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Analgesic tolerance of morphine is prevented
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7 by modulation of D,R at the spinal cord level
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—— BACKGROUND OBIJECTIVE
MOR D4R * Dopaminergic signaling

* Cellular & molecular neurnadaptatinn!; To EEplﬂl’E the impad of a chronic treatment of

- morphine, alone or in combination with a specific D,R

* MOR sensitization agonist, in the development of analgesic tolerance

l and alterations in nociceptive circuits within the
 co-localiazation of D,R and MOR : | antagonistic allosteric | . D,R activation prevents morphine addiction
' in the striosomes® of the CPu~ : : D,R-MOR interaction ! . without altering morphine-induced analgesia |

............................................................................................

*invalved in drug-habit formation and consalidation

P— Tissue processing Immunohistochemestry
“
F li spinal cord isolation N Step 4
Drug treatments @ — tEﬂ,ﬁ transcardial perfusion & fixation (4% PFA)  spinal cord sectioning ’f antl e-Fos |
@ -';gg.;.;"""""':ﬁ formalin 1y, - : anti P-CREB |
s ] inyection | W ! ' . e ——— i e e
.»morphine (T mg/kg) | f ! ; S P - gt . e,
| : 4 AW “ . , : N indirect streptavidin- g A
4+D,R agonist (1 mg/kg) | # : W e Y ' k biotin-HRP hod -
i A ¥ ‘PBS’ . \_biotin- met )

Image analysis I

s morphinesD,R agonis > -y’ / | La-16 Ak
Witttk ) 30 um thick .~
- — ! - : -

& 30 mi
o evaluation of pain behaviour Drug treatments Formalin test data )
= = ’ image analysis
+vahicle {once daily for B days) f lin N TM' adquisition :
adult male Sprague-dawley rats = rarmalin iInyection L — . FY
I'\x _/II : | *morphine |7 rng_ﬂ'kg:l — sevaluation of pEil'I — — -hl ."‘- - — F‘ri5m
&0 min * D4R agonist (1 mg kgl 8 days behaviour ‘i' : i @ I.' nuchei
\ h-h Y, - morphine+D4R agonist ) ) L . h . cuantification p
— BEHAVIORAL RESULTS
VS [atute treatment (90 rnin]J — -~ chronic treatment (daily 8 days) | ~
‘o 604 'E‘ 60- ‘g 60~ @ notolerant rats: 50% © tolerant rats: 50%
i b]
= O vehicle = -
= | =
é ® D,R agonist _E .E «
m m L)
£ ® morphine - =t
204
2 _ | B 2
i= ® morphine+D,R agonist| ¢ =
a 8 a o
0 5 10152025 30 35 40 45 50 55 60 0 5 1015 20 25 30 35 40 45 50 55 60 0 5 101520 25 30 35 40 45 50 55 60
\_ time (sec) Y, \_ time (sec) time (sec) J
—— IMMUNOHISTOCHEMICAL RESULTS
[ C-Fos ] [ pCREB ]
no pain pain no pain pain no pain pain no pain pain
= o .--il:"i-t..él_ ..ll"-"'”-h‘.- 25 "
W ol SR el e | 3 .
n 3 o I _ " .-':'r‘ I
11 ) ' Il
vehicl " . Il T N s m
vehicle vehicle vehicle
; | |
1 I 1l
morphine morphine morphine morphine
| | |
I I I :
D,R agonist D,R agonist D,R agonist D,R agonist
' I ; I
I I I | |
#® no tolerant rats  morphine+D,R agonist morphine+D R agonist @ notolerant rats morphine+D,R agonist
: i
I 1 i
morphine+D,R agonist i
I : I i
I » -
O tolerant rats maorphine+D,R agonist -~ /
1
I «— decrease - ® increase >
" O .
S A 150% 100% 50% SO0% 100% 150% 200% 250% 300% 350% 400% 450% >500%
— CONCLUSIONS
o D,R activation prevents morphine-induced analgesic tolerance —— FUNDING
e The counteractive action of D,R correlates with a specific signature of transcription factor A g:::::::::::ﬂ;ﬂ CTS-161
expression in nociceptive pathways in laminae |-l in the dorsal horn Investigacién e innovacién | UMA20-FEDERJA-122

Powered by ITnube - Poster ID86


http://www.tcpdf.org

