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Is OA one disease?
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s OA one disease?

Differentrisk factors

Different clinical associations

Different genetics

Multiple phenotypes (even for the same site)
Different treatment response
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ESTABLISHED IN 1812 FEBRUARY 23, 2000 VOL. 354 NO.8

Glucosamine, Chondroitin Sulfate, and the Two in Combination
for Painful Knee Osteoarthritis
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JOURNAL o MEDICINE

The NEW ENGLAND

ESTABLISHED IN 1812 FEBRUARY 23, 2000 VOL. 354 NO.8

Glucosamine, Chondroitin Sulfate, and the Two in Combination

Lonse Dastendnsl YV Motonnmnssilssriesn

Daniel
James
Mich3

Larry W.
Jerry A. Molitg

CONCLUSIONS
Glucosamine and chondroitin sulfate alone or in combination did not reduce pain
effectively in the overall group of patients with osteoarthritis of the knee. Explor-
atory analyses suggest that the combination of glucosamine and chondroitin sul-
fate may be effective in the subgroup of patients with moderate-to-severe knee pain.
(ClinicalTrials.gov number, NCT00032890.)
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Placebo is a powerful drug in OA...

Zhang, Ann Rheum Dis 2008

109 O Placebo

0.8 I B Untreated
0.6 —

0.4 —
0.2 —

-0.2
-0.4 —
-0.6 —
-0.8 —

Effect size (95% ClI)

In 3-arm trials In all trials
Comparison

Figure 3 Effect size between placebo and untreated control. In three-
arm trials: direct comparison between placebo and untreated control
within the three trials that included placebo and untreated control, In all
trials: indirect comparison between all placebo (n = 193) and all
untreated control (n = 14) from different trials.



Placebo is a powerful drug in OA...

Zhang, Ann Rheum Dis 2008

Figure 4 Placebo effect for pain
categonsed according to active
treatment. A, intra-articular; IM,

intramuscular; NSAID, non-steroidal anti-
inflammatory drug; TENS, transcutaneous

electrical nerve stimulator.
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75% of pain reduction is attributed to

placebo/contextual effects

Topical NSAID
Chondroitin
IAHA

NSAID
Glucosamine
Acupuncture
PEMF

IACS

GS+CS
Paracetamol
Lavage

Overall

Zou, Ann Rheum Dis 2016

= Contextual effect

m Specific effect

Effect size

1.50



Clinical practice guidelines
Evidence-based recommendations
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ABSTRACT

Management of Osteoarthritis of the Knee (nonarthroplasty) Evidence-
Based Clinical Practice Guideline is based on a systematic review of
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APPROPRIATE USE CRITERIA: MANAGEMENT OF OSTEOARTHRITIS OF THE KNEE (NON-ARTHROPLASTY) AUC (2022)

Endorsed by: AAHKS, AANA

INDICATION PROFILE

Function-Limiting Pain o
() Function-Limiting Pain that is intermittent and predictable
() Function-Limiting Pain that is constant

Function-Limiting Pain that is constant with intense intermittent
unpredictable episodes

Pattern of Arthritic Involvement
() Arthritic Involvement predominantly in one weight bearing compartment
(O Arthritic Involvement predminantly in two or three compartments

(O Arthritic Involvement isolated in patellofemoral compartment

Imaging (Joint Space Most Involved Compartment) and Range of
Motion

() Minimal Joint Space Narrowing (KL 0-1)

ild to Moderate Joint Space Narrowing (KL 2-3) with full range of
extension/flexion

O Mild to Moderate Joint Space Narrowing (KL 2-3) with lack of full range of
extension (= 5-degree flexion contracture) and/or flexion (< 110 degrees)

() Severe Joint Space Narrowing (KL 4)

Mechanical Symptoms Compatible with Meniscal Tear or Loose
Body

() Mechanical Symptoms Present

() Mechanical Symptoms Absent

Age (Including Patient Activity Level and Physiologic Status)
) Young
O Middle-Aged

() Elderly

SUBMIT

PROCEDURE RECOMMENDATIONS

https://www.orthoguidelines.org/go/auc/auc.cfm?auc_id=225073



APPROPRIATE USE CRITERIA: MANAGEMENT OF OSTEOARTHRITIS OF THE KNEE (NON-ARTHROPLASTY) AUC (2022)

