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Analgesic and/or Hyperalgesic Hyperalgesic

Opioid system
W Responsivity to opioids

Monoaminergic - Dopamine

forebrain
W Dopamine D2 receptor activity

Monoaminergic - Norepinephrine -
HPA axis
M Norepinephrine transporter mRNA in

LC, norepinephrine levels in blood

Orexin signaling system)

W Orexin-A in hypothalamus, plasma,
bone marrow

Monoaminergic - Serotonin
I Serotonin 1A receptor sensitivity

/M Extracellular serotonin in basal

“~ Plasma serotonin metabolites

Adenosine signaling

/I Adenosine (A2A receptor
mediated)

Nitric oxide signaling

4 NO in basal forebrain, PAG,
cortex

Immune system
/M Prostaglandins (PGE2)
‘M Cytokines (IL-1, IL-6, TNF)

“M Cortisol (indirect effects on pain
through interplay with immune

“ Orexin-A in hypothalamus, LC, cortex,
CSF

Melatonin

W Melatonin levels in blood (mediated
through light exposure at night)

System/mediator property:
€ ) Analgesic

@ Analgesic/hyperalgesic
{) Hyperalgesic

Effect of sleep deficiency
on system/mediator:

N Activating
W Deactivating

Endocannabinoids

“p Endocannabinoids in blood
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