	Name of the Protein 

Identified
	Properties (References)



	
	

	Keratin 5
	Keratin gene family; less defined role in cancer; connect with desmosomes (desmoplakin) to form extensive cadherin-mediated cytoskeletal architectures [1]

	Keratin 77
	Keratin gene family;  less defined role in cancer

	Cadherin 6
	Cell adhesion molecule that maintains tissue integrity; Also known as K-cadherin; may lead to an aggressive phenotype during carcinogenesis; overexpression showed in OC patient specimens and established cell lines e.g. OVCAR-3; prognostic marker for OC and renal cell carcinoma [2-8]

	Desmoplakin
	Cell adhesion protein associated with desmosomes (desmosomes are intercellular junctions that tightly link adjacent cells); a marker for epithelial cancers; progesterone receptor mediated up regulation in breast cancer [9-16]

	Plakoglobin
	A component of desmosome; close association with cadherins; also called γ-catenin;  an inducer of c-Myc and BCL-2 protein in human squamous carcinoma cells; nuclear accumulation of plakoglobin with concomitant increase in Bcl-2 shown in CRPC [16-18]

	Spondin 1
	Extracellular matrix protein (ECM), also known as SPON1; overexpressed in OC and in OVCAR-3 cells ; a potential diagnostic marker for OC; a predictive marker for palliative 5-FU-based chemotherapy in metastatic colorectal cancer [19-22]

	Dynactin 1
	Inhibitor of P53 mediated apoptosis: Macromolecular complex consisting of 10-11 subunits ( from 22 to 150 kDa); binds to microtubules and cytoplasmic dynein; involved in a diverse array of cellular functions and cell cycle progression; being a ‘microtubule-associated protein’ serves as a potential target for cancer chemotherapy e.g. taxanes [23-26]

	Agrin
	Angiogenesis and cell proliferation; A key component of Heparan sulfate proteoglycans (HSP) that have implications in cancer cell growth, invasion, metastasis, and angiogenesis; associated with the formation of septal blood vessels in liver cirrhosis, and neoangiogenesis in the hepatocellular carcinoma (HCC); a triggering factor for cell proliferation in osteosarcoma; associated with aggressive phenotype of glioblastoma multiforme, an aggressive form of brain cancer [27-32]



Table S3: List of proteins significantly down-regulated in PNP-GDEPT treated samples compared to untreated control cells and their role in cancer.

	Filaggrin
	Intermediate filament-associated proteins (IFAP) that bind to keratins bundles in epithelial cells; based on their role on cell morphology and nuclear integrity may have a potential role in apoptosis [33-36]

	Karyopherin alpha1
	Oncogene; Involvement in nucleo-cytoplasmic trafficking and found to be crucial for protein and RNA subcellular localization; a well defined role in nuclear envelope component assembly, mitosis and replication; overexpressed in cervical cancer and is critical for cancer cell survival and proliferation; karyopherin alpha2 expression predicts poor survival in patients with advanced breast cancer; a potential oncogenic role by the activation of PI3-kinase/AKT- pathway [37-40]

	Antiquitin (ALDH7A1)
	Detoxification molecule; a key member of aldehyde dehydrogenase (ALDH) gene family; encodes enzyme that cause detoxification of various pharmaceutical compounds via NAD(P)(+)-dependent oxidation; overexpressed in various tumours and have a potential role in resistance to multiple chemotherapeutic drugs [41-43]

	Epoxide hydrolase
	Detoxification: Also known as Epoxide hydratase; functions in detoxication during drug metabolism; expressed in several cancers and activity shown in cancer cell lines e.g. SKOV-3, ES-2, A-549, PC-3 and Du-145; potential implication in anti-cancer drug resistance more specifically in hepatocellular carcinoma and prostate cancer [44-46]

	Insulysin
	Insulin degrading enzyme (IDE); activity detected in breast and ovarian tumour tissues and cell lines e.g. OVCAR-3 cell line is positive for expression [47-50]