Endorsed by: AAHKS, AANA

INDICATION PROFILE PROCEDURE RECOMMENDATIONS

+
Function-Limiting Pain o
° Self-Management Programs
(unsupervised exercise, tai chi, weight
loss, aerobic walking) 8

(O Function-Limiting Pain that is intermittent and predictable

O Function-Limiting Pain that is constant

Function-Limiting Pain that is constant with intense intermittent
Prescribed Physical Therapy

(Supervised Exercise, manual therapy,
neuromuscular training, etc.) 8

unpredictable episodes

Pattern of Arthritic Involvement

Hinged Knee Brace and/or Unloading
Brace, Assistive Devices (e.g., cane,
walker) 7

Arthritic Involvement predominantly in one weight bearing
compartment

|

(O Arthritic Involvement predminantly in two or three compartments

NSAID or Acetaminophen

Imaging (Joint Space Most Involved Compartment) and Range of
Motion

Intraarticular Corticosteroids
(O Minimal Joint Space Narrowing (KL 0-1)

Mild to Moderate Joint Space Narrowing (KL 2-3) with full range of
extension/flexion

|

Mild to Moderate Joint Space Narrowing (KL 2-3) with lack of full range of
extension (> 5-degree flexion contracture) and/or flexion (< 110 degrees)

Arthroscopic Partial Meniscectomy or
Shaving

@ Severe Joint Space Narrowing (KL 4)

PRP

(O Arthritic Involvement isolated in patellofemoral compartment o

Mechanical Symptoms Compatible with Meniscal Tear or Loose
Body 3

E-MAIL RESULTS | PRINT COPY

(O Mechanical Symptoms Present

O Mechanical Symptoms Absent

Age (Including Patient Activity Level and Physiologic Status)
) Young
O Middle-Aged

() Elderly

https://www.orthoguidelines.org/go/auc/auc.cfm?auc_id=225073
SUBMIT




ACR guidelines (2019)

HAND KNEE

HIP

PHYSICAL, PSYCHOSOCIAL, and MIND-BODY APPROACHES

Exercise”

Self-Efficacy and Self-Management Programs

{ Weight Loss
[ Tai Chi
[ Cane

1%t CMC Orthosis J [ TF Knee Brace™”

Heat, Therapeutic Cooling

Cognitive Behavioral Therapy

Acupuncture

Kinesiotaping ]

Balance Training

Other Hand Orthoses™™* ] PF Knee Brace™” J

[
[

|
|

it )[ v |
[

RFA ]

PHARMACOLOGIC APPROACHES

Oral NSAIDs

Topical NSAIDs

| [ Topical NSAIDs }

I { I-A Steroids (Imaging-Guidance for Hip)

Strongly
recommended

Conditionally
recommended

Bannuru, Arthritis CareRes 2020

|-A Steroids }
Acetaminophen J
Tramadol ]
Duloxetine ]
Chondroitin I [ Topical Capsaicin ]



ACR guidelines (2019)

PHARMACOLOGIC APPROACHES

HAND

IL-

Chondroitin

KNEE
Bisphosphonates
Glucosamine
Hydroxychloroquine
Methotrexate
TNF Inhibitors

1 Receptor Antagonists

Stem Cell Injection

3

Intra-Articular Hyaluronic Acid

HIP

[ o

] I-A Hyaluronic Acid

[

Intra-Articular Botulinum Toxin

)

Topical Capsaicin ] [

Prolotherapy

b

Colchicine

N

on-Tramadol Opioids

Fish Qil

HAND

KNEE

TENS

HIP

lontophoresis

PHYSICAL, PSYCHOSOCIAL, and MIND-BODY APPROACHES

— e —— )

Vitamin D

~
Manual Therapy (with or without exercise)
A /
4 ™
Massage Therapy
. S
s ™y
Maodified Shoes
A vy
4 ™y
Wedged Insoles
vy

Pulsed Vibration

Therapy

Strongly

Against

Bannuru, Arthritis CareRes 2020

Conditionally
Against




Table 2. Recommendations for the pharmacologic management of osteoarthritis of the hand, knee, and hip

