Duration 95% Cl| (95% Cl| 95% Cl| References
Educdtionsexercise vOA b 1 (40) 3 manths - - 2(1to 4) 19
information
Splint (full v herk| I 2 (47) | week 04400210 1.28) - 421013 21,22
M SAIDs I 2 (654) 2-4 wenks 0.40(0.20 to 0.40) 017(-003100368) 3(2tad) 3,4
Topical NSAIDs I 2(131) 2-3 haurs 077103210 1.22) - NS 25
Topical capsaicin la 20318 4 wedks - - 32105 2%
Chendrotin sulphate b 1 (92) 3 yoars - - NS 7
Chondrottin palysulphate b 1300 3yeors - - Bldo1ss) 77
|A corticoseroid b 1 (40) 24 woeks M3 NS N3 28
Surgery lo 7(384)  3-66 months

T+RTI/IA v T -017(-057t0024) 003(-0.37to 0.44] NS i

TR vT+A -03(-107w04d) - - fil

*Compared with placebo, unless oherwise daled; tsee table 1 for definitions

No, number of shudies; ES, effect size of treatment compared with placebo unless otherwise dated; NINT, number needed fo treat b abtain moderate b excellent meore
than 50%) pain relief or symplomatic improvement =, net available; NS, not significant; T, trapeziectomy; R, ligament reconstruction and tenden inferpasition; (A,
interpesition arthroplasty; TR, total joint replacement,

Ann Rheum Dis 2007;66:377-388 do0i:10.1136/ard.2006.062091



Evidence of safety—pooled relative risk (RR) or odds ratio (OR)* and 95%

confidence interval (Cl)

Interventiont Adverse events RR/OR (95% Cl) Evidence References
Paracetamal Gl discombart 0.80 (0.27 t0 2.37) RCTs 48

Gl perforation/bleed 3.40 (2.40 o 5.10) Case-confrol study 49

Gl bleeding 1.2(0.8 0 1.7) Case-confrol studies 50

Renal Failure 25(1.7 b 3.8) Case-contral study 51

Renal Failure Q.83 (0.50 10 1.39) Cohort shudy 52
Topical MSAIDs Gl events 0.81 [0.43 to 1.54) RCTs 25

Gl bleed/ pertoration 1.45 [0.84 to 2.50) Casa-contral 42
Glucosamine sulphate preparations Ay 0.97 (0.88 to 1.08) RCTs 53
Dicicerhein Diarrhoea 3.98 (2.90 to 5.47) RCTs 54, 55
MSAIDs Gl perforation/ulcer/bleed 535 (1.79 t0 14.10) RCTs 54

Gl perforation/ulcer/bleed 270 (2.10 to 3.50) Cohart studies 5é

Gl perforafion/ulcer/bleed 3.00 (2.70 to 3.70) Case-confrol studies 56

Gl profective strategies versus NSAID

Ann Rheum Dis 2007;66:377-388 do0i:10.1136/ard.2006.062091

alone
H2 blocker+MNSAID Serious Gl complications 0.33 (0.01 to 8.14) RCTs 57
Symptomatic ulcers 1.44 [0.06 to 35.53) RCTs 57
Serious CV or rendl events 0.53 [0.08 to 3.44) RCTs 57
PPI+MSAID Serious Gl complications 0.44 [0.07 10 2.92) RCTs 57
Symphamatic ulcers 0.09 (0.02 to 0.47) RCTs 57
Serious CV or rendl events Q.78 (0,10 to &.26) RCTs 57
Misoprostol-MNSAID Serious Gl complications 0.57 (0.36 t0 0.91) RCTs 57
Symptomatic ulcers 0.34 [0.20 to 0.47) RCTs 57
Serious CV or rendal events 1.78 [0.26 to 12.07) RCTs 57
Diarrhoea 1.81 [1.52 to 2.61) RCTs 58
COX-2 selective Serious Gl complications 0.41 [0.34 10 1.10) RCTs 57
Symptomatic ulcers 0.41 [0.246 to 0.465) RCTs 57
Serious CV or renal events 0.95 (0.55 to 1.464) RCTs 57
COM-2 specific [coxibs) Serious Gl complications 0.55 (0.38 to 0.80 RCTs 57
Symplamatic uleers 0.49 (0.38 1o 0.62) RCTs 57
Serious CV or rendl events 1.19 [0.80 to 1.75) RCTs 57
Surgery
T+LETI/ 1A v T Any 212 (1.24 10 3.60) RCTs 29
TIR v T+HA Ay 500 [0.26 to 95.02) RCTs 29

*RR was caloulated for an RCT or cohort study and OR was for o cose-contral study. RE [or OR) = 1: no diference between treatment and contral; RE [or O )= 1: more
risky with trectment; RR =<1: less risky with reatment. The resulls were pooled if mare than ane study was involved; Teompared with placebo /non-exposure unless
otherwise sioted.

Hz-blockers, histamine type 2 receptor antagonists; PPls, pratan pump inhibitors; Gl, gastraintestingl; CV, cardiovascular; CNS, central nervous system; T,
trapeziectomy; LRI, ligament reconstruction and tendon interposition; 14, inkerposiion arthroplasty; TIR, total joint replocement,




. «ZUYKPLTIKN Edappoyn Twv
Bepanelwv tTnC ooteoapOpitidoc»
2uvTnpNTKN Bepameia:

TIWC KOIL YLOTL;

1. I2XIO-TONATO

-V




Osteparthntis and Cartilage (2008) 16, 137162

© 2008 Ostecarthritis Research Society International. Published by Elsevier Ltd. All nights reserved.
doi:10.1016/]joca.2007.12.013

T International @r
Osteoarthritis ‘ c R s Cartlage 7 OSTEOARTHRITI
and Cartilage Sty OA

