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IMPACT: Obiettivi Specifici

14.2 GANTT PREVENTIVO
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FASE 1

FASE 2

FASE 3

Fase 1: Esposizione a THC e alcol in eta’ adolescenziale. Effetto sulla

Fase 2: Effetto di nuovi farmaci sulla autosomministrazione di cocaina

autosomministrazione di cocaina e eroina in eta’ adulta

e di eroina in eta’ adulta in ratti esposti in fase adolescenziale
al THC e all’alcol

Fase 3: Analisi dell'espressione genica e proteica nel ratto adulto

precedentemente esposto al THC e all’ alcol.
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Thni3 Troponin |, cardiac

111 Interleukin 1 receptorlike 1

Gal Galanin

Pripa Prolactin-like protein A

A3 Adenylate kinase 3

Kal4 Keratin complex 1, acidic, gene 14 {predictad)

Tnfipd Tumaor necrosis factor alpha induced protein G

Bteb1 Basic transcription element binding protein 1

st1 Macrophage stimulating 1 (hepatocyte growth factorlike)
Cldn11 Claudin 11

ChIZ7 Androgen receptorrelated apoptosis-associated protein CELZ2Y
Dd=24 DEAD (Asp-Glu-Ala-Asp) box polypeptide 24

hyh3 Myasgin, heavy polypeptide 3, skeletal muscle, embryonic
Cyp2ei Cytochrome P450, family 2, subfamily e, polypeptide 1
Keonip2 Fw channel-interacting protein 2

RHU1G245 Hypothetical gene supported by NM_017354

Cesl Carboxylesterase 1

P23 Furinergic receptor P2X, ligand-gated ion channel, 3

Lipe Lipase, hepatic

Gsr Glutathione reductase

Fgfil Fibroblast growth factor 1

Cxcl2 Chemokine (C-X-C motif) ligand 2

lafb ‘Wemaf musculoaponeurctic fibrosarcoma oncogene family, protein B (avian)
Timp3 Tissue inhibitor of metalloproteinase 3 (Sorsby fundus dystrophy, pseudoinflammatony)
CsnkZai Casein kinase Il, alpha 1 polypeptide

Pres Prestin {(motor protein)

Dce Deleted in colorectal carcinoma

Duspd Dual specificity phosphatase 6

Spp1 Similarto polyeystic kidney disease 2

Mz C 108083 Family with sequence similarity 33, member A (predicted)
Hnfda Hepatocyte nuclear factor 4, alpha

Sle21al Hypothetical gene supported by NM_017111 4
Plfr Froliferin related protein

Nid Midogen {entacting
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Trattamento con alcol vs veicolo: Espressione genica

Hsd11b2 Hydroxysteraid 11-beta dehydrogenase 2

Rinzf zinc finger protein RIN ZF (Rinzf)

FouZfi POU domain, class 2, transcription factor 1

Caspi Caspase 8

SleGaz Solute carier family 8 {neurotransmitter transporter, noradrenalin), member 2
Acach Acetyl-Coenzyme A carboxylase beta

Tgfbri Transforming growth factor, beta receptor 1

Cark Cardiac ankyrin repeat kinase

Cyp2b15 cytochrome P450, 2b18 (Cyp2b15)

Npr3 Natriuretic peptide receptor 3

Bdgalti UDP-Gal:betaGlcNAc beta 1,4 galactosyltransferase, polypeptide 1
Wnnl Similarto Wanin-3

Boarl Breast cancer anti-estrogen resistance 1

Sle11az2 Solute carier family 11 (proton-coupled divalent metal ion transporters), member 2
Udpgtr2 Liver UDP-glucuronosyltransferase, phenobarbital-inducible farm
Pres Prestin {(motor protein)

Shagh SH3-domain GRB2-like 1

Agqp Agquaparin 1

Sparc Secreted acidic cysteine rich glycoprotein

Galrl Galanin receptar 1

LOCZa6993 Serinefthreonine protein kinase TAOC1

Tmdsfd Transmembrane 4 superfamily member 4

Odz2 Hypothetical gene supported by NM_020088

TrpG3 Transformation related protein 63

Lepr Leptin receptor overlapping transcript

Gm Granulin

Htri1a S-hydrosytryptamine {serotonin) receptor 14

Sle20a2 Solute carrierfamily 20, member 2

At Alanine-glyoxylate aminotransferase

Cxcl2 Chemaokine {C-%-C motif) ligand 2

Calca Calcitoninfealeitonin-related polypeptide, alpha

Comp Carilage oligomeric matrix protein

LOZE2314 Cald-Kll inhibitory protein 5
Capon CG-terminal PDZ domain ligand of neuronal nitric oxide synthase

P2 Purinergic receptor P2X, ligand-gated ion channel, 1
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Studi di espressione genica: Follow up

Criticita’: Cambiamenti di espressione inferiori a quelli predetti

Possibili cause:

1. Dosi di THC e alcol troppo basse.

2. Assorbimento orale del THC incompleto o incostante
3. Tempo di esposizione insufficiente
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Autosomministrazione e relapse da cocaina

Self-administration

A Extinction Reinstatement Test
Discrimination
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Effetto degli antagonisti per il recettore del sistema
NPS sulla ricaduta da cocaina
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Effetto degli antagonisti per il recettore del sistema
NPS sulla ricaduta da cocaina
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Conclusioni

Sono stati condotti studi di espressione genica che indicano come
il trattamento con THC o alcol diano alterazioni a lungo temine e
quindi misurabili in eta’ adulta.

Per I'alcol e’ stata evidenziata una tendenza all’aumento della
classe genica associata ai processi apoptotici. Per il THC sono
state osservate alterazioni per la classe dei geni associati alle
risposte immunitarie e alla infiammazione.

IL trattamento con molecole agoniste del recettore del
Neuropeptide S riduce la ricaduta all’uso di cocaina indotta da
stimoli condizionati. L’effetto sembra essere mediato dai
recettori NPSR ipotalamici.
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