Intervention

Joint

Hand Knee Hip

Topical nonsteroidal antiinflammatory drugs

Topical capsaicin

Oral nonsteroidal antiinflammatory drugs

Intraarticular glucocorticoid injection

Ultrasound-guided intraarticular glucocorticoid injection

Intraarticular glucocorticoid injection compared to other injections

Acetaminophen

Duloxetine

Tramadol

Non-tramadol opioids

Colchicine

Fish oil

Vitamin D

Bisphosphonates

Glucosamine

Chondroitin sulfate

Hydroxychloroquine

Methotrexate

Intraarticular hyaluronic acid injection

(First carpometacarpal)

Intraarticular botulinum toxin

Prolotherapy

Platelet-rich plasma

Stem cell injection

Biologics (tumor necrosis factor inhibitors, interleukin-1 receptor antagonists)

Bannuru, Arthritis CareRes 2020

Strongly recommended

Conditionally recommended
Conditionally recommended against
No recommendation




Guidelines: critique

Clinical Orthopaedics
Clin Orthop Relat Res (2022) 480:1-3 and Related Research®
DOI 10.1097/CORR.0000000000002068 A Publication of The Association of Bone and Joint Surgeons®

Copyright © 2021 by the Association of Bone and Joint Surgeons

Editorial: The New AAOS Guidelines on Knee Arthroscopy for
Degenerative Meniscus Tears are a Step in the Wrong Direction

Seth S. Leopold MD'



Pain, effect size
(95% Crl

Etoricoxib %0mg —
Zaltoprofen 240 mg* 2
Rofecoxib S0mg —_—— -
Lomoxicam 16 mg* . 4 Pain, effect size
Tolfenamic add 600 mg L 4 Eaxcd)
Etori coxib &0 mg* ——
Diclofenac 114-133mg * Tramadol 275-300 mg —ip—
m Diclofenac topical 140-160 mg — Meclofenamate sodium 300 mg *
Creaprozin 1200 mg —_—— Ibuprofen 1200 mg *
s Ketoprofen 200mg* —_— Fentamyl transdermal 06 mg *
Iscodcam 200 mg * Naproxdnod 7S0mg ——
U Etodolac 600 mg — Indomethacin 75mg »
Diclofenac 150 mg* —— Waldeconib 5 mg —
— Aceciofenac 200mg* —— Polmacoxib 2 mg *»
Diclofenac toplcal 70-81mg —_—— Tiaprofenic acid 600 mg* +*
Piroxicam 25.5 mg * S-flurbiprofen plaster=20mg . 4
e Etoricoxib 30mg —— Morphine with naltresone 4 3.5 mg +*
L Meloxi cam 15 mg* —— Cymorphone 40 mg *
Rofecoxib 25 mg* —ip- Tramadol 400 mg* *»
U Piroxdcam 20 mg — Place bo topical ——
Maproscinod 2250 mg — Ketoprofen topica 200-220 mg ——
e o Diclofenac 100-105mg ——— Nabumetone 1000mg ——
Maproscinod 1500 mg —— Ketoprofen topica 100 mg.
m Nimesulide 800 mg -* Paracetamal 3000 mg *
G) Diclofenac <75 mg —— Etoricoxib 5-10mg *
Rofecosib 125mg —- Ibuprofen topical 1500mg. +* +
S-flurbiprofen plaster 40mg Codeine 105-127 mg +
S Mabumetone 1500-1831 mg Oxycodone 248 mg ——
. Diflunizal 1000mg — Hydromaorphone 13.9-16 mg *
Tramad ol with paracetamol 154-225 mg %I- Paracetamol 3900-4000 mg* ——
Mapraxen 1000 mg* - Ketoprofen topica 50mg *
m Lumiracoxib 400 mg — Tramadol 200 mg ——
Maprosen s750mg * Tramadol 100-131 mg ——
U Ibuprofen 2400 mg* —— Celecoxib 100 mg ——
Valdecoib 20mg —— Oxycodone =40 mg *
* =mmm— Lumiracouib 200 mg* —— Paracetamal <2000 mg *
Buprentrphine transdenmal 0.28-0.36 mg Hydromorphone & mg
; Buprenorphine sublingual 087 mg Hydromorphone 34 mg *
Nimesulide 200 mg* — Maproxdnod 250mg ——
Celecouib 200 mg »> Placebo oral and topicd ——
Rofeconib 5 mg — Piroxicam topical 15 mg*
Tapentacal <316 mg —— 435 100 075 050 025 0 025 050
Meloxicam =10 mg — Active treatment Oral placebo
Diflunisal 750 mg o better better
Lumiracowib 100 mg ——
Waldecowib 10mg ——
Owymaorphone 80 mg #-
Celeconib 400 mg* ——
135 100 075 050 035 0 0I5 050 Da Costa, BMJ 2022

