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Conta quello che decidiamo...

1. ...ma anche quello che possiamo studiare (RPPA <=> anticorpi)

2. Banca di >400 anticorpi validati
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Tabella anticorpl =

Show | 10 v | entries Search:
CST.Pathway Type Number
Adhesion/ECM Total 5
Adhesion/ECM Phospho 3
Apoptosis Total 18
Apoptosis Phospho 18
Autophagy Total 5
Ca, cAMP and Lipid Signaling Total 3
Ca, cAMP and Lipid Signaling Phospho 11
Cell Cycle / Checkpoint Control Total 26
Cell Cycle / Checkpoint Control Phospho 22
Chromatin Regulation / Nuclear Function Total 9
Showing 1 to 10 of 37 entries Previous 1 2 3 4 Next
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Conta quello che decidiamo...

1. ...ma anche quello che possiamo studiare (RPPA <=> anticorpi)
2. Banca di >400 anticorpi validati

3. Vengono aggiunti continuamente nuovi analiti
4. Pochi, ma buoni (RPPA <=> sensibilita)
5. Matrici proteiche complesse

6. RPPA: molti campioni, limite di quantita di materiale
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Cosa significa RPPA

Reverse-Phase Protein microArrays
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Come funziona la RPPA

Confronto dei classici microarray di proteine (risultato) con la RPPA (risultato)
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Samples (10-103)

FORWARD-PHASE

Hundreds of endpoints

Low throughput

High amounts of protein

Low to medium sensitivity

REVERSE-PHASE

Hundreds of endpoints

High throughput
Low amounts of protein

High sensitivity

6/13


http://www.sciomics.de/images/en/procedure_antibody-experiment.jpg
https://www.gesundheitsindustrie-bw.de/files/cache/d5811b6e05e4026b9083de5e5bf4ab67_f12490.jpg
https://www.researchgate.net/profile/Dieter_Stoll/publication/8118988/figure/fig1/AS:277838461718542@1443253259751/Fig-1-Forward-and-reverse-phase-protein-capture-assays-In-the-forward-array-format.png
https://wiki.nci.nih.gov/display/TCGA/Protein+Array+Data+Format+Specification?preview=/60751954/73728634/RPPA%20slide%20layout%20explaination%202-6-10.png

Applicazioni della RPPA

E nata in oncologia molecolare, ma & stata applicata in diversi altri campi:
-Malattie rare (Santacatterina 2015)

-Fisiologia (Ahmed 2014, Anderson 2011, Calvert 2007, Ecker 2012, Goudarzi 2011)
-Immunologia (Fiocco, Accordi 2014, Fiocco, Martini 2015, Fiocco 2015)

-Psichiatria (Maccarrone 2013)

-Neuroscienze (Mueller 2010)

-Virologia (Popova 2010, Younossi 2011).
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http://dx.doi.org/10.1186/s12967-015-0424-1
http://dx.doi.org/10.1074/mcp.M113.035568
http://dx.doi.org/10.1074/mcp.M111.008037
http://dx.doi.org/10.1002/hep.21688
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3388986/
http://dx.doi.org/10.1021/pr200108m
http://dx.doi.org/10.1007/s12026-013-8481-0
http://dx.doi.org/10.1007/s10067-015-3002-2
http://dx.doi.org/10.3899/jrheum.150636
http://dx.doi.org/10.1016/j.jpsychires.2013.07.021
http://dx.doi.org/10.3233/JAD-2010-1303
https://doi.org/10.1371/journal.pone.0013805
http://dx.doi.org/10.1021/pr100923u

A cosa serve la RPPA?

Tecnologia altamente sensibile per studiare le vie di trasduzione del segnale nei tumori

Prescribe mTOR inhibitor and c-Kit inhibitor

Reverse phase combination therapy

protein microarray

Lung metastasis I Liver metastasis

Patient R pathway defect; pathway defect:
ol mTOR activation c-Kit activation

Pulmonary
metastasis —

Primary lesion: —
breast

Hepatic —
metastasis

Wulfkhule et al. 2006
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http://www.nature.com.sci-hub.ac/nrclinonc/journal/v3/n5/full/ncponc0485.html

RPPA@ISS: Esempio 01

Studio del MoA di farmaci

Mutazioni e sensibilita
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http://dx.doi.org/10.1136/gutjnl-2016-312623

RPPA@ISS: Esempio 02

Classificazione molecolare di campioni
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Marziali, Signore et al. 2016
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http://dx.doi.org/10.1038/srep21557
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RPPA@ISS: Esempio 03 /

Classificazione ¢ MoA
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Kinase inhibitors

Signore et al. 2014
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http://dx.doi.org/10.1038/cddis.2014.188

RPPA@TCGA

‘Pan-Cancer’ RPPA analysis
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Akbani et al. 2014
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http://dx.doi.org/10.1038/ncomms4887

GRAZIE DELL'ATTENZIONE!



