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Abstract 

DNA is the repository of genetic information of an organism and contains the information that regulates 

its proper morphogenesis. Every day, our DNA is attacked by various DNA damaging agents. Our cells 

developed several safeguarding mechanisms, which protect DNA from different kinds of damages. 

Sometimes, these defence mechanisms fail and are unable to repair the DNA damage. This failure can 

negatively influence various biological mechanisms, e.g. cell cycle arrest and/or cell death, and the 

DNA damaged cells may thus turn into a cancer cells. Cancer cells can later become metastatic and 

spread to other parts of the body. If their spread is not controlled, they can cause serious illness and even 

death of an individual. Various cancer treatments aim to inhibit tumor progression by inducing cell 

cycle arrest and/or cell death, which are significantly mediated by the p53 family of proteins. 

p73 is the second member to be identified within the p53 family and shares structure and functions with 

p53. P73 generates various isoforms, which include full-length transcriptionally active (TA) isoforms 

and amino-terminal transactivation domain-deficient (ΔN) isoforms. TA isoforms of p73 are considered 

to act as tumor suppressors, whereas the ∆N isoforms of p73 act functionally analogous to other 

oncoproteins by counteracting the tumor suppressive functions of p53 and TAp73. In contrast to 

the P53, which is frequently mutated in a variety of human cancers, P73 mutations are very rarely 

found. However, altered expression of p73 or expression of abnormal p73 splicing variants is frequently 

detected in different type of cancers. In some cancer cell lines overexpression of TAp73α confers 

resistance to anticancer chemotherapeutic agents. 

In our interest to identify transcriptional activities and molecular mechanisms of p73 isoforms that 

influence drug-induced apoptosis, we found that TAp73α inhibits drug-induced apoptosis by inducing 

the expression of Hsp72, a cell survival protein, in small cell lung carcinoma cells. TAp73α can also 

prevent caspase-2-induced apoptosis via inhibiting its enzymatic activity. In contrast, TAp73β induces 

the expression of p57Kip2, which holds tumor suppressor properties. The pro-apoptotic effects of the 

TAp73β isoform seem to partially depend on the induction of p57Kip2. We discovered that different p73 

isoforms transactivate cell cycle and apoptosis regulating gene promoters with different capability in a 

cell type-specific manner. Furthermore, we identified a functional cooperation between p53 family 

members, in which transcriptional activity of a DBD mutated isoform of TAp73α depends on the p53 

status of the cell to transactivate cell cycle regulating P21 gene promoter. 

In conclusion, our findings help to understand the isoform-specific transcriptional activities of p73 that 

determines its pro- and anti-apoptotic effects, upon drug treatment. These findings are expected to help 

in the development of new strategies to target cancer efficiently based on the p73 isoform present in the 

tumour and based on the context of the cell. 
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1. Abbreviations  

AIF  Apoptosis inducing factor  

Apaf-1 Apoptotic peptidase activating factor-1 

asDNA Anti-sense DNA 

ATP  Adenosine 5’ triphosphate 

Bax  Bcl2-associated X protein 

Bcl-2  B-cell lymphoma/leukemia-2 

Bcl-XL B-cell lymphoma-extra large 

BH domain Bcl-2 homology domain 

Bid  BH3 interacting domain death agonist  

CAD  Caspase-activated DNase  

CBP  cAMP response element-binding protein (CREB)-binding protein  

CD95  Cluster of differentiation 95  

CDK  Cyclin-dependent kinase 

c-FLIP Cellular FADD like IL-1beta-converting enzyme inhibitory protein 

ChIP  Chromatin immunoprecipitation 

CKI  CDK inhibitor 

Cyt c  Cytochrome C 

DBD  DNA binding domain  

DD  Death domain 

DED  Death effector domain 

DISC  Death inducing signaling complex  

DNA  Deoxyribonucleic acid 

Egr-1  Early growth response-1 

Endo G  Endonuclease G 

ER  Endoplasmic reticulum  

FADD Fas-associated death domain 

FLICE Fas-associated death domain-like interleukin-1beta-converting enzyme 

FLIP  FLICE inhibitory protein  

HCC  Hepato cellular carcinoma  
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Hsp  Heat shock protein 

IAP  Inhibitors of apoptosis protein  

ICAD Inhibitor of caspase-activated DNase  

JNK  c-Jun N-terminal kinase  

LMMP loss of mitochondrial transmembrane potential  

LMP  lysosomal membrane permeabilization 

LOH  Loss of heterozygosity 

MDM2 Mouse double minute 2 

MOMP Mitochondrial outer membrane permeabilization  

mRNA  messenger RNA 

NGF  Nerve growth factor  

NSCLC Non-small cell lung carcinoma  

NuMa Nuclear mitotic apparatus protein 

OD  Oligomerization domain  

p53RE p53 response element 

PARP Poly (ADP-ribose) polymerase 

PIAS-1 Protein inhibitor of activated signal transducer and activator of  

  transcription-1(STAT-1) 

Pin1  Protein interacting with never in mitosis A1  

pRB  Retinoblastoma protein  

PUMA p53-upregulated modulator of apoptosis  

RNA   Ribonucleic acid  

SAM  Sterile alpha motif  

SCLC Small cell lung carcinoma 

siRNA Small interfering ribonucleic acid 

Smac/Diablo Second mitochondria-derived activator of caspase/Direct inhibitor of 

  apoptosis-binding protein with low pl  

SUMO-1 Small ubiquitin-like modifier-1 

TA domain Transactivation domain  

tBid  Truncated BH3 interacting domain death agonist 

TF  Transcription factor 
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TM domain Transmembrane domain 

Tyr  Tyrosine  

UV  Ultraviolet 

WT  Wild-type 

Yap  Yes associated protein  

ZEB1  Zinc finger E-box Binding homeobox 1 

ΔN isofrom Amino-terminally truncated isoform 
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2. Introduction 

DNA is the repository of genetic information in every living cell and its integrity and stability are 

essential during all stages of life. DNA replication and gene expression are regulated differently 

during various stages of life of an organism. For example, in early Drosophila and Xenopus 

embryogenesis, the duration of S phase lasts for minutes [27, 133], but in fully differentiated cell 

types S phase can last longer than ten hours [232]. The developmental signals and molecular 

mechanisms that control the transcription and replication of DNA during development are poorly 

understood and they are partly regulated by various families of proteins, like minichromosome 

maintenance (MCM) family [103], transforming growth factor (TGF)-beta family [340], B-cell 

lymphoma/leukemia-2 (Bcl-2) family [120], and the p53 family [64]. The p53 family proteins are 

transcription factors, regulate development, cell cycle, apoptosis and DNA damage response with 

different capabilities [177]. 

 

 

 

3. The P53 gene family  

In 1979, six groups of investigators independently reported the discovery of a ~53 kDa protein in 

human and mouse cells. Five of them reported binding of a ~53 kDa protein to the large T-

antigen of simian virus 40 (SV40) in cells infected with this virus and the sixth group found that this 

protein is expressed in several types of mouse tumor cells [72, 176]. The discovered protein was 

named p53 and the gene encoding p53 (i.e., P53) was initially believed to be an oncogene [87, 138]. 

However, subsequent studies revealed its potential role as a tumor suppressor protein [13, 176, 

228]. Two proteins named p73 and p63 were identified in 1997 and 1998 respectively and these 

proteins share structural and functional similarities with p53. Later onwards, P53, P63 and P73 

genes are collectively regarded as “ The P53 gene family’’, which encodes for the transcription 

factors (TFs) p53, p63 and p73, respectively.  