OARSI recommendations for the management of hip and knee

osteoarthritis, Part |l: OARSI evidence-based, expert consensus

guidelines

W. Zhang Ph.D., R. W. Moskowitz M.D., G. Nuki M.B., F.R.C.P.", S. Abramson M.D.,
R. D. Altman M.D., N. Arden M.D., S. Bierma-Zeinstra M.Sc., Ph.D., K. D. Brandt M.D.,
P. Croft M.D., M. Doherty M.D., M. Dougados M.D., M. Hochberg M.D., M.P.H.,

D. J. Hunter M.D., K. Kwoh M.D., L. S. Lohmander M.D. and P. Tugwell M.D.
University of Edinburgh, Osteoarticular Research Group, The Queen’s Medical Research Institute,

47 Little France Crescent, Edinburgh EH16 41J, United Kingdom



JUOTOOELC UN GOAPUOKEUTIKNC
avtipeTwritong (1-2)

1. H Beparneia thc ooteopOpitidoc cu unspLAauBava LN
GOPUAKEVTLKN KOl POAPUOKEUTIKA OVTLULETWTTILON

2.

* OLaoBeveic pe OA Loxilou ) yovoToc IIPETEL VA EXOUV
nPocPfacn otnNV EVvNUEPWON Kal ekTtaidevon yla TOUG
Gspansuuko()q OTOXOUC KOlL TNV 0N uaoia NS aAAaync
TpOTou (WNC Kol 6paornptomrwv aoKknong, artw)\aaq
Bapouc kat AAAwWV uerpwv IOV Elvall avaykatlo ylo tThv
arnodoption TNE nacyovooc apbpwonc.

* EmkévIpwon otnv onuaocio tou evepyol poAou tou
acBevouc otnv Bepamevutikn napepBaon kat OxL otnV
noONTIKA CULLETOXN

 Eudaon otnv cUPHUOPPWON OTLC LN PAPUOKEUTLKEC
nopeuBaceLg

Osteoarthritis and Cartilage (2008) 16, 137e162



JUOTOOELC UN GOPUOKEUTIKNC
avTLpueTwriiong (3-6)

3. The clinical status of patients with hip or knee OA can be
improved if patients are contacted regularly by phone.

4. Patients with symptomatic hip and knee OA may benefit from
referral to a physical therapist for evaluation and instruction in
appropriate exercises to reduce pain and improve functional
capacity. This evaluation may result in provision of assistive devices
such as canes and walkers, as appropriate.

5. Patients with hip and knee OA should be encouraged to
undertake, and continue to undertake, regular aerobic, muscle
strengthening and range of motion exercises. For patients with
symptomatic hip OA, exercises in water can be effective.

6. Patients with hip and knee OA, who are overweight, should be
encouraged to lose weight and maintain their weight at a lower

level
Osteoarthritis and Cartilage (2008) 16, 137e162



JUOTOOELC UN GOPUOKEUTIKAC
avTLpeTwriionc (7-12)

7. Walking aids can reduce pain in patients with hip and knee OA. Patients
should be given instruction in the optimal use of a cane or crutch in the
contralateral hand. Frames or wheeled walkers are often preferable for
those with bilateral disease.

8. In patients with knee OA and mild/moderate varus or valgus instability,
a knee brace can reduce pain, improve stability and diminish the risk of
falling.

9. Every patient with hip or knee OA should receive advice concerning
appropriate footwear. In patients with knee OA insoles can reduce pain
and improve ambulation. Lateral wedged insoles can be of symptomatic
benefit for some patients with medial tibio-femoral compartment OA.

10. Some thermal modalities may be effective for relieving symptoms in
hip and knee OA.

11. TENS can help with short-term pain control in some patients with hip
or knee OA.

12. Acupuncture may be of symptomatic benefit in patients with kneeOA.

Osteoarthritis and Cartilage (2008) 16, 137e162
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Table 1

Best evidence for efficacy for various modalities of therapy for hip and knee OA available 31 January 2009

Modality Joint QoS5 Lok Best evidence unfil 31 January 2009
® ESpain (953 Cl) ESfunction (95% O ESsiftness (955 Cl) NNT (95% C1)
Non-pharmacological
Self-management Both 100 Ia 0.06 (0.02, 0.10)"%11+ 0.06 (0.02, 0.10)"*1t 0.01 (-0.12, 0.15)%
Telephone Both 100 Ia 0.12 (0.00, 024)"* 007 (0.00,0.15)"
Education Both 100 Ia 0.06 (0,03, 0.10)"+13* 006 (0.02,0.10)"
Strengthening Knee 100 Ia 0.32(023,042)* 032(0.23,0417°
Hip* 100 1a* 0.38 (008, 068)"+

Aerobic Knee 100 1a 0.52 (034,070 046 (0.25, 0,67
Water-hased exercise Both 100° Ia* 0.19(0.04, 0.35)" 026 (0.1, 0.42)+ 0.17 (-0.05, 0,39
Balneotherapy Knee 75 la Ng'*
Spalsauna Both 75  Ib 0.46(0.17,075)" NS
Weight reduction Knee 100° Ia* 0.20 (0.00,0.39)2"* 023 (0.04, 0,421+ 0.36 (0,08, 0.80)'%# 3(2,9)1
TENS Both 75 I 2(1,5)"®
Laser Both 100 1Ia 4(217)'%
Ultrasound Both 50 Ia 0.06 (~0.39, 052)'®!
Radiotherapy Both 50  1Ib Similar effects between 0A

and RA from an MA of

uncontrolled trial'®
Heat/ice Knee 75 la 0.69 (-007, 145)'% 1.03 (0.4, 1.62)"™ for 0.83(-0.03, 1.69)'® for

quads strength; 1.13 swelling
(054, 1.73)'% for flexion

Massage Knee 40 Ib 0.10(-023, 043)'™
Acupuncture Knee 100° [a* 0.35(0.15, 0.55)4+ 035 (0.14, 056+ 0.41(0.13, 069/ 4(3,97°
Insoles Knee 100 1Ia Mo different between type

of insoles, no placebo/usual

care mm|:|;|r'm:|m'":’5
Joint protection (braces) Knee 100 I Mare benefits with a knee Osteoarthritis and Cartilage 18 (2010) 476—499

brace than a neoprene

slegye'®
Electrotherapy/EMG Knee 100° Ia* 0.16 (-0.08, 0.397"* 0.33 (0,07, 05991



Non-pharmacological therapies, ES for pain relief

Table 11
Comparison of ESs and LoE for pain relief with different modalities of therapy in
2006 and 2009 °Unchanged for self
31 January 2006 31 January 2009 management,
ES (95% CI), LoE ES (95% 1), LoE
Self-management 0.06(0.02,010),1a 006 (0.02, 0.10), la education, exercise
Educarion/information Q.06 (0002, 0107 Ia 0,06 (0.03, 0,10} Ia

and acupuncture.

