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Which one to pick, consensus or meta-analyses results?

Meta-analyses Consensus
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A compromise

A consensus-oriented approach

A ”’hard data”-oriented approach

Consensus or meta-analyses?

1. Should researchers restrict themselves to
provide evidence in terms of trials,
systematicreviews and meta-analyses?

2. Should researchers get involved in the making
of guidelines?

3. Isn't consensus about politics in professional or
health issues, not science?

4. If You go for consensus, what do You need
science for?

5. Is it healthy for science pluralism that reviewers
and editors participate in the making of
guidelines, or may we end up with a consensus
monopoly of opinions with a pseudo-scientific
alibi?

Meta-analyses as evidence

« Meta-analyses can be useful across
interventions in areas where multiple therapies
exist.

« The validity av using meta-analyses for
comparisons rest on similarities in:

. Patient samples,

. Outcome measures,

. Timing of outcome measurements,

. Assessment of side-effects (tends to be
qualitative)
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Problems with consensus-based guidelines

Open to stakeholder bias, hidden agendas, etc.

1 4 NOT [©XON ERATE

SADDAM HUSSEIN FROM

BLAME. | WILL [YE30ISE
OURTROOPS AND #/5/5TO

@5 AND THE PERSIAN @&,
1 WILL [EHREPARED FOR

DailyMirror, UK, Jan 6th, 2003

Relationship between funding and trial conclusions
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Can we trust the OA treatment guidelines?
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European League Against
Rheumatism (EULAR)
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recommendation based on both evidence and expen opin 6 out of 10 recommendations are for drugs

Gl e = (paracetamol, NSAID/coxibs, opioids,

0 A steroids, glucosamin/chondroitin

[ No recommendations of physical

Booame 1 interventions
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Warning signs for discrepancies between
guidelines and evidence

Medication for OA is usually
NSAIDs, Cox-2s. painkillers or
combinations thereof'*
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Invention of new combined outcomes due to "insensitive” outcomes
of improvement. "The patient does not fee limproved, but he just
doesn’t know that he actually has improved.”

Differences and similarities between drugs
and non-pharmacological interventions

Process of obtained approvals for clinical
use of drug and lasert!

Drug therapy Laser therapy
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Review of laser trials in
osteoarthritis
Therapeutic windows
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Placebo-controlled trials with optimal dose (synovial target)
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Lack of dose-perspective in Cochrane reviews
of laser therapy in osteoarthritis
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Laser in inflammation

Animal studies

Cell count X 1000000

oo oo

f 3
“ime )

Anti-inflammatory effect of Anti-inflammatory effect of laser
laser is non-wavelength is blocked when cortisol-
specific receptors are downregulated
Albertini, Bjordal et al. 2008 (use of steroids)

Photomed Laser Surg
Lopes-Martins, Bjordal et al. 2006
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Laser in inflammation

Animal studies

The Effect of LLLT (810 nm) on Rat Kneo Osteoarthritis 24 hours after inductic
carrageenan and Caolin
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Anti-inflammatory effects imilar
to NSAID (celecoxib) in rat lung
injury model
Aimbire, Bjordal et al. 2007
Photomed Laser Surg

Dose-dependent anti-
inflammatory effect similar to
NSAID (indomethacin) in rat
knee OA model

Lopes-Martins, Bjordal et al.
(unpublished)

Antinfammatory effects

‘ Pathways for acute pain relief by ‘

red or infrared low level laser
irradiation

Local LLLT effects after first ion,
enhanced effect by repeated irradiation
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opioid receptors (2)

Effects on cells and soft tissue

Reduced oedema | Reduced hemorrhagic | Reduced neutrophil
formation (7) formation (5) cellinflux (4)

Enhanced local
microcirculation (4)

Bjordal et al. 2006
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Laser therapy in Achille stendinitis

A randomised, placebo controlled trial of low level laser
therapy for activated Achilles tendinitis with microdialysis
measurement of peritendinous prostaglandin E;
concentrations

J M Bjordal, R A B Lopes-Martins, V V Iversen
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Pain intensity on 100 mm VAS

Achillestendinopathy

RCT with eccentric exercises and LLLT
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Stergioulas. Bjordal et al. Am J Sports Med (2008)

LLLT in knee osteoarthritis

LLLT and exercise therapy
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Health TechnologyAssessment in Norway

Nasjonalt kunnskapssenter for helsetjenesten

Effekt av fysioterapi ved kneledds-
artrose, begrenset til elektroterapi
og gvelsesbehandling

104 Results / Conclusions.
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But how does physical interventions fare in with pharma interventions?