Active treatment Oral placebo
better better




Figure 2. Forest Plot for the Estimates of Long-term Treatment Effects of Interventions on Knee Pain

No.of No.of Mean Difference Favors Active |
Type of Intervention Trials  Patients (95% Crl) Treatment
Analgesics
Acetaminophen 1 27 7.00(-10.86 to 23.95) —
Antioxidants
q.) Vitamin E 1 59 2.13 (-1.66 t0 5.96)
Bone-acting agents
3 Calcitonin 1 695 -2.25 (-4.58 to 0.08)
Risedronate 3 2087 -0.77 (-2.48 to 0.90)
U Strontium ranelate 1 899 -2.11(-451t00.29)
— Vitamin D 2 310 -2.73 (-6.50 t0 0.99)
Zoledronic acid 1 29 -0.64 (-14.14 to 12.65)
— Intra-articular hyaluronate and corticosteroid injections
L Hyaluronic acid 12 1051 -1.97 (-5.56 to 1.53)
Betamethasone 1 98 23.04(17.16 t0 28.71)
U Methylprednisalone 1 50 -1.90(-10.57 t0 6.96)
Triamcinolone 2 103 3.30(-1.05t0 7.64)
e o Hyaluranic acid plus betamethasone 1 35 -4.45 (-9.57 t0 0.64)
Hyaluronic acid plus methylprednisolone 1 169 2.20(-4.19t0 8.61)
m Hyaluronic acid plus triamcinolone 1 16 -11.79(-27.72 t0 4.18)
G) Monsteroidal anti-inflammatory drugs
Celecoxib 3 690 -4.93 (-10.23t0 0.30)
Diclofenac 5 1090 -0.58 (-6.81 t0 5.54)
C Etofenamate 1 29 3.18(-8.481t0 14.75)
© mm— Etoricoxib 2 780 -3.40(-10.92 to 4.05)
— Indomethacin 1 202 1.07(-5.38t0 7.47)
q) Licofelone 1 147 -1.82 (-12.19t0 8.51)
Naproxen 4 659 -2.98(-11.21t05.22)
U Nimesulida 1 183 -2.76(-12.28 t0 6.83)
Rofecoxib 2 979 2.25(-4.37 to0 B.82)
OC—— Tiaprofenic acid 1 307 -1.67 (-7.58 t0 4.11)
3 Symptomatic slow-acting drugs in osteoarthritis and putative disease-modifying agents
Chondroitin sulfate 5 731 -1.47 (-4.21t0 1.27)
Cindunistat 1 971 -0.94(-3.10+t0 1.22)
( ) Diacerein 1 85 -1.07(-8.13t0 5.94)
Glucosamine sulfate 2 207 -4.07(-6.991t0-1.18)
Glucosamines 3 325 -2.54(-6.59t0 1.55)
Glucosamines plus chondroitin sulfate 2 280 -3.85(-8.72t00.87)
Sprifermin 1 122 10.86 (5.28 to 16.48)
H Estimates are expressedona O to
30 20 -10 0 10 20 30 100 scale. Point estimates refer to
Mean Difference (95% Crl) the posterior mean. The bars indicate

95% credibility intervals (Crls). Gregori, JAMA 2018




Management of osteoarthritis

Explain that:
= osteoarthritis is diagnosed clinically and usually does not need imaging to confirm diagnosis

Pharmacological management

* management is guided by symptoms and physical function If needed, use:
* the core treatments are therapeutic exercise and weight management, alongside information and support. » alongside non-pharmacological treatments and to

support therapeutic exercise
Exercise Weight management Information and support + the lowest effective dose for the shortest possible

time.
For all people with osteoarthritis,
offer therapeutic exercise tailored

For people who are living with * Tailor information to the person’s Review with the person whether to continue treatment.