Exercise for knee OA

Strengthening 0.32(0.23,042),1a  032(0.23,042) la eStatistical Significa nce

Aerobic 0.52(0.34,070),1a 052 (0.34, 0.70), Ia ) i i

Exercise for hip Eh"_n MNA 0.38 (0.08, 0.68 ), la INCreasl ng , or We|ght

Exercise in water for knee & hip 025 (0,02, 0.47 ), Ib 019 (0.04, 0.35), Ia . .
0A reduction from 0.13 [in

Weight reduction 0.13(-0.12,036), 1b 020 (0.00,0.39), la )

Acupuncture 0.51(0.23,079),1b 035 (0.15, 0.55), Ia 2006 to 0.20 in 2009.

Electromagnetic therapy 0770036, 1.17) 1a 016 (=008, 039 [a

Acetaminophen 0.21(0.02,041),la  0.14(0.05,022), Ia *By contrast, the ES for

NSAIDs 0.32(0.24,039),1a  029(0.22,0.35), Ia .

Topical NSAIDs 0.41(0.22,059),la 044 (027, 0.62), Ia e|ectr0magnetlc

Opioids NA 0.78 (0.59, 0.98), Ia .

14 corticosteroid 0.72(042,1.02),1a 058(0.34,0.75)1Ia thera py WhICh WwWas

IAHA 0.32(0.17,047),1a  060(0.37, 0.83), Ia . ,

CS 0.61(0.28,095),1a 058 (0.30,0.87), I Iarge in 2006 (ES O

GH NA 002 (—0.15, 0.11), Ib

CS 0.52(0.37,.067)1a 075 (0,50, 1.01), Ia 0.77, Was NoO Ionger

Diacerein 0.22(0.01,042),1b 024 (0.08, 0.39), Ib « epe /

ASL NA 0.38 (0.01, 0.76), Ia S|gn|f|ca Nt (ES O 0.16)

Rosehip NA 037 (0.13, 0.60), Ia

Lavage /debridement 0.09(-027,044), b 021(-0.12,054), b  Osteoarthritis and Cartilage 18 (2010) 476—-499

MA: not available.



Table |

Best evidence for efficacy for various modalities of therapy for hip and knee OA available 31 January 2009

Modality Joint QoS Lok Best evidence until 31 January 2009
) EP,,i a1 95% CI) ESfunction (99% (1) ESgifmness (958 Cl) NNT (95% C1)

Pharmacological
Acetaminophen Both 100 1a 0,14 (0,05, 023)*% 009(-0,03, 0245167+ 016 (-0,05,0.37) %1% 37 528
NSAIDs Both 100 1a 0.20(0.22, 035/
NSAIDS + PPls 08 100 &

RA W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476499
NSAIDs + H2-blockers 0A 100 [a

RA
NSAIDs + misoprostol DA 100 [a

RA
Cox-2 inhibitors Both 100 |a 044(033,055)'®

(exc Deel's for DA/RA)

Topical NSAIDs knee 100 |a 044(027,062) %31+ 036(0.24,048)" 0.49(0.17, 080" 3(2,4)"
Topical capsaicin knee 75 a 4(3,5)"™
Opioids Any' 100° @' 078(059,098)" 031(024, 0307
IA corticosteroid Knee 100 a 0,58 (0.34, 0.75) 020(-0.14,053 0.25(-023, 074 5(3, 38
IAHA Knee 100 a 060 (037,083 061035, 087 0.54(-017, 126/ 7(3, 119
GS Both 100 1a 0,58 (030087444 007(-0.08,021)™ 0,06(-0.11,03 5(4,7)
GH* Knee* - '  —002(-0.15,0,11 M 7HT
(s Knee 100 1a 0.75 (0.50, 101)%%* 5(4,7)%
Diacerhein Both - b 0.24 (0.08,039)" 211318120+ 514 (003, 0.25)112-113118.120
ASU Both* 100° ' 0.38(001,076% 045(021, 0,70 6(4, 215
Rosehip* Both* 100° *  037(0.13,060)% (4, 13)108
SAM-¢ Knee 100 |a 022 (~025,069)'% 031(0.10,052)"%



AKeTopwodaivn
OARSI recommendations for the management of hip
and knee
osteoarthritis, Part Il, 2008

e 13. H aketauwodaivn (paracetamol) (up to 4 g/day)
LLTTOPEL val XpNOLUOTIOLNOEL LE OTTOTEAECUOTLKOTNTA VLA
TNV OVTLHETWTILON EAadPPOU EWC ULETPLOU TTIOVOU OE
acBeveic pe OA oyilou n yovatoc

e J& TEPLUMTWON KN ATTOTEAECUATLKOTNTOC I OF
MEPLTTWON EVIOVOU TIOVOU 1 GAEYUOVNC TIPETIEL VAL
OKEPTOUE EVOANOKTLKEC AYWYEC oUVUTIOAOYL{OVTOC
TNV amoteAeopatikotnta, achaleila, AN dappaka
rnou AapBavel o aoBevelc Kol cuvvoonpoTnTo