	BRI3 binding protein

(Cervical cancer 1 proto-oncogene-binding protein KG19)
	Often named as endoplasmic reticulum (ER) resident protein; mediates cell fate by interacting between ER and mitochondria [51, 52]

	Ribosomal protein L4
	Protein synthesis; belongs to the L4E family of ribosomal proteins that is a component of the 60S subunit; overexpressed in doxorubicin resistant colon cancver cell lines; overexpression shown in PC cell lines e.g. PC-3 and Du 145; serves as target for anti-cancer therapies that are directed against protein synthesis [53-55]

	Eukaryotic translation initiation factor 3 subunit 2 (eIF-3 beta) 
	Also known as EIF3S2 or (TGF-beta receptor-interacting protein 1) (TRIP-1) an initiation factor that regulates mRNA translation and cell growth; abnormal expression detected in various cancers; relatively less studied; potential implications in diagnosis, prognosis, and treatment of human cancers [56, 57]

	Mitochondrial trifunctional protein, beta subunit
	Regulates mitochondrial beta oxidation pathways; not related to cancer as yet but but as a general fact mitochondrial defects have been related to a variety of  cancer [58, 59]

	Polymerase (RNA) II (DNA directed) polypeptide E
	RNA synthesis: A multi-subunit complex which mediates ribonucleotide synthesis; role in cancer is not reported, PNP-GDEPT inhibits RNA synthesis

	Dihydrolipoamide S-succinyltransferase (E2 component of 2-oxo-glutarate complex)
	A defined role in carbohydrate metabolism (Tri-carboxylic acid cycle) [60]

	v-ral simian leukemia viral oncogene homolog B (ras related; GTP binding protein) (RalB)
	Oncogene; RalA and RalB are members of Ras family; RalA is required for tumorigenesis and RalB is important for tumor survival;  a definitive role of  Ral proteins has also been shown in cancer cell migration and metastatic tumor invasion [61-65]


1Confidence intervals for estimated mean of population: For 0.95 CI:232.9632±123.8158; For 0.99 CI: 232.9632±163.636

Table S4: List of proteins significantly up regulated in PNP-GDEPT treated samples compared to untreated control cells and their role in cancer

	Name of the Protein

Identified1


	Properties (References)



	
	

	Purine nucleoside phosphorylase [E. coli]
	Enzyme used in this GDEPT approach [66]

	Poly (ADP-ribose) polymerase (PARP)
	PARP is involved in DNA repair in response to some form of stress; can be cleaved by caspase-3 both in vitro and in vivo; helps cells to maintain their viability; cleavage of PARP facilitates cellular disassembly; a marker for cells undergoing apoptosis 


[67-77] ADDIN EN.CITE 

	Progesterone receptor membrane component 


	Role is controversial if its favours or opposes cancer activities; overexpression shown in several cancers and its related with cancer cell survival: also known as PGRMC; in spite of its name, PGRMC1 is not a progesterone receptor; PGRMC1 plays an important role in promoting OC cell viability and attenuating PGRMC1's action increased OC cell sensitivity to CDDP mediated apoptosis; reported as a biomarker in breast cancer [78-83]

	Angiotensinogen precursor (Serpin A8)


	Serpins (SERine Proteinase Inhibitors); functional expression in OC and involved in tumor progression and angiogenesis; involved in the regulation of tumor angiogenesis especially in receptor negative breast cancer [84-86]

	Rab13


	Ras family related; Rab13 may play an important role in the assembly of tight junctions and thus in the establishment of polarity in epithelial cells; Detected in several types of epithelia, including intestine, kidney, liver and in endothelial cells; a specific role in cancer is yet to be determined [87, 88]

	DEAD Box polypeptide 3

	Tumour suppressor gene; belongs to DEAD box RNA helicase family; inhibits colony formation activity of HCC, cervical carcinoma, colon cancer, and murine fibroblast cells [89]


1Confidence intervals for estimated mean of population: For 0.95 CI: 232.9632±123.8158; For 0.99 CI: 232.9632±163.636  
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