Members of the p53 family contain an amino-terminal transactivation domain (TAD), a central 

DNA binding domain (DBD) and a carboxy-terminal oligomerization domain (OD). However, p63 

and p73 also contain an additional sterile alpha motif (SAM) domain, which is expected to be 

involved in protein-protein interactions. p73 contains an additional TA domain and a transcriptional 

inhibitory domain (TID) within its carboxy-terminal region [268]. The three members of the P53 

family display highest sequence similarity within the TAD, DBD and OD (Fig.1) [331]. At the 5´-

terminal region, all members of P53 gene family contain two alternative promoters (p1 and p2), 
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which produce full-length transactivating (TA) and 5´-terminally truncated (ΔN) primary mRNA 

transcripts respectively. The primary transcripts generated from these two promoters undergo 

alternative splicing at both 5´- and 3´-terminal regions to generate various 5´ and 3´ mRNA 

isoforms [196, 207, 331]. 

 

 

 

 

Figure 1. Structure of the human p53 family. Functional domains of p53 family members are depicted. 

Members of the p53 family contain transactivation domain (TAD), DNA-binding domain (DBD), 

oligomerization domain (OD) and they are indicated in subtle red, purple and orange colours respectively. 

However, P63 and P73 genes encode an additional sterile α motif (SAM) domain, which is indicated in 

subtle Aqua colour. Percentage similarity and identity (in brackets) of residues between p53, p63, and p73 is 

indicated. Values are represented for each individual structural domain [196, 207, 279, 331]. 

 

 

p53 response elements (p53REs) are 20 base pair (bp) DNA segments recognized by the TF p53. 

p53REs are located within the promoter/enhancer regions across the genome and they are 

associated with genes that regulate various biological processes, for example, development, 

differentiation, cell cycle and apoptosis [6, 48, 148, 243]. p53, p63 and p73 proteins are functionally 

active as tetramers and they recognise p53REs through their DBDs [176, 278]. Though they share 

structural similarities, their roles in the above mentioned biological processes are dissimilar [176, 

254, 331]. 
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3.1. P53 gene 

The P53 gene encodes the TF p53, which is regarded as ‘‘the guardian of the genome’’ [85]. 

Identification of p53 created a new era in the cancer research. This protein has attracted the interest 

of many researchers as it is frequently mutated or deleted in a variety of cancers [329] and p53 

knockout mice display spontaneous tumors [83].  

P53 contain two distinct upstream promoters (p1´ and p1) and an internal promoter (p2) located in 

intron four. The use of alternative promoters can lead to the expression of three different 5´-terminal 

primary mRNA transcripts that give rise to TA, Δ40p53 and Δ133p53 isoforms. Primary transcripts 

generated from p1 or p1′ promoters undergo alternative splicing at the 5´-terminal region in intron-2 

and generate Δ40p53 protein isoforms. Alternative initiation of translation at ATG-40 also 

generates Δ40p53 protein isoforms. The p2 promoter encodes Δ133p53 protein isoforms. Δ133p53 

isoforms are amino-terminal truncated proteins and do not contain the entire transactivation domain 

and a part of the DNA binding domain [25, 61, 155, 196, 211, 265]. The primary transcripts 

generated from p1´, p1 and p2 promoters can undergo alternative splicing within the 3´-terminal 

region and generate α, β, γ, δ, ε, ζ and ΔE6 isoforms [196, 332]. 

 

 

Figure 2. Structure of the human P53 gene. Alternative promoters (p1, p1′ and p2) and alternative splicing 

variants of P53 are depicted. p1 or p1′ promoters of the P53 gene encodes amino-terminal transactivation 

(TA) domain containing p53 isoforms. Δ40p53 protein isoforms are encoded from p1 or p1′ promoters and 

they are amino-terminal truncated proteins due to alternative splicing of intron-2 and/or alternative initiation 

of translation at ATG-40. Δ40p53 protein isoforms contain only a part of the transactivation domain. Amino-

terminal truncated Δ133p53 isoforms, which lack the TA domain and a part of the DBD, are encoded from 

the p2 promoter of the P53 gene. Each 5´-terminal mRNA isoform can undergo alternative splicing at the 3´-

terminal region and generates α, β, γ, δ, ε, ζ and ΔE6 carboxy-terminal p53 isoforms. Numbers in the 

rectangles indicate the exons encoding the p53 protein [194, 196, 219, 332]. 



8 
 

p53 is active as a tetramer [54] and it transactivates genes involved in various biological processes 

like cell cycle and apoptosis [15]. The P53 gene is commonly mutated in a variety of human 

cancers [85, 127] and mutations in this gene are reported in more than 50% of the human cancers 

[329]. Most of the P53 mutations are located in its DBD region. Some mutations in DBD of p53 do 

not completely abolish its transcriptional activities, but in many cases these mutations alter 

transcriptional activities of p53. Donehower et al., in 1992 first reported that P53
-/-

 mice are viable, 

but highly susceptible to spontaneous tumorigenesis [83]. p53 knockout mice revealed that p53 

plays an important role in tumor suppression [83, 343]. p53 regulates cell cycle related genes, and 

thereby controls G1 and G2/M cycle checkpoints [2, 37, 125, 203, 264]. p53 induces expression of 

pro-apoptotic proteins and induces apoptosis [34, 239, 252, 255, 281, 328]. 

Both the amino- and carboxy-terminal domains of the p53 protein undergo post-translational 

modifications like phosphorylation and acetylation, which regulate the functions of p53 [63, 205]. 

Mutant p53 alters the transcriptional activities of the wild-type (WT) p53 [357] and in some cases it 

contributes to chemoresistance [85]. A subset of tumor derived mutant forms of p53 interacts with 

p73 and alters its transcriptional activities [106].  

p53 is also associated with the regulation of normal embryonic development. P53
-/-

 mice exhibit 

abnormalities in the central nervous system [7]. p53-deficient mice embryos display abnormal brain 

and head morphology, and exhibit exencephaly [270]. Decreased pregnancy rate and litter size were 

observed in matings with P53
-/-

 female mice, but not with P53
-/-

 male mice [130]. 

 

3.2. P63 gene 

The P63 gene was identified in 1998 and is located at chromosome 3q27–29 [345]. P63 encodes the 

TF p63, which is renowned as ‘‘the guardian of the female germ line’’ [21]. Due to use of 

alternative promoters (p1 and p2) it can produce both TA and ΔN 5´-terminal mRNA isoforms. 

Moreover, alternative splicing within the 3´-terminal region of these two primary transcripts 

generates various carboxy-terminal p63 isoforms named α, β, γ, δ and ε [332]. ΔNp63 isoforms 

counteract the transcriptional activities of TAp63 isoforms and p53 [221]. Similar to other TFs of 

the p53 family, p63 is active as a tetramer. The p63 isoforms can form complexes among 

themselves or with mutant p53 and p73. These multiple interactions increase the complexity in 

understanding the biological roles of the p63 [174, 185]. 

 

 

http://www.ncbi.nlm.nih.gov/pubmed/17457049
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Figure 3. Structure of the human P63 gene. The P63 gene contains two alternative promoters (p1 and p2). 