* SOR:92% (95% Cl 88e99)

Osteoarthritis and Cartilage (2008) 16, 137e162



Aketapuwodaivn
Opolyevela PHeAeTwV pe peyeBoc emidpaonc peiwon pun
OTOTLOTLKA onpovtikn otov ntovo (ES) 0.14 (0.05, 0.23)

summary meta-analysis plot [fixed effects]

Casge 2003 o -0.03 (-0.55 0.49)
Golden 2004 L 0.20 (-0.03, 0.43)
Miceli-Ricand 2004 . 0.08 (-0.07, 0.22)
Pincus a 2004 L 0.1.3 (-0.09, 0.34)
Fincus b 2004 [ 023 (003, 0.44)
Harmaro-Beaurnont 2007 i 06 (-0 77, 043)
combined 0.14 (0,08, 0.23)
NS ' '

T T T T T T T T T T T T T T T T ]
-0.35 -0 T .15 o.40 .65

=]
e
=]

Effect size (25% confidence interval)

_ W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476499
Test for heterogeneity:
Cochran Q=2.10(df=5) P=0.8353
I* {inconsistency) = 0% (95% Cl=0% to 61%)



AKeTapwodaivn

AveruOUUNTEC EVEPYELEC

Ertidnuiodoyikn peAetn (cohort study n 644,183) €deiée otL
aywyn pe vpnAec ooelc (>3 g/day) acetaminophen oxetiotnke
le avénuevo kivbuvo voonAeioc Aoyw dlatpnong oTtopaxou,
£A\KOUC Kall yaotoppaylac amo OTL n aywyr KUE XapnAEC SO0ELC
(3 g/day) ue HR of 1.20 (1.03, 1.40)

2TOLXELOL yLa NTTLaL EKTTTWON VEPPLKNG Aettoupylac og aoBevelg
e pakpoxpovia xopnynon vPpnAwv 6oocswv (OR= 2.04, 95% CI
1.28, 3.24) yia peiwon tng GFR)> 30 ml/min

2TOLXELOL ATIO TIPOOTITLKNA MEAETN YLl al€Non TNG CUXVOTNTOC
UTtEPTOLONC O€ Yuvalikec mou eAapBavav > 500 mg
acetaminophen nuepnolwg kat avdépec mou eAapfovayv
kKaBnuepwa acetaminophen os oxcon pe un xpnoteg (RR =1.34,
95% Cl 1.00, 1.79)

1)Am J Gastroenterol 2008;103:872—-82. 2)Arch Intern Med 2004;164:1519-24.
3)Arch Intern Med 2002;162:2204-8. 4)Arch Intern Med 2007;167:394-9.



AKeTopvodaivn
AverlBupntec evepyelec— Neec
>UOTOOELC

e NOoyw avéavopevwyv apdLBoAlwy yla To oTeEVO
nopabupo TNC akeTapwodalvne yla
NMOTOTOELKOTNTA, CUPBOUAEUTLKA EMLTPOTN
Tou FDA nmpoodata cuoTNVEL N LEYLOTN
nuepnotla doon va eivol YapnAotepn amo 4g
KalL N TepLeEKTLKOTNTO ava 6oon Twv OTC va
nunv umtepPBaivel ta 650 mg

FDA. Drug Safety Information, http://www.fda.gov/Drugs/
DrugSafety/informationbydrugclass/ucm165107.htm; 2009.



Mn otepoeldn aviipAeypovwon
(NSAIDs)

OARSI recommendations for the management of hip and knee
osteoarthritis, Part Il, 2008

14. 3¢ aoBeveic pe oupumtwpatiki OA woyiou, yovatoc NSAIDs
uropel va xopnynBbouv otnv xapunAotepn dpaotikn) 60on, aAAd n
LLLKpOXPOVLA Xopnynon mPEMeL va armodeUyeTal

Y& a.0Beveic pe avénpevo Kivbuvo aro To YOOTPEVIEPLKO UTTOPEL val
xopnynBouv ekAektikot COX-2 avaoTtoAeic N un ekAektikol COX-2
QVOOTOAELC LLE CUVXOPNYNON AVOOTOAEQ TNC AVTALOC TIPWTOVIWVY
(PP1) N LKpOTtPOOTOANC

Ta NSAIDs, cupuneplAALBOVOUEVWY EKAEKTLKWV 1 KN EKAEKTIKWV

COX-2 avaoToAElg TIPETEL va XopnyouvTal LE TIPOCOoXN O A0BeVELC
e avénuevo kapdlayyetako (CV) kivbuvo

SOR: 93% (95% Cl 88e99)

Osteoarthritis and Cartilage (2008) 16, 137e162



Mn otepoeldn aviipAeypovwodn
(NSAIDs)-Emtidpacon otov novo

OARSI recommendations for the management of hip and knee
osteoarthritis, Part Ill, 2010

Comparison ol E5s and LoE tor paan rebel with diflerent modahtes of therapy in
2006 and 2004

31 January 2006 31 January 2009
ES (95% 1), LoE ES (95% (), LoE
NSAIDs 032(0.24,039).1a 029(022,0.35) Ia

e AvKaln enidpaon otov Ovo €ival LKpN N LETPLO Elvall
Suthaola amo autnv tn¢ acetaminophen (ES=0.14, 95% ClI
0.05, 0.23)

* Yniepoxn twv NSAIDs o€ oxeon e tnv acetaminophen amo
Head to head ouykpioeic (ES =0.20, 95% Cl 0.10, 0.30)

e  Au&nUEVN KALVLKNA aVTIOTTOKPLON (RR 1.24, 95% Cl 0.10, 1.41)
Kol aplOpoc aobevwyv ou mpotipoVv NSAIDs armo
acetaminophen (RR = 2.46, 95% ClI 1.50, 4.12)33.

°Osteoarthritis and Cartilage 18 (2010) 476499
*Ann Rheum Dis 2004;63:901-7.