to their needs (for example, local overweight or obesity: individual needs and ensure it is Base frequency of reviews on clinical need.

muscle strengthening, general . advise them that weight loss will in an accessible format. . . -

aerobic fitness) ! improve quality of life and physical * Advise where people can find » Offer a topical non-steroidal anti-inflammatory drug
Consider super\:rise d therapeutic function, and reduce pain further mfor!'r.latlon on: : [NSA!D] for km_ee osteoarthritis. B
ST e - support them to choose a weight o the condition and information . Conmder_a‘toplcal MNSAID for other osteoarthritis-
Advise people it may initially loss goal that challenges common Sl

cause pain or discomfort but = explain that any weight loss is likely misc?fpceptions ¢ . Consider an oral NSAID if topical medicines are
long-term adherence to an exercise to be beneficial, but losing 10% is o Specilic types of exercise ineffective or unsuitable and offer

. . - likely to be better than 5%. managing their symptoms a gastroprotective treatment alongside.
plan will benefit the joints, reduce Yy how 1o access additional g P g

pain and improve function. For guidance and information on information and support
Consider combining therapeutic weight management, including o benefits and limitations of
exercise with an education interventions for weight loss, see treatment.

programme or behaviour change NICE’s topic page on obesity.
approaches in a structured

Do not offer:
» paracetamol or weak opioids routinely, unless:
o used infrequently for short-term pain relief
o all other treatments are ineffective or unsuitable
* glucosamine
* strong opioids
+ intra-articular hyaluronan injections.

treatment package.

Do not offer:
- acupuncture or dry needling Consider intra-articular corticosteroid

» electrotherapy treatments injections for short-term relief when other
» insoles, braces, tape, splints or pharmacological treatments are ineffective or unsuitable
supports routinely. or to support therapeutic exercise.

v

Manual therapy Devices
Only consider for hip and knee Consider walking aids for lower

osteoarthritis and alongside limb osteoarthritis.
therapeutic exercise.

This is a summary of the recommendations on Referral for joint rep|acement
managing ostecarthritis in NICE's guideline on - . . . - S ey
ostecartivitis in over 185 distinosis and MBnsoament Copsflder referring people with hlp, h_mee or shoulc_ler ost_eoarthrltls for joint replacement if:
* joint symptoms are substantially impacting their quality of life and
* non-surgical management is ineffective or unsuitable.

National Institute for
NIC Health and Care Excellence Do not exclude people from referral for joint replacement because of age, sex or gender, smoking, comorbidities, or overweight or obesity.

Published October 2022 @ NICE 2022, All rights reserved. Subject to Motice of rights.



Acetaminophen
for OA: does it

Machado, BMJ 2015

work?

Paracetamol Placeba
Muthor, year Mean (SB)  Total Mean(Sh) Totsl
Spinal pain (pain/immediate term)
Wezel 2014 51.0(21.0) 36 51.00(20.0)
Willlams 2014a IT.0(260) 517 36.00(26.0)
Williams 2014b 3B.0 (27 .0) 4§99 F60 (2600

Paaled Efect: *=03

Spinal pain (pain/sho tarm)

Willlams 2014a (22,00 506
Willlams 2014b
Poaled effect: I=0%
Spinal pain (disabi
Willlams 2014a
Williams 2014b 33.3(27.1) 489B
Poaled effect 1=0%

Spinal pain (disability /short term)
Williams 2014a 10.0(19.6) 504
Williams 2014b 10.E [20.4) 514
Poaled effect: I*=0%

Osteoarthritis (pain/immediate term)

Zoppl 1995 -20.0021.5) 28
Case 2003 -0.8{1L7] 7
Golden 2004 -222(181) 145
Miceli-Richard 2004 -16.0(21.00 385
Prior 2014 -26.4 (24.7) 267

Poaled effect 1=33%
(Orsteoarthritis (pain/short term)

Case 2003 -4.8 (16.6) 22
Micel-Richard 2004 - 298
Pincus 20043 174 (2600 171
Pincus 20045 -13.B(23.7) 1B5
Herrero-Beaumont 2007 - 108
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Paracetamol Placeba