Full-length transactivation domain containing TAp63 isoforms are encoded from the p1 promoter of the P63 

gene. ΔNp63 isoforms, which lack the transactivation domain, are encoded from the p2 promoter of the P63 

gene. Numbers in the rectangles indicate the exons encoding the p63 protein [35, 36, 219]. 

 

 

p63 plays key roles during embryonic development and regulates ectodermal structures such as hair, 

skin, teeth and nails [210, 260]. It also regulates the development of limbs, facial features and the 

urinary system. Mutations in the P63 gene are associated with various disorders like Rapp-Hodgkin 

syndrome (RHS), ectrodactyly-ectodermal dysplasia clefting (EEC) syndrome, limb mammary 

syndrome (LMS) ankyloblepharon-ectodermal defects-cleft lip/palate (AEC) syndrome and split 

hand/foot malformation type 4 (SHFM4) [260]. P63
-/-

 mice revealed that p63 plays an important 

role in regulating the normal development of epithelia, wound healing, and in preventing the 

premature ageing as well as tumorigenesis [19, 100, 298]. 

  

p63 regulates various cellular activities like cell growth, proliferation, differentiation, cell adhesion, 

cell cycle and apoptosis [30, 45, 98, 341]. Altered expression levels of the p63 protein are detected 

in various cancers such as bladder, prostate, lung, breast and cervical cancer [334]. 
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3.3. P73 gene 

P73 was identified in 1997 and maps to the chromosome region 1p36.33, a locus identified to be 

deleted or hypermethylated in various human cancers [29, 44, 140, 149, 154, 292]. Since its 

discovery it has been extensively studied, mainly due to its remarkable similarity with P53. The 

P73 gene encodes the TF p73. Depending on the cell type, p73 is expressed as several structural 

variants, which may differ either at the amino- and/or carboxy-terminal region. Two different 5´-

terminal primary mRNA transcripts (TA and ΔN) are generated as a result of transcription of the 

alternative promoters (p1 and p2) of the P73 gene. These primary mRNA transcripts undergo 

alternative splicing at the 5´-terminal region and generate ΔEx2, ΔEx2/3 and ΔN´ isoforms [290, 

291]. 

Subsequently, 5´-terminal primary mRNA transcripts undergo alternative splicing at the 3´-terminal 

region and generate nine different putative isoforms named, α, β, γ, δ, ε, θ, ζ, η and η1 [332]. 

Among all p73 isoforms, TAp73α is the longest and contains a proline rich SAM domain. TAp73β 

is shorter than TAp73α and lacks the carboxy-terminal SAM domain found in p73α. Differential 

expression of TA and ΔN isoforms of p73 is expected to be influenced by the regulatory elements 

present in each promoter and by tissue-specific splicing of its primary mRNA transcripts. 

All p73 isoforms contain a DBD and an OD. The carboxy-terminal α and ζ isoforms contain the 

entire SAM domain. The OD is responsible for homooligomerization and for formation of 

heterodimers with p63 [65]. ΔNp73 isoforms lack the transactivation domain and are frequently 

overexpressed in various human cancers, but not in the corresponding normal tissues [11, 353].  
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(A)  

 

(B)  

 

Figure 4. The structure of the human P73 gene. (A) P73 gene contains two alternative promoters (p1 and 

p2). Alternative splicing of the primary transcripts, which are generated from these two promoters undergo 

alternative splicing both at 5´- and 3´-terminal regions and generates several mRNA variants. (B) Amino-

terminal (left) and carboxy-terminal (right) isoforms of p73 are depicted. Theoretically 45 different isoforms 

can be generated from the P73 gene as a result of alternative splicing [48, 194, 206, 248, 268, 288]. Initial 

positions of the amino acids that located at different domains are indicated.  
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3.4. Interplay between p53 family isoforms 

Protein-protein interactions regulate protein stability, activity, and its biological function. These 

interactions may cause reversible conformational changes in proteins that influence their functions 

in various signaling networks. These interactions are reversible and influenced by various factors. 

Due to use of alternative promoters and alternative splicing, members of the P53 gene family 

generate a vast number of protein isoforms. These individual protein isoforms have different 

capabilities to regulate various biological processes like development, differentiation, apoptosis and 

DNA damage response [177]. Moreover, the interactions between these family members have 

significant impact on each other’s function. 

In head and neck squamous cell carcinomas and in breast tumors ΔNp63α inhibits pro-apoptotic 

effects of TAp73 [174]. In non-small cell lung carcinoma (NSCLC) H1299 cells, transcriptional 

activities of p73α, β, γ and δ isoforms over the P21gene promoter are inhibited by a mutant p53 

[295, 337]. A transcriptionally inactive mutant of p73α containing an amino acid substitution 

(R292H) within its DBD, stabilizes and activates p53 to induce P21 expression [213]. This suggests 

that mutations in p73 might not cause a loss of its tumor suppressive activities as they still have the 

ability to stabilize and activate p53 [213]. 

ΔNp73 can form complexes with WT p53 in an ovarian carcinoma and endometrial carcinoma. 

Surprisingly, these complex formations are identified only in the tumors from patients, but not in 

the corresponding normal tissues [353], suggesting that these complex formations might have 

significant roles in cancer. ΔNp73 protein isoforms act in a dominant negative fashion over 

functions of TAp73 and p53 proteins and inhibit their transcriptional activities. ΔNp73 protein 

isoforms also inhibit both TAp73- and p53-mediated apoptosis [11, 353]. 

p63
+/−

 p73
+/−

 double heterozygous mice have been shown to have a shorter life span than p63
+/−

 or 

p73
+/−

 mice [100, 226]. p63
+/−

 p73
+/−

 double heterozygous mice develop spontaneous tumors and 

malignant tumors at a higher frequency as compared to p63
+/−

 or p73
+/−

 mice. Interestingly, more 

aggressive tumor phenotypes (higher tumor burden and metastases) and shorter life spans are 

noticed in p53
+/− 

p73
+/− 

and p53
+/−

 p63
+/−

 mice than in p53
+/− 

mice [100, 226].  
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4. p73 

Transcription factors regulate transcription of gene promoters and they also participate in cellular 

signaling networks. Among these transcription factors one of the well-studied is p53. p73 is a 

structural and functional homologue of p53, and transcriptionally regulates various biological 

processes.  

 

4.1. Transcriptional activities of p73 

Transcription factors are proteins and they recognize specific DNA sequences within 

promoter/enhancer regions of their target genes with their DBD. p73 transcriptionally regulates 

various genes involved in development, differentiation, cell cycle and apoptosis. p73 is active as a 

homotetramer. However, it can form heterotetramers with p63 [141]. It recognizes p53REs within 

the promoter/enhancer regions of various genes [91]. TAD of p73 is responsible for transactivation 

of its target genes. Our group identified a second TAD at the carboxy-terminal region of p73 that is 

located within amino acid residues 381-399 [236, 304]. 

p73 isoforms can bind to p53 REs and transcriptionally activate a subset of p53-target genes, which 

induce cell cycle arrest, apoptosis, and senescence in a p53-like manner [145, 146, 149]. In 2005, 

Zhu et al., described that the same gene can be differentially transactivated by different isoforms of 

p73 [362]. Description of some genes that are differentially regulated by p73α and p73β are 

presented in Table 1. 