Mn otepoeldn aviipAeypovwdn (NSAIDs)-

Table TV

AVETIIOUUNTEC EVEPVYELEC

Side effects associated with pharmacological therapies

[ntervention®

Adverse evenls

RRJOR (95% Cl)

Bvidence ( references)

MESATDs

Topical KSAIDs

MEAID + HZ-blocker vs NSAID

MEAID + PP ws NSAID

Cox -2 inhibitors — PP vs Cox-2 inhibitors

MEAID + musoprostal vs NSATD

Cox-2 inhibitors
Coxibs vs NSAID

Celecoxib

Rafecoxib

Valdemxib

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476—-499

Gl pedorationjulcer/bleed
Gl pedorationfulcer/bleed
Gl pedorationfulcer/bleed
Gl hospitalisationd
Myocardial inlarction

Gl events

Gl bleed pertforation

Serious Gl complications
Symptomatic uloers
Serious OV or renal events

Serious Gl complications
Symptomatic uloers
Serious OV or renal events

Recurrent ulcer bleedingd
Gl hospitalisationt

Serous Gl complications
Symptomatic uloers
Serious OV ar renal events
Diarrhea

Serious Gl complications
Symplomatic uloers
Serious OV or renal events
Myocardial inlarction
Myocardial infarction
Myocardial infarction
Myocardial infarction

CW events

5.36 (1.79, 16.10)
2.70 (2.10, 3.50)
3.00 (2.50, 3.70)
163 (144, 185
1.09 (1.02, 1.15)

Q.81 (043, 1.56)
1.45 (0.84, 2.50)

0.33 (0.01, 8.14)
1.46 (0.06, 35.53)
.53 (0.08, 3.46)

0.46 (0,07, 2.92)
.09 (0,02, 0.47)
0.78 (0.10. 6.26)

Bax vs 4
LG9 (D52, 0.93 K

0.57 (036, 0.91)
0.36 (020, 0.67)
1.78 (026, 12.07)
1.81 (1.52, 2.61)

Q.55 (038, 0.80)
0.49 (038, D.62)
1.19 (0.80, 1.75)

2.26 (1.00, 5.10)
0.97 (0.86, 1.08)

224 (124, 402)
1.27 (1.12, 1.44)

2.30(1.10, 470)

Meta-RCTs'59
Meta-(55"5
Meta-0Cs 15
o5 4
Meta-5s'®!

Meta-RCTs™
Case-control™

Meta-RCTs'52
Meta-RCTs'52
Meta-RCTs'52

Meta-RCTs'52
Meta-RCTs'52
Meta-RCTs'52

RCTE ¢
5% ¢

Meta-RCTs'52
Meta-RCTs'52
Meta-RCTs'52
Meta-RCTs'53

Meta-RCTs'52
Meta-RCTs'52
Meta-RCTs'52

Meta-RCTs'S4
Meta-C55/0Cs™!

Meta-RCTs'?
Meta-C5s/0Cs"!

Meta-RCTs'S5



Yuotoon 15. Tortkn xpnon NSAIDs

Best evidence lor efheacy for various modalities of therapy tor hip and Knee OA available 31 January 2009

Modahty Joint Qb Lok Best evidence untl 31 January 2009
o ESpain (95% d) EStunction {95% C) ESstness (95% C) NNT(95% (1)
Topical KSAIDs foee 0 & 0402706 (36 {0.24 0487 -.'J.q.] -,-.'J...-.-.'J.h.'l;"'“ 324

* H torukn xprion NSAIDs cuviotatatl cav eVOAAQKTLKN aywyn TG
oupmtwpatiknc OA yovartoc os 7/9 guidelines €wc¢ to 2006 Kat TtLo
npoodata (NICE kat OARSI)

e JTIC MAAOQLOTEPEC LEAETEC ETEPOYEVELO ATIOTEAECUATIKOTNTOC
netaél Stadpopwv mpotoviwy (1=69%) = Publication bias pe
UTTOEKTIMNON TWV LEAETWV LLE N EUVOLKA OTTOTEAECLATOL

* JTIC VEWTEPEC EAETEC ATIOTEAECHATIKOTNTA TTOPOOLA KOl
aoPAAELO LEYAAUTEPN ATTO TNV CUOCTNUOTLKN XOpnynon av Kot
npoodatn cost-utility peAetn €delée o0tL oTOV HEVTEPO XPOVO
xopnynong ibuprofen QTTO TO OTOMO NTAV OTTOTEAECLATIKOTEPN ATIO
Ta TNV TOoTKN epappoyn (cost per QALY oral |buprofen/top|cal
ibuprofen: £27,130 to 2009) N

cal N'Eu- l)-, in rke
cwa I



uotaon 15. Tomkn xpnon
Kotoakivng

Lipophilic alkaloid extracted from chilli peppers

Burning pain at the site of application, it can also be an effective
topical analgesic which is recommended as an alternative or
adjunctive treatment for knee OA in 8/9 existing treatment
guidelines

Evidence for the efficacy of topical capsaicin (0.025% cream 4 daily)
in patients with knee OAis supported by an MA of RCTs of topical
capsaicin in the treatment of chronic painful conditions

The mean reduction in pain was 33% with an NNT of 4 (95% CI 3, 5)
after 4 weeks of therapy but adequate blinding is not possible in
trials with this agent

Treatment with topical capsaicin is safe but 40% of patients are
troubled by local burning, stinging or erythema

Baron H. Capsacn and nocicaplion: from basc machanisms 1o now
drugs. Lancal 2000,356: 7857,

Zhang WY, L Wan Pa A, The ellactvanass of lapically applied caps:
icin, A mala-analysis, Eur J Ghin Phamacal 1894,46.517 22,

Daal CL, Schnitzer TJ, Lipstain E, Seibald JR, Stevans BM, Lavy ML
e &, Treatmean o arthrlis with opical capsaicing a double-blind ria
Clin Ther 1991:13:383-85.