Muthor, year Mean (SB)  Total Mean(Sh) Totsl Mean difference Weight Mean difference
| (95% CD %) (55% (I
Spinal pain (pain/immediate term)
Aceta m I n o ph e n Wewel 2014 5LO0(21.00 36 51002000 3 - & 0.00971097)
Willlams 20143 37002600 537 36002600 252 48 10(191D49)
- Willlams 2014b  3B.0(F.0) 499  3E0(26.0) 252 4% 20(-201D60D)
u Pooled Effect: P=0% 1.4 (-1.3 0 4.1)
Or ™ oes I Spinal pain (pain/sho tarm)
Willlams 20143 12.0(22.0) 506 13002300 253 50 -1.0(44102.4)
Willlams 2014b  13.0(22.0) 514 13002300 253 50 0.0 (1.4 0 34)
9 Poaled effect: I=0% -05 2.9t 1.5)
Wo r ™ Spinal pain (disability immediate term)
Willlams 20148 32.1(7.1) 513 346(71) 250 50 25661016
Williams 2014b 31.3(27.1) 4%9B 34602710 250 50 -1.3¢5.4 tn 2.5)
Poaled effect 1=0% -1.9¢4.8101.0)
Spinal pain (disability /short term)
Williams 2014a 10.0019.6) 504 100(1BE) 252 0.0 (-2.91p 2.9)
Willlams 2014b  10.E(30.4) 534  10.0(188 352 49 QB[220 38
Osteoarthritis (pain/immediate term)
Zoppi 1995 -20.0 (21.5) 28 -10.8 (18.0) 28 1 ; 5 -9.2(-19.6t01.2)
Case 2003 -0.9 (11.7) 27 -0.3 (10.5) 26 + 14 -0.6 (-6.6t0 5.3)
Golden 2004 -22.2(18.1) 145 -18.0(16.5) 149 + 25 -4.2(-8.21t0-0.2)
Miceli-Richard 2004 -16.0 (21.0) 385 -15.0(21.0) 356 - 33 -1.0 (4.0t0 2.0)
Prior 2014 -26.4(24.2) 267 -20.5(24.5) 275 — = 23 -5.9(-10.0t0o-1.8)
Pooled effect: 1°’=33% - -3.3(-5.81t0-0.8)
Osteoarthritis (pain/short term)
Case 2003 -4.8(16.6) 22 -3.1(19.7) 19 . il 3 -1.7 (-12.8t0 9.4)
Miceli-Richard 2004 - 298 - 262 A 26  -0.8 (4.4 t02.8)
Pincus 2004 a -17.4(26.0) 171 -10.5(25.2) 172 —1 11 -6.9(-12.3t0-1.5)
Pincus 2004b -13.8 (23.7) 185 -7.6 (26.9) 182 —.—§— 12 -6.2(-11.4t0-1.0)
Herrero-Beaumont 2007 — 108 - 104 — 12 -2.5(-7.7t02.7)
Altman 2007a 26.5(25.5 160 -19.6(22.5) 83 _1 8 -6.9(13.4t0-0.4)
Altman 2007b -22.8(21.6) 158 -19.6 (22.5) 82 —:.—— 10 -3.2(-9.0t0 2.6)
Prior 2014 -30.0(20.9) 177 -25.8(20.3) 172 + 18 -4.2 (-8.51t00.1)
Pooled Effect: 17=0% T -3.7 (-5.5t0-1.9)

Machado, BMJ 2015
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ABSTRACT

OBJECTIVE

To investigate the efficacy and safety of paracetamol
(acetaminophen) in the management of spinal pain
and osteoarthritis of the hip or knee.

DESIGN
Systematic review and meta-analysis.

DATA SOURCES

Medline, Embase, AMED, CINAHL, Web of Science,
LILACS, International Pharmaceutical Abstracts, and
Cochrane Central Register of Controlled Trials from
inception to December 2014.

ELIGIBILITY CRITERIA FOR SELECTING STUDIES
Randomised controlled trials comparing the efficacy
and safety of paracetamol with placebo for spinal pain
(neck or low back pain) and osteoarthritis of the hip or
knee.