 

Genes regulated by  

p73 isoforms 

Fold increase in relative mRNA expression 

levels with respective p73 isoform 

p73α p73β 

P21 17,5 3,2 

MDM2 14,8 1,4 

GADD45 4,3 1,5 

BAX 3,6 0,8 

14-3-3σ 3 17 

 

Table 1. Differential induction of cellular targets by p73α and p73β [362]. 
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Our group identified that TAp73α, but not TAp73β induces the expression of anti-apoptotic Hsp72 

protein in SCLC cells. We also reported that in several cell lines p57
Kip2 

protein expression is 

induced by TAp73β, but not by TAp73α. Furthermore, our group found that co-expression of p53 

with DBDmut p73α (a R268Q, R300C mutant of p73) promotes nuclear localization of DBDmut 

p73α protein. Increased nuclear localization of DBDmut p73α by p53 seems to promote the 

recruitment of DBDmut p73α at the P21 gene promoter and thereby inducing its transactivation. 

Association of p73 with other proteins and its posttranslational modifications appears to influences 

its transcriptional activities [59, 197, 215, 297, 355]. 

 

4.2. Role of p73 in development 

Gene expression is carefully regulated during embryonic development. Temporal and spatial control 

of gene expression is monitored by several mechanisms such as lionization (X-chromosome 

inactivation), epigenetic modifications, TF-dependent transcription and mRNA splicing. Thousands 

of proteins carefully coordinate with each other during all stages development of a living organism. 

The interactions between these proteins and their temporal expression are important for its proper 

development. p73 is one of the proteins that plays important roles in development. p73 isoforms 

seem to play a role in the terminal differentiation of human skin keratinocytes [215]. The loricrin 

and involucrin genes are induced during the keratinocyte differentiation and they are recognized as 

molecular markers of epidermal differentiation [253]. p73γ and p73δ transactivates loricrin and 

involucrin gene promoters [68], suggesting a role of p73 in keratinocyte development.  

Downregulation of the N-Myc proto-oncogene [310] and upregulation of the Rb tumor suppressor 

[67, 256] are reported during differentiation of neuroblastoma cells in vitro. In N1E-115 murine 

neuroblastoma cells, decrease of N-Myc levels and increase of the pRB levels are noticed upon 

overexpression of p73β [67], suggesting that p73β might be involved in neuroblastoma 

differentiation. p73 is accumulated during the murine neuroblastoma cell differentiation induced by 

retinoic acid treatment [67], further supporting that it might play an important role in differentiation. 

Withdrawal of NGF induces apoptosis in sympathetic neurons of mice and it has been shown that 

ectopic expression of either ΔNp73α or ΔNp73β protects sympathetic neurons from NGF depletion 

induced apoptosis [250]. Moreover, ΔNp73β interacts with p53 and inhibits p53-induced neuronal 

apoptosis during development of the mouse nervous system [215, 250], collectively suggesting that 

ΔNp73β is important for the survival of neurons. ΔN isoforms are predominantly expressed during 

development of the brain [336] suggesting that p73 expression might be important for normal 
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neuronal development. In support of this idea, ΔNp73
-/- 

mice were shown to have a reduced 

neuronal density in the brain [336]. p73 null mice show central nervous system defects and 

pheromone abnormalities, hippocampal dysgenesis with aberrant lower blade of the DG (dentate 

gyrus), loss of CR (Cajal-Retzius) cells, hydrocephalus and abnormalities in the limbic 

telencephalon. Moreover, P73
-/-

 mice are infertile due to defects in early embryonic development 

[312], and a majority of p73 knockout mice die at an early stage due to chronic infections [346].  

 

4.3. Regulation of p73 expression and its activity 

Activity and function of a protein is influenced by factors such as its level of expression, post-

transcriptional modifications and interactions with other proteins. p73 is expressed differently in 

different cells depending on the stage of life. Deregulation of p73 can alter its transcriptional 

activities on genes involved in biological processes and also its participation in cellular signaling 

networks. p73 expression, activity and function are regulated at four different levels. 

 

4.3.1. Transcription of P73  

Transcriptional regulation of the P73 gene is important to maintain its proper cellular levels. In 

several cancers, altered levels of p73 expression were identified and low or high levels of p73 can 

significantly alter the biological activities regulated. Stimuli, such as DNA damage [49], viral 

factors [39] and transcriptional regulators [102, 172] can regulate P73 gene expression at the 

transcriptional level. A regulatory 1 kb stretch of the intron 1 region upstream of the initiating ATG 

codon in exon 2 of P73, contains six binding sites for the transcriptional repressor ZEB1 (δEF1). 

Inhibition of ZEB1 (δEF1) increases p73 expression [102]. p1 and p2 promoters of P73 are located 

within exon 1 and intron 3, respectively. Upstream of and within the p1 promoter lies putative 

binding sites for transcriptional regulators like Sp1, E2F, AP-2 and Egr-1,-2,-3 [81]. The p1 

promoter of P73 contains three E2F, a transcription factor family, binding sites and in vitro binding 

of E2F1 to two of these binding sites mediates an increased expression of TAp73 transcripts [268, 

282]. Early growth response factor-1(Egr-1) is one of the rapidly induced early response genes to 

various environmental signals [344]. Egr-1transactivates the p1 promoter, but not the p2 promoter 

of the P73 gene [350]. The adenovirus early region 1A (E1A) also transactivates its p1 promoter, 

but not the p2 promoter [99]. E2F1, c-Myc, and E1A induces expression of full-length p73α and 

p73β [352].  
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Much less is known about transcriptional regulation of the p2 promoter. This promoter contains a 

p53 RE [114] and is transcriptionally regulated by both p53 [153, 326] and TAp73 [223]. ΔNp73 

physically interacts with TAp73 and p53, and regulates their functions by blocking their 

transcriptional activity thus mediating a dominant negative feedback loop [223].  

Loss of p73 mRNA expression is noticed due to hypermethylation (a histone mark for gene 

silencing) of P73 in hematological malignancies like acute lymphoblastic leukemia (ALL) and 

Burkitt’s lymphomas [58]. P73 was also found hypermethylated in 94 % of natural killer (NK) cell 

lymphomas [29], suggesting an epigenetic regulation of p73 expression.  

 

 

4.3.2. Post-transcriptional modifications of p73 mRNA 

As mentioned earlier, as a result of alternative splicing, the p73 primary transcripts generated form  

the alternative promoters can be expressed as various carboxy- and amino-terminal variants (refer to 

Figure 4A.). The p1 and p2 promoters of the P73 gene encode amino-terminal TAp73 and ΔNp73 

isoforms, respectively. p2 promoter generates, two mRNAs (ΔNp73 and ΔN′p73)  differing  in their 

3′-untranslated region by two-way usage of exon 3′. However, they encode an identical ΔNp73 

protein, which lacks the amino-terminal transactivation domain found in TAp73 proteins [136]. 

p73Δex2 and p73Δex2/3 5´-terminal spliced transcripts are also detected in several human tumor 

cells [289]. Expression of p73Δex2, a 5´-terminal spliced variant of p73 transcript with the deletion 

of exon 2 was detected in the ovarian tumor cell lines, but not in the human normal ovarian surface 

epithelial (HOSE) primary cultures [227]. Deletion of exon 2 would delete the first 48 amino acid 

residues at amino-terminal region as compared to the full-length TAp73. In hepatocellular 

carcinomas, aberrant spliced p73 variants i.e., p73Δex2, p73Δex2/3 that do not contain exon 2, and 

exon 2 and 3, respectively have been identified [291]. 

