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TOLERANCIA A OPIOIDES

1Desacoplamiento receptor u-proteina G
1Desensibilizacion receptor u
dinfraregulacion receptor u
ASupraregulacion adenilciclasa
1Proteina Gs ( gangliosido GM1)
JProduccion neuropéptidos endogenos
JActivacion NMDA

JApoptosis neuronas inhibitorias




OPIOIDE

|

RECEPTOR Naloxona

o

Gi INHIBICION Gs EXCITACION

ANALGESIA TOLERANCIA
HIPERALGESIA
NEUROTOXICIDAD?



= ™\
DARK NEURON |

1‘ FORMATION PKC

.

=) - |
I oo | ]
o oy SO o

i

.,-'-"""FF-:"""_ [

===
Protein Apoptosis? = |
1 Inhibition ochondrial
respiration & etion of
/’—-q-{ callular energy 8 !
/ A

. Nucleus wao- AoP RibosesoNArepalr ) g
il ne ! =

Inttlates DMA 7 = =

\- | @ ~o smndbesiege  FAc h;imtfnamide LT__

y Non-MMDA Glu* receptor

g




ﬂfT_’_:__ i, 0
Pretein Apoptosis? —
1 Inhibition ochandrial
iration & ation of
+ /’—{ eallular anergy 8

4 ATP / _g
-3 e v |
a\$ Initiates DNA lll\EAR‘*s ,L-*”” / '(___—q__j "i
G T = K Nioothamide B

DARK HELIRGN\

FORMATION

o -
e v e Ty S

\

Nucleus wao-

Bﬂ\

ADP Riboss f DMNA repalr \

T NOS = PKC,

Tca*
5t
Syt /

'enoo: Benzamide @ ' v

! NITRIC OXIDE + | SUPEROXIDE [ =
é )




0 10
X
No dolor Maximo dolor
iImaginable
PACIENTE 1 PACIENTE 2
Nocicepcion 65% 20%
Somatizacion 5% 259%
D. Quimica 0% 35%
Incidental 25% 5%
Tolerancia 5% 159%




FACTORES QUE INFLUYEN EN ANALGESIA?

- Variantes splicing
Receptor u
- Polimorfismos nucleotidos

- Polimorfismos MDR1
MRP2

- Alteraciones CYP 450