Lack of updated evidence on drugs

, non-steroidal anti-inflammatory drugs for
ing osteoarthritis of the knee (Review)

atuon M, Brokes ST, Fslkne A, Kiewsn ]

THE COCHRANE
COLLABORATION®

No comparisons of NSAIDs versus placebo
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A view from the outside in the cold
northern loneliness

Oral NSAIDs in knee OA

Nonesteroidal anti-inflammatory drugs, including cyclo-oxygenase-2
inhibitors, in osteoarthritic knee pain: meta-analysis of randomised

placebo controlled trials

Jan Magnus Bjordal, Amne Elissbeth Ljnggren, Atie Kiowing, Lars Siordal
B4J 200412281347 originslly published online 22 Nay 2004;
doi10.11287om; 36272 £30955.52
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Withdrawal Symptoms

Patients, Doctors Explore Alternatives to Vioxx For Arthritis Relief - Very Carefully
Jaruary W, Payne
Wastington Post S Wier
Tuesday, November 23, 2004 Page HED1
A new meta-analysis in the British Medical Journal (BMJ) recommends "only limited use" of NSAIDs for
long-term treatment of knee osteoarthritis, citing questions about their effectiveness and safety. Of the 23
trials analyzed, all but one was short-term, evaluating the drugs' effects after two to 13 weeks. (The only
longer-term study involved a drug not available in the United States.) A meeting of the Food and Drug
Administration (FDA) drug safety advisory committee is planned for February to discuss the safety of the
two other GOX-2 drugs remaining on the U.S. market - Bextra and Celebrex.

Oral NSAIDs in knee OA

Non-steroidal antiinflammatory drugs. including cyclo-oxygenase-2
inhibitors, in ostcoarthritic knce pain: meta-analysis of randomised
placebo controlled trials
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Patient selection criteria inflates effect
estimate in oral NSAID trials

Manufacturer's benef

Ei:fz;sgﬁﬁ;ug:isgg v ‘ Patients not tolerating NSAIDs are
NSAID trial already excluded

l

Patients required to stop
taking NSAID for 3-7
days

Patients required to have
at least 40 mm pain on
VAS

Patients required to have
atleast 15 mm pain
increase on VAS after
stopping with NSAID

Patients not responding to NSAIDs
- are already excluded




Recruitment of patients to NSAID-trials

Patient selection bias

Mean Change + Standard Error

‘Waeks Postrandomization
WOMAC Pain Subscake (VAS)

Gottesdiener et al.
Rheumatology 2002

Selection bias in knee osteoarthritis NSAID trials
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Comparison between drugs and LLLT in KOA

Seven most common drugs Physical interventions with optimal dose
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Is LLLT and physical agents evaluated differently from drugs in the
Cochrane Library?

Analysis of Cochrane reviews of randomized
placebo-controlled trials with pain therapy

=3

Analysis of Cochrane reviews of randomized
placebo-controlled trials with pain therapy

Physical agents patients n=5482

Drug patients n= 6284
- patient /!

Patient numbers

Tolal rials Positue rals Total reviews Mean review sample. Median review sample

Analysis of Cochrane reviews of randomized
placebo-controlled trials with pain therapy

Methodological quality for pain RCTs with positive results by two scales used in
the Cochrane Library

1" Not significantly different, p= 0.23 Not significantly different p=0.097
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Analysis of Cochrane reviews of randomized
placebo-controlled trials with pain therapy

Grading of review conclusions (percentage in each category)
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