Among the p73 variants, TAp73α is the longest isoform and contains all 14 exons. Carboxy-

terminal β ,γ, δ, ζ, and ε isoforms do not contain the exon 13, exon 11, exons 11–13, exons 11 and 

12, and exons 11 and 13, respectively [136].  Ishimoto O et al., reported that among 33 tested 

human tissue, the ΔN′p73 transcript was only detected in the pancreas and the ΔNp73 transcript was 

only detected in fetal lung and corpus callosum among eight sub regions of the brain.  p73α 

expression was identified in a variety of human tissue like, brain, pancreas, testis, prostate and 

cerebellum,  whereas p73β expression was identified in lymph nodes, spinal cord and cerebellum. 

p73γ expression was detected  in liver, small intestine, fetal lung, and cerebellum (for further 

details, refer to  [136]).   
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Expression of  p73η, which lacks the exons 10-13, was detected in neuroblastoma and in the MCF-7 

breast carcinoma cell line [279]. Its expression was not detected in B-lymphocytes from seven 

healthy donors. The p73η´ is generated from splicing of two nucleotides at 3´end of exon 9 and 

complete splicing of exons 10-12, whereas the last 18 nucleotides of exon 13 are retained. In p73θ, 

exons 10, 11 and 13 are completely spliced out, but the exon 12 is retained. In contrast to the p73η, 

p73η´ and p7θ isoforms have been also identified in non-tumor lymphocytes. 

Although p73 can be expressed as 45 different putative isoforms (refer to Figure 4B.), to my 

knowledge, no human tissue or cell line is yet identified that expresses all of these isoforms. 

Expression of p73 spliced variants seems to be regulated by the tissue-specific mRNA splicing 

mechanisms. 

 

4.3.3. Post-translational modifications of p73 

Post-translational modifications are the chemical modification of one or several amino acids of 

a protein. Functions of a protein can be greatly influenced by the modification of functional groups, 

such as acetate, phosphate, lipids and carbohydrates, of its amino acids. These modifications can be 

reversible and influence the structure, function, stability, localization and activity of a protein. 

 

c-abl, a non-receptor tyrosine kinase, phosphorylates TAp73α/β and ΔNp73α/β and stabilizes them. 

c-abl phosphorylates TAp73α on tyrosine (Tyr)-99, and to a lesser extent on Tyr-121 and Tyr-240 

[1, 315, 351], and its kinase activity is required for pro-apoptotic activity of p73 [1]. c-Jun N-

terminal kinase (JNK) physically interacts with and phosphorylates p73. JNK-mediated 

phosphorylation promotes p73 transcriptional activity on growth arrest and DNA damage 45 

(GADD45) and BAX gene promoters [143]. p300, a histone acetyltransferase (HAT), acetylates 

p73α after DNA damage, and inhibition of p300 by Lys-CoA decreases apoptosis induced by p73α 

[59].  

Protein inhibitor of activated STAT-1(PIAS-1) binds and sumoylates p73α and stabilizes it. This 

sumoylation leads to the inability of p73α to transactivate BAX and P21 gene promoters. PIAS-1 

expression starts at the end of the G1 phase, peaks during the S phase, and completely disappears in 

the G2 phase of the cell cycle. This PIAS-1-induced p73-mediated inhibition of p21 expression 

seems to facilitate G1/S transition [217]. 

 



18 
 

4.3.4. Interactions of p73 with various proteins and its degradation 

As mentioned earlier, protein-protein interactions regulate activity and stability of a protein. 

Various proteins interact with p73 and post-transcriptionally modify it, thereby influencing its 

stability and biological functions. 

ΔNp73 physically interacts with p73 and p53 and inhibits their pro-apoptotic functions [224]. The 

p53 inhibitor Mdm2 interacts with p73α. However, in contrast to Mdm2-p53 interaction, Mdm2 

interaction with p73α does not promote its degradation, but inhibits its transcriptional activity [42, 

354]. Interestingly, p73 transactivates MDM2 promoter [171, 327, 362], suggesting that a feedback 

regulatory loop exists in the p73-Mdm2 signaling network. In this network, Mdm2 blocks the 

transcriptional activity of p73, but does not affect its levels. p300 and cAMP response element-

binding protein-binding protein (CBP) binds to p73α and enhances its transcriptional activity, thus 

act as transcriptional co-activators. Moreover, p300, a transcriptional co-activator enhances the 

apoptotic function of p73α [355]. Both Mdm2 and p300/CBP bind to the amino-terminal region of 

p73. The interaction of Mdm2 with p73 blocks the p73-p300/CBP interactions. This might be a 

reason for the transcriptional inactivation of p73 by Mdm2 [354]. c-Myc, a proto-oncogene protein, 

physically interacts with p73α and inhibits p73α-mediated transcriptional activation of P21 and 

BAX gene promoters [330]. Yes associated protein (Yap) interacts with p73 and enhances its 

transcriptional activity on the BAX promoter [296]. Human Papillomavirus (HPV)-E6 protein 

associates with p73 and inhibits its ability to transactivate the P21 gene promoter [245]. Protein 

interacting with ‘‘never in mitosis A (NIMA) 1’’ (Pin1), a prolyl isomerase, stabilizes p73 by 

physically interacting with it. Pin1 is required for p73 to transactivate genes involved in apoptosis 

[197]. c-Abl interacts with p73 via SH3 (Scr-homology-3) domain and phosphorylates it. 

Phosphorylation of p73 by c-abl stabilizes p73 protein and enhances its apoptotic function [110]. 

 

Proteolysis is the process of breakdown of proteins into smaller polypeptides or amino acids. Some 

enzymes, i.e. proteases, hydrolyse peptide bonds to degrade proteins. p73 degradation is regulated, 

in part, by the ubiquitin proteasome system, which is a sophisticated cellular proteolytic machinery 

in many eukaryotic cells [42, 109, 156, 165]. Promyelocytic leukemia (PML) protein physically 

interacts with p73, and promotes p300-mediated acetylation as well as stabilization of p73. PML 

reduces ubiquitinylation levels of p73, thereby protecting it from the ubiquitin proteasome system-

mediated degradation [20]. Pirh2, a p53 regulated RING finger E3 ubiquitin ligase, physically 

interacts with p73. Pirh2 polyubiquitinates p73, thereby promoting its ubiquitin proteasome 

mediated degradation [147].  
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The degradation of p73 seems to be isoform-dependent, for example, upon DNA damage, ∆Np73 is 

degraded more rapidly than TAp73 [195, 267, 324]. TAp73α induces the expression of PIR2, a ring 

finger domain ubiquitin ligase p73-induced RING 2 protein that differently regulates the stability of 

TAp73 and ΔNp73 isoforms. Co-expression of PIR2 and TAp73α results in an increase in TAp73α 

protein levels, whereas co-expression of PIR2 and ΔNp73α results in a decrease in ΔNp73α levels. 

This suggests that PIR2 differently regulates TAp73 and ΔNp73 protein levels [277]. p73α and 

p73β undergo differential degradation by the proteasome, where p73α is sensitive and p73β is not 

sensitive to this degradation [212]. p73α, but not p73β, is covalently sumoylated by the small 

ubiquitin-like modifier-1 (SUMO-1) on lysine residue 627. Although SUMO-1-mediated 

modification is not absolutely required for degradation of p73, sumoylated p73 is more rapidly 

degraded by the proteasome than unmodified p73 [212].  