EvOapBpikn eyxuon KOPTLKOOTEPOLOWV
OARSI recommendations for the management of hip
and knee
osteoarthritis, Part Il, 2008

* 16.Ev60pBOpLkeEC eyXUOELC KOPTIKOOTEPOLOWV
Uopel va xpnotuonotn®ouv otnv Bepareia
OA wo)ilou Kall yovatoc L6k o€ aoBeveic pe
LETPLO EWC 0oPapO TTOVO TTOU JEV ATTAVIA OTO.
avaAyntika/ovtipAeypovwodn Ko oe aobevelc
e cuprtwpotikn OA yovatoc pe UdpapBpo
Kot AAAQ onpela ToTiknNe GAEYUOVNC

* SOR: 78% (95% Cl 61e95)

Osteoarthritis and Cartilage (2008) 16, 137e162



EvoapBpikn eyxuon KopTLKooTEPOLOWV
OARSI recommendations for the management of hip and knee
osteoarthritis, Part Ill, 2010

Table |
Best evidence tor efficacy tor various modalities of therapy tor hip and knee 04 available 31 January 2009

Modahty Joint Qus Lok Best evidence untl 31 January 2009
o ESain (95% d) EStunction (957% Cl) ESsatness (957 Cl) NNT (95% C1)
A corlicosteroid fnee 100 [ 056(034 075 020(-0.4 053 055(-023, 074 53,38

*The ES for relief of pain following single injections of IA
corticosteroid was relatively large; 0.72, 1 week following injection.
However, this fell to 0.28 (0.17, 0.73) after 4 weeks and 0.21
*Treatment may need to be repeated at frequent intervals to
maintain efficacy

*A long-term trial of IA corticosteroid injections every 3 months for 2
years showed that while there was efficacy for relief of pain after 1
year (ES =0.67) this was not demonstrable after 2 years (ES =0.25)

® Osteoarthritis and Cartilage 18 (2010) 476—499

*Eur J Pain 2007;11:125-38.
*Cochrane Database Syst Rev 2006. CD005328.



YaAoupoviko 0&U 1 uaAoupovavn
OARSI recommendations for the management of hip
and knee
osteoarthritis, Part Il, 2008
e 17. EyxUoelc uaAoupoVviKoU OEEWC UTTOPEL val
BonBnoouv aoBeveic pe OA yovatoc ) Loxiou
e AEvV EXOUV AUECO ATIOTEAECHA AAAQL EXOUV
TOPATETAEVN 6pAON OTAL CUUTITTWHLOTO OF
oxeon ME TIC evOapOBpLKEC EYXUOELC
KOPTLKOOTEPOELOWV

* SOR: 64% (95% Cl 43e85)

Osteoarthritis and Cartilage (2008) 16, 137e162



[Aukolapivn
OARSI recommendations for the management of hip

and knee

osteoarthritis, Part Il, 2008
e 18. Oepamneia pe yAukolopivn kat/n Bekn xovdpottivn
LLTTOPEL VO EXEL EUVOLKA ATTOTEAEOLATAL OTOL
ouuntwpota a.cBevwy pe OA yovatog

e Eav 0gv amoavtnoouV o€ 6 LNVEC N Bepartela TIPEMEL VAL
SLOKOTITETOL

e SOR:63% (95% Cl 44-82)
— ES,in = 0.61 (95% CI: 0.28-0.95)
ES:,ction = 0.51 (95% Cl: 0.05-0.96)
— MeyaAn etepoyeveLa ATIOTEAECUATWY OTLC OLAPOPEC
UEAETEC

— H peyoaAutepn dtadopa avapeoa os dtadpopeTIKA
okevaopoata GS kat petoév GS kot GH
Osteoarthritis and Cartilage (2008) 16, 137e162



Avkolapivn
OARSI recommendations for the management of hip and knee
osteoarthritis, Part Ill, 2010

Modality Joint Best evidence until 31 January 2009

ES pain (95% CI)  ES function (95% CI)  ES stiffness (95%Cl)

GS Both 0.58 (0.30,0.87)  0.07 (0.08, 0.21) 0.06 (0.11, 0.23)

GH* Knee 0.02 (0.15, 0.11)

*J NUOVTLKN ETEPOYEVELA EVpNUATWV (12=87%, P <0.0001)
> NUaVTLKA otolxeia publication bias (P =0.002 using the
Egger test)

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476499



FAukolapivn
OARSI recommendations for the management of hip and knee
osteoarthritis, Part 11, 2010

AvaAyntikn enidpaon tn¢ glucosamine otnv OA: avaAvon
RCTsavaAoya e TNV OUCLOL KOL TNV TOLOTNTO TWV HEAETWYV

Overall . 0.46 {0.23, 0.69)

(n=20, pts=2769, ’=87%)

Formulations

Glucosamine suphale (GS) . 0.58 {0.30, 0.87)
(n=17, pts=1862, = 87%)

Glucosamine hydrochloride ——JfF—— -0.02 (-0.15, 0.11)
{n=3, pts=934, I'=0%%)

Quality of GS trials

Jadad score=5 - 0.29 (0.003, 0.57)
(=7, pts=1257, [ =84%)
After 1998 —— 0.13 (0.02, 0.25)

(n=9, pts=1240, ['=0%)

