Multifactorial Aspect of the Placebo Analgesia Response in Peripheral Neuropathic Patients
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Introduction: Placebo Problem Method Individual Characterization of Patient’s Placebo Response APS Placebo* Placebo
, , _ _ Endpoints Responder Non-Responder
Placebo analgesia effectis a huge Issue in Single centre, randomized patient-blind study Patient Questionnaire Algorithm Predicted Score ( )
. , Placebo treatment b.i.d for 4 weeks as add-on therapy; N 12 (29.3%) 29 (70.7%) 41 (100%
clinical development’ Placebo presented as new investigational drug named T4P1001.
APS Week -1 5.2
: : Patients main criteria for inclusion:
; y
Increase with the time; Chronic PNP diagnosed since at least 6 months (traumatic event, [ 5\ . . I7 . i APS Week 4 2.7
surgical procedure (excluding limb amputation), radiculopathy, e () Placeb J . . o 1329
Can represent 2/3 Of the drug response; post-herpetic or post-zoster neuralgia, diabetic olyneuropathy); ) dcebo responader Reduction Mean -48.2% 1.3% Lt
Males or females; at least 18 years of age; > P-Value <0.001 0.487 0.003

Body weight greater than 40 kg and less than 120 kg; BMI

A

Is responsible for high attrition rate in between 19-31 kg/m?inclusive;

*Placebo Responder arbitrary defined as patient having 20% APS Reduction

DN4 score = 4. Placebo Non- d
Phase lll, ACEDO ONTEPOnast Univariate Analysis
Patients main criteria for exclusion: Features b_yal “DR b_yal
Neuropathic pain due to trigeminal neuralgia, central pain, complex “value corrF-vaiue
regional pain syndrome and phantom limb pain; I _
Huge need fOr a Characterization Of the Patient Changed hiS/her « regUIar therapy » in the last 4 months. g Nb drugs Indlcated for PNP <0'001 0'001
| Nb Analgesics <0.001 0.001
placebo responders. Psychological and Pain Evaluations BFI Agreeableness 0.001 0.023
Big Five Inventory questionnaire, NEO Personality Inventory Revised, : :
Belief in a Just Wc))/rld, Revised Life Orientation Te.z,/t, Multidir)r/\ensional Expectation Desire 0.010 0.107
lowa Suggestibility Scale, Multidimentional Health Locus of Control Expectation 0011 0.107
Scale, Hospital Anxiety and Depression Scale, Expectation ' '
questionnaire, Pain Compliance Questionnaire, Average Pain Score, \ , , BFI Beta 0.019 0.152
Worst Pain Score, Brief Pain Inventory short form, Investigator Global | =c [ntensity .
Assessment of Changes, Patient Global Assessment of Changes, BFI Extraversion 0.023 0.154
DN4 questionnaire. Demography BPI Severlty V2 0.031 0.180
WPS Week -1 0.036 0.180
Expectation Expectancy 0.037 0.180
. . . - Gender 0.043 0.188
Neuropathic Patient Study Design Conclusion

APS decreased by more than 20 % in about 30 % of Patients.

APS & WPS
Add on placebo twice a day during 4 weeks [>

Week -2 Week-1 Week1 Week2 Week3 Week4 Week5 Week6

APS Baseline APS End treat.

Visit 1 Visit 2 Visit 3 Visit 4 Visit 5
Screening Enrolment End of treatment Follow-up

demography).

These parameters may be combined to predict placebo responders (Sensitivity 78.9%, Specificity 73.9%,
p-value=0.002).

confounding factor, in RTCs.

These outcomes make a step toward the characterization and the prediction of the placebo response, a major

Parameters associated to Placebo response are multifactorial (personality traits, disease intensity, medical history and