 

 

5. Apoptosis 

Cell death mechanisms like anoikis, necrosis, autophagy and apoptosis play important roles in 

maintaining the tissue homeostasis. These cell death mechanisms are important for regulating 

development, cell growth, immune response and clearing of redundant or unnecessary cells [93]. 

Apoptosis is a well-studied cell death mechanism in which cell blebbing, shrinkage, and 

fragmentation of chromosomal DNA and nuclei takes place. Billions of cells die by apoptosis in the 

human body every day, just to keep balance with the numbers of new cells generated from the 

body's stem cell populations [121, 259]. 

 

5.1. Morphological and Biochemical features of an apoptotic cell 

During the process of apoptosis a lot of biochemical and morphological changes occur in the 

apoptotic cell. Caspases, a family of cysteine and aspartic proteases, are activated. They play a 

major role in execution of apoptosis by cleaving and/or activating several substrates, for example, 

endonucleases, nuclear lamins, PARP (poly-ADP ribose polymerase), PAK2 (p21-activated kinase 

2). Subsequently, the apoptotic cell loses microvilli and desmosomes, and then loses contact with 

the surface or adjacent cells. Activated endonucleases cleave nuclear DNA into internucleosomal 

fragments. Thus, DNA ladder pattern formation upon regular agarose gel electrophoresis can be 

identified. The plasma membrane extends and seals the detached solid cellular material into vesicles 
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named ‘‘apoptotic bodies’’. These apoptotic bodies are packed with densely crowded cellular 

organelles and fragments of the nucleus. 

Ladder pattern of DNA fragmentation, caspases activation and apoptotic body formations are key 

features of an apoptotic cell death. In the immune system well developed organisms, such as 

humans and mice, phagocytes accumulate at the site where apoptotic cells are located. They 

recognize the apoptotic cells through receptors and engulf them. Engulfed apoptotic cells are then 

processed within the phagocytes [89], thus no signs of inflammation are noticed.  

 

5.2. Stimuli that initiate apoptosis 

The process of apoptosis can be initiated by stimuli like DNA damage (e.g. caused by ionizing 

radiation and alkylating agents), cell membrane damage (e.g. caused by UV light, oxidizing agents 

and heat) and stimuli that activate death receptors (e.g. Tumor necrosis factor-α and Fas ligand) 

 

5.3. Proteins and Organelles involved in regulation of apoptosis 

The apoptotic process is regulated by a variety of proteins and organelles. However, their roles in 

the regulation of apoptosis are still not fully understood.  

 

5.3.1. Caspases 

Caspases play important roles in initiation and execution of apoptosis and inflammation. They are 

expressed as pro-enzymes (zymogens) in the cell. Upon proper stimuli, caspases are processed and 

activated. To date, 14 caspases have been identified and they are involved in inflammatory 

responses (e.g. caspase-1, -4, -5 and -12) or apoptosis. The caspases that are involved in apoptosis 

are classified as initiator caspases (caspase-2, -8, -9 and -10) or effector caspases (caspase-3, -6 and 

-7) [5]. 

 

 Processing and activation of caspases are regulated by a number of molecules, such as inhibitor of 

apoptosis protein (IAP), fas-associated death domain (FADD), apoptotic protease activating factor-

1 (Apaf-1), Bcl-2 family members and FADD-like interleukin-1beta-converting 

enzyme (FLICE) inhibitory protein (FLIP) [86]. Overexpression of pro-apoptotic caspases induces 

apoptosis in various cell lines. For example, overexpression of caspase-2 induces apoptosis in small 

cell lung carcinoma (SCLC) cells [218]. Active caspase-2 cleaves full-length Bid to active Bid (also 
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known as truncated Bid or tBid). tBid activates Bax, thereby promoting the release of pro-apoptotic 

proteins from mitochondria. Overexpression of caspase-2 promotes translocation of Bax to the 

mitochondria, thereby inducing mitochondria-mediated apoptotic cascade [28, 118, 170, 193]. 

 

5.3.2. Heat shock proteins 

Heat shock proteins (Hsps) were discovered in the larvae of Drosophila melanogaster after 

exposing them to heat shock [166]. Their levels are also elevated under other types of stress stimuli. 

Hsps are encoded by the HSP70 and HSP90 gene families. Molecular weights of Hsps range from 

~
15 to 110 kDa. Based on their function and molecular weights they are divided into several groups 

(for more details, refer to [126, 333]). Hsps are localized in different compartments of the cell, like 

cytosol, mitochondria, endoplasmic reticulum (ER) and nucleus. They are involved in the 

maintenance of protein structures, refolding of misfolded proteins, prevention of protein 

aggregation and the degradation of unstable proteins [40, 51, 76, 214, 242].  

Hsps also play key roles in the regulation of apoptosis. Hsp27, -70, and -90 proteins function as 

anti-apoptotic, whereas Hsp60 functions as pro-apoptotic proteins. They act at multiple levels of the 

apoptotic signalling pathway [80], for example, HSPA1A/Hsp72/Hsp70–1 (referred to later as 

Hsp72) inhibits lysosomal membrane permeabilization, thereby inhibiting the release of cathepsins 

and other proteases, which are involved in the apoptotic signaling pathway [23, 119]. In addition, 

Hsp72 inhibits the apoptotic cascade by inhibiting JNK, preventing the translocation of Bax to the 

mitochondria [183], by interacting with apoptosis-inducing factor (AIF) and Apaf-1 [271], and by 

inhibiting the processing of caspase-9 and -3 [16]. 

 

5.3.3. The Bcl-2 family of proteins 

Bcl-2 family proteins are prime regulators of the intrinsic apoptotic pathway and govern 

mitochondrial outer membrane permeabilization (MOMP). Bcl-2 homology (BH) domains are 

characteristic features of the Bcl-2 family proteins, which share one or more of the four BH 

domains (i.e. BH1-4). Bcl-2 family members are categorized as anti- or pro-apoptotic proteins. The 

anti-apoptotic proteins (e.g. Bcl-2, Bcl-XL, Mcl- 1, A1 and Bcl-W) contain all four BH (BH1,-2,-3 

and -4) domains and a carboxy-terminal transmembrane (TM) domain. The pro-apoptotic family 

members (e.g. Bax, Bak and Bok) contain the TM domain and BH1,-2 and -3, but not BH4. Other  
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Figure 5. Structure of the Bcl-2 family of proteins. The Bcl-2 family proteins are key regulators of the 

intrinsic apoptotic pathway and govern mitochondrial transmembrane potential and subsequent release of the 

cytochrome c (Cyt c). Members of the Bcl-2 family contain characteristic Bcl-2 homology (BH) domains. 

The anti-apoptotic Bcl-2 family members contain all four BH (i.e. BH1-4) domains and their overexpression 

inhibits apoptosis. They prevent BH3-only proteins induced oligomerization of the pro-apoptotic Bcl-2 

family members, for example, Bax/Bak in the mitochondrial outer membrane. Most of anti-apoptotic Bcl-2 

family members contain transmembrane (TM) domains thus they are typically associated with membranes. 