(.20 0.05 0.30 0.55 0.80 1.05

Effect size and 95% confidence interval

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476499



FAukolapivn
OARSI recommendations for the management of hip and knee
osteoarthritis, Part 11, 2010
AvaAyntikn enidpaon tng GS otnv OA: avaAuvon twv RCTs otnv

napodo Tou Ypovou

Crolle 1980 [ ] 1.28 (0.49, 2.08)
Drovanti 1980 L 1.37 (0.95, 1.78)
Pujalte 1980 —— 1.42 (1.04, 1.81)
D'ambmsio 1987 - 2.24 (1.04, 3.43)
Vajaradul 1981 [ 1.86 (0.95, 2.78)
MNoack 1994 [] 1.55 (0.72, 2.38)
Rowati 1997 B 1.45 (0.79, 2.10)
Rindone 2000 [ ] 1.24 (.66, 1.82)
Reginster 2001 [ ] 1.07 (.56, 1.58)
Fenk 2002 [ ] 0.96 (.48, 1.44)
Hughes 2002 [ ] 0.86 (0.41, 1.30)
Pavelka 2002 —— 0.77 (0.38, 1.16)
Usha 2004 —— 0.75 (0.39, 1.12)
Cibere 2004 —— 0.68 (0.34, 1.03)
Herrero-Beaumont 2007 —— 0.64 (0.33, 0.94)
Rozendaal 2008 —— 0.58 (0.30, 0.87)

—— T ‘r Tt [ T Tt T Tt T T T T T T T T T T ]

] 1 2 3 4

Cumulative effect size (95% confidence interval)

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476499



Glucosamine

for pain in osteoarthritis: why do trial

Author

Cibere
Clegg
Herrero-Beaumont
Houpt
Hughes
McAlindon
Noack
Pavelka
e
inser
Rg?chelt
Rindone
Rovati
Usha
Vajaradul

All Trials Pooled

Glucosamine Sulfate Tnals

Glucosamine Hydrochloride Trials

industry Funded Trials
Non-industry Funded Trals

results differ?

Effect Size

*Trials
represented in
red are non—
industry funded
*Solid squares
represent trials
*of glucosamine
sulfate

*Open squares
represent trials
of glucosamine
hydrochloride.



Study or subgroup Clucosamine Placebo 5d Mean Diference  Weight 5td Mean Difference
N Mean(3D) N Mean(3D) IV Fied 35% C] VFoced 95% O
Hemero-Beaumant 2007 06 51(03 |04 6(3) . 114% 030[ 057,003 ]
Pavelka 2002 01 4&l (145) 01 R03(113) B 5% Q13[-040,015]
Reginster 2001 06 1541 (I019) 06 1642 (1045) L] MR {08 [-035,0/9]
Total (95% CI) 33 31 ' 100.0% -0.17 [-0.32,-0.01 |

Heterogeneity CH? = |38, dF=2 P = 050} [ =00%
Test for oversl ffect 7 = 209 (P = 0037)

Favours Cuccsamine

Favours Placebo

Towheed et al, Cochrane Database 2009; issue 2

May 7, 2010



Study orsubgroup Glucosamine Flacebo Std. Mean Difference Weight Std. Mean Difference
M Mean{50) M Mean{50) I Fioced 355 C1 WFoed 75% Cl
Cibere 2004 1872 {1115) g5 12952 (11800 + 5E% 000033 034]
Clegg 2006 [49.3 (1155) 33 IS51 {1131} [ | 4531% 001017, 0.04]
Houpt 1999 14 (4010) 53 TE5 (4.13) - 0% QI12[-052 027]
Hughes 2002 T5 (4.81) 39 735 (4.38) T Sa% Q03[ -041,048]
McAlindon 2004 &8 (33) 104 BE(4D) L 147 % 005[-022,033]
Riozendazl 2008 4 [11 YN EY * 60 % 001 [-028025]
Zenk W12 47 (2a3) 10 SJe5 50 -1 6% 007 [ 076 089]
Total (95% CI) 697 696 1 100.0 % -0.01 [ -0.11, 0.10 |
Heterogeneity: Chi? = 059, d4f = & (P = .00}, I =00%
Test for overall effect Z = 0.1 (P = 0.90)
4 2 0 1 4
Favours Glucosamine Favours Placebo

Towheed et al, Cochrane Database 2009; issue 2



Studyorasbgroup  Clucosamine Macebo Std Mean Difference Weight 5td. Mean Difference
M Mean(50) N Mean(0) IV Foxed 95% CI IV Fixed 95%

Cibere 2004 71 41985 (36209) 66 41864 (36742) —— 115 % 000[-033,034]
Clepp 2006 7 5318 (38B4) AT MIENRN L 5% Q02[018,013]
Houpt 1999 8] 1598 (147) 53 717 (141 T B2% 08| 048,032 ]
Hughes 2002 39 266 (19.1) 39 BI(1500) B B b5 % 019026 043]
Rozendaal 2008 Il 316 (2417) Il 341 (235) —— |87 % Q06 [-033,020]
Zenk 2002 13 -3 (269) 0 J1ELN 19% Ql6[-067, 098]

Total (95% CI) 596 592 - 1000 % -0.01[-0.13,0.10 |

Heterogenetty Chi2 = |23, df =5 (P = 094} P =00%

Test for overall effect: Z = 025 (P = 0.80)

4 4y 0 05 |

Favours Glioosamine Favours Pacebo

Towheed et al, Cochrane Database 2009; issue 2



Sudyorsbgoup  Glcosamine Plcebo St Mean Diference. Wit St Mezn Difference
N Men(@) N Men(sD) N Fixed 95% (1 NFoeed95% 1

Herrera Beaument 2007 06 I857(114) 104 (0B  —— 5% 28] 055,000 ]

Paveka 2002 01 16p4(0en 100 ey 4% 021 048,007 ]

Reginster 2001 06 SHOI(64D) 106 6I0B (479 —&- Ul% 008[ 035,019]

Total (95% CI) 313 3l - 100.0% -0.19 [-0.35,-0.03 |

Heterogeneity Ch2 = 100, dF=2 P = 0él); [ =00%
Test for overal effect 7 = 134 (P = 0019)

4 45 0
Favours (Guoosamine

05
Favours Placebo

Towheed et al, Cochrane Database 2009; issue 2



Characteristics and quality of placebo- controlled, high-
quality, pivotal trials of prescription glucosamine sulfate
1500 mg once-a-day in knee OA