DATA EXTRACTION

Two independent reviewers extracted data on pain,
disability, and quality of life. Secondary outcomes
were adverse effects, patient adherence, and use of
rescue medication. Pain and disability scoreswere
converted to a scale of O (no pain or disability) to 100
(worst possible pain or disability). We calculated
weighted mean differences or risk ratios and 95%
confidence intervals using a random effects model.
The Cochrane Collaboration's tool was used for
assessing risk of bias, and the GRADE approachwas

ineffective for reducing pain intensity (weighted mean
difference —0.5, 95% confidence interval 2.9 to 1.9)
and disability (0.4, —1.7 to 2.5) or improving quality of
life (0.4, -0.9 to 1.7) in the short term in people with
low back pain. For hip or knee osteoarthritis there was
“high quality” evidence that paracetamol provides a
significant, although not clinically important, effect on
pain (-3.7, -5.5t0-1.9) and disability (-2.9, -4.9 10
—0.9) in the short term. The number of patients
reporting any adverse event (risk ratio 1.0, 95%
confidence interval 0.9 to 1.1), any serious adverse
event (1.2, 0.7 to 2.1), or withdrawn from the study
because of adverse events (1.2, 0.9 to 1.5) was similar
in the paracetamol and placebo groups. Patient
adherence to treatment (1.0, 0.9 to 1.1) and use of
rescue medication (0.7, 0.4 to 1.3) was also similar
between groups. “High quality™ evidence showed that
patients taking paracetamol are nearly four times more
likely to have abnormal results on liver function tests
(3.8, 1.9 to 7.4), but the clinical importance of this
effectis uncertain.

CONCLUSIONS

Paracetamol is ineffective in the treatment of low back
pain and provides minimal short term benefit for
people with osteoarthritis. These results support the
reconsideration of recommendations to use
paracetamol for patients with low back pain and
osteoarthritis of the hip orknee in clinical practice
guidelines.
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NSAIDs: do they
work in OA?

Da Costa, BMJ 2021

Etoricoxib 90 mg
Zaltoprofen 240 mg*
Rofecoxib 50 mg
Lornowicam 16 mg*
Tolfenamic acid 400 mg
Etoricoxib §0 mg*
Diclofenac 114-133 mg

Diclofenac topical 140-160 mg

Oxaprozin 1200 mg
Ketoprofen 200 mg*
Isoxicam 200 mg
Etodolac 00 mg
Diclofenac 150 mg*
Are

ofenac 200 mg*
Diclofenac topical 70-81 mg
Piromicam 25.5 mg
Etoricoxib 30 mg
Meloxicam 15 mg*
Rofecoxib 25 mg*

Firamicam 20 mg
Maproxcinod 2250 mg
Diclofenac 100-105 mg
Maproxcinod 1500 mg
Mimesulide 800 mg
Diclofenac s75 mg
Rofecoxib 12.5 mg
S-flurbiprofen plaster 40 mg
Mabumetone 1500-1831 mg
Diflunisal 1000 mg

Maproxen 1000 mg*
Lumiracoxib 400 mg
Maproxen =750 mg
Ibuprofen 2400 mg*
Valdecoxib 20 mg
Lumiracoxib 200 mg*

Mimeszulide 200 mg*
Celecoxh 200 mg

Rofecoxib 5 mg

Meloxicam =10 mg
Diflunisal 750 mg
Lumiracoxib 100 mg

Vabdecoxib 10mg

Celecoxb 400 mg*

Pain, effect size
(953 Crl)
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Meclofenamate sodium 300 mg

Ibuprofen 1200 mg

Maproxcined 750 mg
Indomethacin 75 mg
Valdecoxib 5 mg
Polmacoxib 2 mg
Tiaprofenic acid 600 mg®

S-flurbiprofen plaster =20 mg

Placebo topical

Ketoprofen topical 200-220 mg

Mabumetone 1000 mg
Eetoprofen topical 100 mg
Paracetamol 3000 mg
Etoricoxib 5-10mg
|buprofen topical 1500 mg

Paracetamiol 39200-4000 mg*
Ketoprofen topical 50 mg
Celecoxb 100 mg
Paracetamol <2000 mg
Maproxcined 250 mg

Placebo oral and topical
Piroxicam topical 15 mg*

Pain. effect size
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X€eLpoupyLKn Bepareia