The pro-apoptotic Bcl-2 family members promote apoptosis by forming pores in the outer mitochondrial 

membrane. The BH3-only subfamily of pro-apoptotic Bcl-2 family members contains only BH-3 domain 

and/or TM. The mammalian BH3-only protein family contains eight members (Bid, Bad, Bim, Bik, Bmf, 

Noxa, Puma and Hrk) and upon overexpression they promote apoptosis. Bid is activated via proteolysis 

mediated by caspase-8 and active Bid (i.e. tBid) activates Bax/Bak and induces releases of Cyt c [60, 75, 

124, 157, 308]. 
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pro-apoptotic proteins of the Bcl-2 family contain the BH3 domain and TM (e.g. Bik and Bnip) or 

only the BH3 domain (e.g. Bad, Bid, Bim and Egl-1). 

 

Bcl-2 family members can form homo- or heterodimers among themselves [41]. Anti-apoptotic Bcl-

2 proteins are mostly found in membranes of the ER, mitochondria and the nucleus. Most pro-

apoptotic Bcl-2 family proteins are localized in the cytosol. Upon initiation of the death cascade, 

pro-apoptotic Bcl-2 family proteins undergo conformational changes and integrate into the outer 

mitochondrial membrane, and promote loss of mitochondrial transmembrane potential [90, 115, 

167, 339].  

 

Bax is a globular protein that consists of nine α helices [300]. It is a soluble protein located in the 

cytosol. The amino-terminal part of the Bax protein (i.e. amino acid residues 20-37) contains a 

mitochondrial targeting sequence, and deletion of this sequence results in the termination of its 

mitochondrial localization ability [46]. During the process of apoptosis Bax undergoes 

conformational changes and translocates to the mitochondria [339], subsequently mitochondria lose 

their transmembrane potential [168]. Cleavage of Bid by caspase-8 leads to its activation [107, 

182]. Cleaved active carboxy-terminal fragment of Bid (i.e. tBid), translocates to the mitochondria. 

tBid activates Bax/Bak proteins, thereby promoting MOMP [75, 157].  

 

Overexpression of anti-apoptotic Bcl-2 protein decreases the pro-apoptotic responses of irradiation 

and chemotherapy [152], whereas overexpression of pro-apoptotic proteins, e.g. Noxa, Puma and 

Bax, promotes drug-induced apoptosis [184, 360]. Del Poeta et al., reported that the ratio between 

Bax and Bcl-2 (pro- and anti-apoptotic proteins, respectively) influences both a longer overall 

survival (OS) and disease-free survival (DFS) in acute myeloid leukemia (AML) [71].  

 

Two models exist, which explain the roles of BH-3 only proteins in promoting apoptosis. The first 

model is called the ‘‘direct activation model’’, in which BH-3 only proteins bind to Bax or Bak, and 

induce their conformational change, which leads to their activation. The second model is called the 

‘‘neutralization model’’, in which pro-apoptotic BH-3 only proteins bind and inactivate the anti-

apoptotic Bcl-2 family of proteins like Bcl-XL and Bcl-2 [50]. 

 

According to ‘‘The rheostat model’’ proposed by Korsmeyer et al., formation of heterodimers and 

the balance between the pro- and anti-apoptotic proteins of the Bcl-2 family creates a life or death 

switch for a cell. This model suggests that pro- and anti-apoptotic proteins directly counterbalance 
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each other functions, where more abundant protein regulate whether the cell dies or survives [163]. 

According to a model proposed by Edlich et al., Bax is constantly translocated to the mitochondria 

in healthy cells, where anti-apoptotic Bcl-2 family members, e.g. Bcl-XL, bind to Bax and 

retranslocate it into the cytoplasm. Blocking of anti-apoptotic Bcl-2 proteins by BH3-only proteins, 

e.g. Bim, results in Bax accumulation on the mitochondria [84].  

 

 

5.3.4. Mitochondria 

Mitochondria are membrane bound organelles that produce ATP (adenosine 5’-triphosphate). They 

are found in eukaryotes and have been described as ‘‘the energy power house of the cell’’ [202]. 

Apart from their role in generation of energy and well established role in the induction of apoptosis 

[113, 139], they are also involved in cellular processes such as differentiation [73], cell cycle [97, 

240], cell growth [94] and cell signaling [302]. 

  

Pro-apoptotic Bcl-2 family proteins regulate the release of pro-apoptotic proteins from the 

mitochondria. During the process of apoptosis, one or several of the BH3-only proteins (Bad, Bid, 

Bik, Bim, Bmf, Hrk, Nix, Noxa, Bnip3 and Puma) undergo activation and directly or indirectly 

activate Bax and/or Bak. For example, tBid, Bim and Puma directly bind and activate Bax and Bak. 

Active Bax and Bak induce the loss of mitochondrial transmembrane potential (LMMP). As a result 

pro-apoptotic mitochondrial proteins like Cyt c, second mitochondrial activator of caspases/direct 

inhibitor of apoptosis proteins (IAP) binding protein with low pl (Smac/Diablo), AIF and 

endonuclease G (Endo G) are released into the cytosol.  

 

5.3.5. The Cip/Kip family of proteins  

Cyclin-dependent kinase (CDK) inhibitors (CKI’s) bind and inhibit the activity Cyclin/CDK 

complexes, which promote cell proliferation [57] to prevent abnormal cell proliferation [283, 284]. 

To date, seven CKI’s have been identified in mammals and they are classified into two families 

according to their structural and functional similarities [225]. The Cip/Kip (CDK interacting 

protein/kinase inhibitor protein) family comprises p21
Cip1

 (also called Waf1, Sdi1, or CAP20 and 

later it is referred to as p21 ), p27
Kip1

 and p57
Kip2

 [225]. These three members have a conserved 

cyclin-dependent kinase binding/inhibitory domain at its amino-terminal region. The other family, 

designated Ink4, comprises p16(INK4a), p15(INK4b), p18(INK4c) and p19(INK4d) [62]. These 

family members have four ankyrin motif tandem repeats in common. The Ink4 family of proteins 
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inhibits the activity of CDK4 or CDK6 specifically, whereas the Cip/Kip family of proteins shows a 

broad spectrum of inhibitory effects on cyclin/CDK complexes [74]. 

p21 is induced by various stress stimuli, and its induction may cause cell cycle arrest. 

Overexpression of p21 results in cell cycle arrest [108]. p21 plays an important role in preventing 

tumor development by suppressing tumor growth in vitro and in vivo [108]. Mice lacking p21 are 

more susceptible to chemically induced skin carcinoma [246, 314]. p21 holds pro-apoptotic 

functions and its overexpression promotes the drug-induced apoptotic response in a variety of cell 

lines [162, 187]. p21 overexpression induces apoptosis in xenografts of human cervical cancer cells 

[316].  

 

p57
Kip2 

expression promotes drug-induced apoptosis in several cell lines [273, 325]. p73β-induced 

apoptosis was reduced after inhibition of p57
Kip2 

by siRNA, suggesting that p57
Kip2 

mediates the 

apoptosis [112]. These observations indicate roles of the p57
Kip2 

during apoptosis. However, the 

precise mechanisms of p57
Kip2 

in apoptosis are still unclear. On the other hand, some studies have 

also shown anti-apoptotic roles for p21 [9, 131] and p57
Kip2 

[47]. 

