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Placebo effect in Osteoarthritis:

Why not use it to our advantage?



OA: ARE WE HAPPY WITH CURRENT TREATMENT?

• Guidelines don’t agree on every treatment

• Literature is contradictory

• Most treatments have low Effect Size

Bannuru et al. OARSI Guideline. O&C 2019 

Brophy et al. AAOS Guideline . JAAOS 2022

Kucharz et al. ESCEO Guideline. Rheumatol Int 2019

Kolasinski et al. ACR Guideline. Arth and Rheumatol 2019



• Effect Size takes standard deviation in account

• ES = 1: Mean at endpoint is 1 Standart Deviation higher than at baseline

• In pratical terms:

ES=0,2: small benefit

ES=0,5: moderate benefit

ES>0,8: major effect

IT’S EFFECT SIZE, STUPID!

Coe, Robert. "It’s the effect size, stupid." 

British Educational Research Association 

Annual Conference. Vol. 12. 2002.



VISCOSUPPLEMENTATION EVIDENCE
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VISCOSUPPLEMENTATION EVIDENCE

- Huge pain relief in both groups



VISCOSUPPLEMENTATION EVIDENCE

30% of improvement in all groups
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VISCOSUPPLEMENTATION EVIDENCE



• ES=0,06 (0,02-0,1) for pain relief

EFFECT SIZE



• Exercise: ES=0,34 for pain relief 

EFFECT SIZE



• Weight loss : ES=0,20 for pain; 0,23 for function

EFFECT SIZE



• ES=0,13 (pain)

• ES=0,37 (pain)

• ES=0.37 (pain)

EFFECT SIZE



• ES=0,28 for pain and function (vs “sham”)

EFFECT SIZE



• ES=0,28 for pain and function (vs “sham”)

• vs waiting list: ES=0.96 !!! 

EFFECT SIZE



• Grupo VS (endpoint vs baseline): ES=0,80

• Grupo VS+T (endpoint vs baseline): ES=1,32 !!!!

EFFECT SIZE



• 198 trials in OA (193 vs placebo e 14 vs no treatment)

• placebo effect: difference between follow-up and baseline in the placebi 

group

• ES=0,51 (placebo) e 0,03 (no treatment)

EFFECT SIZE



• Placebo: Latim for “I will please”

• XIII Century: Hired mourners chanted the 116 salm

• Term “placebo” refered to “fake behavior”

• Until 1945: “Humble Humbug”

PLACEBO



• After WWII : RCTs - gold standart method

• Concept of: POWERFUL PLACEBO (Beecher)

• “Total effect of a treatment: drug effect plus placebo effect”

• Etical consideration: Can we deceive our patients?

• Negative conotation

PLACEBO



Symptomatic improvement that does not result 

from the substance or intervention itself

PLACEBO EFFECT



Placebo - UNETHICAL?

PEOPLE ARE BEING DECEIVED BY UNSCRUPULOUS 

PROFESSIONALS



• Students received 1 or 2 pills, blue or pink

• 2 pills produced more effects than one

• Blues were more sedative

PLACEBO EFFECT EVIDENCE



Better results when:

• Show the brand

• It is more expensive

PLACEBO EFFECT EVIDENCE



Subjects were give decaffeinated coffee

• Group 1: Led to believe it was coffee

• Group 2: Led to believe it was a RCT

EFFECT OF EXPECTATION



EFFECT ON THE CAREGIVER!



Placebo vs Nocebo



• ACP vs sham: no difference

• Difference in style of caregiver

• Patients received phonecalls

PLACEBO EVIDENCE



PLACEBO EVIDENCE

• Network analysis estimates relative effects of all treatments against each other  

• 137 studies - 33243 patients

• Treatments: IA corticoids, VS, acetaminofen, NSAIDs, IA placebo, oral placebo



PLACEBO EVIDENCE



PLACEBO EVIDENCE



TAKE HOME MESSAGE



• Placebo effect is powerfull, specially in OA

TAKE HOME MESSAGE
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• Your behavior and what you say can be more important than the drug itself

TAKE HOME MESSAGE



• Placebo effect is powerfull, specially in OA

• Your behavior and what you say can be more important than the drug itself

• Patient expectation and caregiver expectation influences results 

TAKE HOME MESSAGE



• Placebo effect is powerfull, specially in OA

• Your behavior and what you say can be more important than the drug itself

• Patient expectation and caregiver expectation influences results 

• The more invasive higher the placebo effect

TAKE HOME MESSAGE



Placebo effect is REAL and POWERFULL

We should and MUST use it to help our patients

CONCLUSION



THANK YOU
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