OAwn apBpomAaotikn (total joint arthroplasty)
HuwapBpomAaotikn (unicompartmental)

Ooteotopiec (tibial osteotomy)

ApBpookorikn ekmAvon kat kaBaplopoc (lavage and debridement)
Mepikn pnviokektoun (partial meniscectomy)



OAKN apOpomAaoTLKN

KaAd amoteAEopata

[MOAAEC TEXVIKEC

Xpovoc avaBbewpnonc (revision)
[poeyxelpNTIKN eKTLUNON KvdUvou

MpoeyxelpnTIKN posToluacia (anwAegla Bapouc, aocknon,
duokoBeparneia)

https://www.aaos.org/globalassets/quality-and-practice-resources/surgical-management-knee/smoak2cpg.pdf



OAwn apBporAaotikn- dLapketa {wnc EUPUTEVUIATWV

loxio:
10 TN emPBiwon tovu epdutevpatoc: 95,6%
20-eTnc emBiwon tou epudutevpatoc: 85%

[ovarto:

10 eTtn¢c emPBiwon tou epdutelpatoc: 96,1%
20-eTnC emBiwon tou gpdputevpatoc: 89,7%

Bayliss, Lancet 2017



Mia KpLloLun TOLPAUETPOG: N NALKLL
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Age at total knee replacement (years) Age attotal knee replacement (years)
Figure 2: Lifetime risk of revision after total hip replacement Figure 3: Lifetime risk of revision after total knee replacement
Plot showing estimates of lifetime risk of total hip replacement revision against age at the time of total hip replacement Plot showing estimates of lifetime risk of total knee replacement revision against age at the time of primary total knee
primary surgery (in 5-year age bands) and stratified by sex (results adjusted for lost and censored population). replacement surgery (in 5-year age bands) and stratified by sex (results adjusted for lost and censored population).

Bayliss, Lancet 2017




HuwopOpornAaoctikn (unicompartmental)

UNICOMPARTMENTAL VS. TOTAL KNEE ARTHROPLASTY

The practitioner can use unicompartmental arthroplasty vs total knee arthroplasty for patients
with predominantly medial compartment osteoarthritis, as evidence reports improved patient
reported and functional outcomes in the short term; however, long-term rates of revision in
unicompartmental knee arthroplasty may be higher than total knee arthroplasty.

Strength of Evidence: Strong

Strength of Recommendation: Moderate X% X (downgraded)

Evidence from two or more “Moderate” quality studies with consistent findings, or evidence from a single “High”
quality study for recommending for or against the intervention. Also, higher strength evidence can be downgraded
to limited due to major concerns addressed in the EtD Framework.

https://www.aaos.org/globalassets/quality-and-practice-resources/surgical-management-knee/smoak2cpg.pdf



Ooteotopia

https://journals.lww.com/jaaos/Fulltext/2022/05010/AA0S_Clinical_Practice_Guideline_Summary_.10.aspx



Ooteotopia

Tibial Osteotomy

High tibial osteotomy may be considered to improve pain
and function in properly indicated patients with uni-
compartmental knee osteoarthritis.

Strength of recommendation: Limited. ey

(downgrade)

https://journals.lww.com/jaaos/Fulltext/2022/05010/AA0S_Clinical_Practice_Guideline_Summary_.10.aspx



Lavage and debribement

Lavage/Débridement

Arthroscopy with lavage and/or débridement in patients
with a primary diagnosis of knee osteoarthritis is not

recommended.

Strength of recommendation: Moderate. Yy Y

https://journals.lww.com/jaaos/Fulltext/2022/05010/AA0S_Clinical_Practice_Guideline_Summary_.10.aspx



Partial meniscectomy

Partial Meniscectomy

Arthroscopic partial meniscectomy can be used for the
treatment of meniscal tears in patients with concomitant
mild-to-moderate osteoarthritis who have failed physical
therapy or other nonsurgical treatments.

Strength of recommendation: Moderate. Yy Y

https://journals.lww.com/jaaos/Fulltext/2022/05010/AA0S_Clinical_Practice_Guideline_Summary_.10.aspx
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MAucinova (mapaketapoAn/ acBevni omosldn)
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