Duration, Size, Jadad Allocation ITT

Study Months N Quality Concealment Analysis
Score

Reginster 2001 36 212 4/5 Adequate Yes
(Lancet; 357:251-6)
Pavelka 2002 36 202 5/5 Adequate Yes
(Arch Intern Med;1162:
2113-23)
Herrero-Beaumont 6 214 5/5 Adequate Yes
(GUIDE) 2007
(A&R; 56:555-67)

All trials used the WOMAC and/or the Lequesne index as primary/secondary outcomes

Reginster JY, Arthritis Rheum 2007;2105-10



fuyoratgmp  Gleosamine Placehi Mo Ofference Wpt Mean [ifference
i Mani] N Menf) IVFoed 5% O Wrned 3% O
Favea 07 o 3914 01 IH{I57) —i— % 04 [ 007,091
Reginsier 2001 e 35(13) 06 1%{3H4) L HE% L0 014,054
Tl 95%C) W 107 - 00% 032[0505
Hetrogenaity (hi* = |19, o = | P = 0303 £ =3
Test for oveeal effect 7 = 233 {F = 0020
] B 0 & |

Feecurs Plicaha Fovoun e

Towheed et al, Cochrane Database 2009; issue 2



Total joint replacement after glucosamine
sulphate treatment in knee osteoarthritis: results of a
mean
8-year observation of patients from two previous 3-
year,
randomised, placebo-controlled trials.

Bruyere O, Pavelka K, Rovati LC, Gatterova J, Giacovelli G,Olejarova M, et al

* The 5-year incidence of total knee

replacement (TKR) in patients who had taken
GS 1500 mg/day for at least 12 months was
less than half of that in those who had taken
placebo (6.3 vs 14.5%) (P =0.0024)

Osteoarthritis Cartilage 2008;16:254—-60.



Oewkn xovopttivn (CS)
OARSI recommendations for the management of hip and knee
osteoarthritis, Part Ill, 2010

Modality Joint Best evidence until 31 January 2009

ES pain (95% CI)  ES function (95% CI)  ES stiffness (95%Cl)
CS Knee 0.75 (0.50, 1.01)

*> NUOVTLKN ETEPOYEVELA EVPNUATWV(I2=92%).

> NUAVTLKA otolxeia publication bias

*Melwon NG AMOTEAECUATIKOTNTOC OTLC VEWTEPEC UEAETEC
*>tic uPnAng a€loAoynong peletec (Jadad score 5) dev
UTTNPXE ONMAVTLKN pHeEiwon otov movo, (ES=0.005, 95% Cl 0.11,
0.12)

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476—499



Oewkn xovépttivn (CS)

Entidpaon otov xovopo

* ATO peTavaAlvon Hkpn aAAAd OnNUOVTLKN O
oxeon Me to placebo enidpaon otnv oteEvwon
TOoU pecoapBpiov 6la0rr']uatoq (ES=O.26, 95%
Cl 0.16, 0.36) e et e

p fidth in patie l ll osteoarthritis of the knee:
a systematic review and meta-analysis of randomized
1] l l nire ll I trials of chondroitin sulfate. Curr Med Res

* H pelwon Tou naxouc Tou apGpLKOL') xovdpou
OTa 2 £€TN NTAV ULKPOTEPN OTNV OpAda TWV
acBevwv pe CS (0.07, S.E.M. 0.03) o oxeon pe
1o placebo (0.031, S.E.M. 0.04) (P< 0.000l)

I l \, Uebelhart D, De Vatha l' Lhe l s PD, Reginster [Y.
Lo effects of chondroitir | G sulfate on l-C[lL‘L‘
ll it the stu I'-r on osteoarthritis  progression
p ntion, a two-year, randor | | ible-blind, ;l l
nire ll I Lr l Arthritis Rhe l]l]l G0:524-33.



Awaoepeivn (Diacerhein)

OARSI recommendations for the management of hip and knee
osteoarthritis, Part Ill, 2010

Modality Joint Best evidence until 31 January 2009

ES pain (95% CI)  ES function (95% CI)  ES stiffness (95%Cl)

Diacerhein Both 0.24 (0.08,0.39) *0.14(0.03, 0.25)

2 NUovTko mpoBAnua n dtappota (RR compared to placebo is
3.51(2.55, 4.83) ]

W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476—499
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Ornosldn

] O steoar Lt itis [udl:a

ed controlled

;‘;Ell‘l“['idrn{r lor efheacy for various modalities of therapy tor hip and knee 0A available 31 January 2009 F‘d{ "\Ei Sf: ce 2%;\,:;“:*4: et :gg;ﬁ  of siectveness and
Modality Joint Qa& Lok Best evidence untl 31 January 2009
) ESpin (95% Q) EStunction ( 95% C) ESsithess (95% Cl) NNT (95% C1)
Opicds My' 100 1 078(059, 098 131 {024, 0395
Table IV W. Zhang et al. / Osteoarthritis and Cartilage 18 (2010) 476—499

Siide effects associated with pharmacological therapies

Intervention’ Adverse events RR/OR (95% (1) Evidence (relerences)

Opioids Any 1.40 (130, 1.60) Meta-RCTs'5
Constipationt 408 m 5.05) Meta-RCTs™
Mauseat 115 (268, 3.72) Meta-RCTs™
Vomiting| 5,99 (4.20, M) Meta-RCTs™
Dnizziness | 174 (3.00, 460 1 Meta-RCTs™ 4
Somnalence | 478 (365, 6.26) Meta-RCTs™

*25% of patients treated with opioids withdrew from studies compared with 7% of
placebo-treated patients

*The withdrawal rate was higher (31%) for strong opioids (oxymorphone, oxycodone,
oxytrex, fentanyl, morphine sulphate) than for the weaker opioids (tramadol,
tramadol/paracetamol, codeine and propoxyphene)(19%)

*MA of 41 RCTs for chronic non-cancer pain involving 6019 patients, only strong opioids
were significantly more effective than acetaminophen or NSAIDs (ES=0.34)