 

5.3.6. Lysosomes  

Lysosomes are acidic, single-membrane bound organelles present in eukaryotic cells. They are also 

called the suicide bags of the cells. They contain several acid hydrolases, including phosphatases, 

nucleases, glycosidases and proteases [12]. Of the lysosomal proteases, the cathepsin family is well 

characterized. According to the amino acids of their active sites that confer catalytic activity, the 

cathepsins are subdivided into cysteine (cathepsin B, C, F, H, K, L, O, S, V, W, and X), serine 

(cathepsin A and G) and aspartic (cathepsin D and E) cathepsins [356]. 

A wide range of apoptotic stimuli, such as death receptor activation, oxidative stress, DNA damage 

and growth factor starvation [38, 95, 160, 293], can induce lysosomal destabilization, which will 

later be referred to as lysosomal membrane permeabilization (LMP). For many years, lysosomes 

were thought to be mainly involved in necrotic and autophagic cell death. Accumulating evidences 

are indicating that partial lysosomal membrane permeabilization (LMP) and consequent release of 

lysosomal proteases into the cytosol may initiate or execute the apoptotic cell death [117, 173, 293, 

318, 319]. Partial or selective lysosomal permeabilization can lead to release of other hydrolases, 

H
+
 (causing acidification of the cytosol) and Ca

2+
 into the cytosol during onset of apoptosis [43]. 

The lysosome-mediated apoptotic pathway can be activated by death receptors, lipid mediators and 

photodamage [117]. In some circumstances LMP is an early event and essential for apoptosis 
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signaling to proceed, while under other circumstances LMP occurs at a late stage of the cell death 

process that amplifies the death signals [142]. 

 

Microinjection of cathepsins into the cytosol initiates apoptotic cell death [24, 262, 280]. Disruption 

of lysosomal membrane results in the release of cathepsins (e.g. cathepsin D, cathepsin B and L ) 

into the cytosol. Once in the cytosol, they activate Bid, degrade the anti-apoptotic Bcl-2 protein and 

X-linked inhibitor of apoptosis (XIAP), thereby initiating the apoptotic cascade [38, 53, 160, 320]. 

This results in Cyt c release from mitochondria and activation of caspases. In activated human T 

lymphocytes, upon staurosporine treatment, cathepsin D, which is released from the lysosomes, 

induces Bax activation independent of Bid cleavage. This results in mild outer mitochondrial 

membrane permeabilization, a result limited to AIF release [22].  

 

5.4. Apoptotic pathways 

Apoptosis can be triggered by various stimuli, which can initiate either of the two following 

apoptotic signalling pathways. 

 

5.4.1. Extrinsic pathway 

Members of the tumor necrosis factor (TNF) receptor superfamily are popularly known as ‘‘death 

receptors’’. These death receptors contain cysteine rich extracellular domains and a cytoplasmic 

domain, the “death domain (DD)’’ [10]. These death receptors are involved in transmitting the 

extracellular death signals to the intracellular apoptotic signalling cascade. Transmembrane death 

receptor and death signal interactions initiate the extrinsic apoptotic pathway. Stimulation of these 

death receptors by corresponding ligands results in the cytosolic recruitment of an adapter molecule 

named FADD through the interaction between DDs. Thereafter, FADD recruits DED (death 

effector domain)-containing procaspase-8 through DED/DED interactions, thus forming the death 

inducing signalling complex (DISC) [52, 204]. Formation of DISC facilitates the autocatalysis of 

procaspase-8 and thereby its activation [359]. 

Cellular-FLIP (c-FLIP), an anti-apoptotic regulator, binds to FADD and/or caspase-8 and 

negatively regulates their activities. c-FLIP prevents the DISC formation, thereby inhibiting the 

extrinsic apoptotic cascade [269]. 



27 
 

5.4.2. Intrinsic pathway 

Diverse non-receptor-mediated stimuli such as radiation, hypoxia, hyperthermia, toxins, viral 

infections, and free radicals can induce LMMP [88]. LMMP results in the release of pro-apoptotic 

factors (e.g. Cyt c, AIF, Endo G and Smac/Diablo) into the cytosol from the mitochondria. Released 

Cyt c takes part in the formation of the apoptosome, which is composed of Cyt c, Apaf-1 and 

procaspase-9. Apoptosome formation facilitates activation of caspase-9, which is involved in the 

further processing and activation of other caspases, like caspase-3 and -7 [201].  

IAPs are a family of anti-apoptotic proteins. IAPs can bind and inhibit the activity of caspases, 

thereby inhibiting the apoptotic cascade. When Smac/Diablo is released from the mitochondria, 

they interact with IAPs and antagonizes them, thereby facilitating the activation of caspases [201].  

 

5.4.3. Execution phase of extrinsic and intrinsic apoptotic pathways 

The extrinsic and intrinsic apoptotic pathways leads to the execution phase of the apoptotic 

pathway, in which “effector/executioner” caspases (caspase-3, -6, and -7) play key roles. Caspase-3 

can process and activate many substrate proteins including endonucleases, e.g. inhibitor caspase-

activated DNase (ICAD). Cleavage of ICAD results in the release of caspase-activated DNase 

(CAD). Released CAD translocates into the nucleus where it cleaves DNA into internucleosomal 

fragments [306]. Active caspase-3 and -7 cleave and/or activate several substrates such as cytosolic 

endonucleases and proteases, e.g. PARP [33], cytokeratins, cytoskeletal protein fodrin [198], and 

nuclear protein NuMA (nuclear mitotic apparatus protein) [301]. These activated cellular 

components are involved in the degradation of the nucleic acids and cytoskeletal proteins.  

AIF and Endo G are released from the mitochondria after LMMP and they have nuclease activity. 

They can directly translocate into the nucleus and participate in nuclear fragmentation. These series 

of events lead to the morphological and biochemical changes seen in the apoptotic cells [88, 286]. 

LMMP can occur due to various stimuli and LMMP results in the release of Cyt c from the 

mitochondria. Cyt c couples with Apaf-1 and procaspase-9 to form the apoptosome, which 

facilitates activation of procaspase-9. IAPs prevent the activation of caspases. Smac/Diablo released 

from the mitochondria blocks the activity of IAPs, thereby promoting activation of caspases. 
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Figure 6. An overview of the extrinsic and intrinsic pathways of apoptosis. Initiation of apoptosis can 

lead to the activation of any of the two apoptotic pathways, extrinsic or intrinsic pathway. The death receptor 

activated extrinsic pathway is mediated by caspase-8, whereas the intrinsic pathway is mediated by caspase-

9. In the extrinsic pathway, activation of the death receptor leads to the recruitment of an adaptor molecule 

named FADD to its cytosolic DD. Then FADD couples cytosolic DD of death receptors to procaspase-8. 

This promotes the autocatalysis and activation of caspases-8. cFLIP, an inhibitory protein, prevents caspase-

8 activation.  

Crosstalk between the two apoptotic pathways occurs via caspase-8-mediated cleavage and 

activation of Bid. Activated Bid further activates Bax, thereby engaging the mitochondria-mediated 

intrinsic pathway. Similarly, caspase-3, which is activated in the intrinsic pathway, cleaves and 
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activates procaspase-8, thereby initiating the activation of components of the extrinsic pathway [17, 

128, 129]. 

 

5.5. Role of apoptosis in diseases 

Abnormalities in the apoptotic process have a significant role in the progression or regression of 

diseases. Increased apoptosis can cause neurodegenerative diseases, e.g. Alzheimer’s disease, 

Parkinson’s disease, Huntington disease [275], as well as myelodysplastic syndromes [238] and 

acute myocardial infarction [238]. Decreased apoptosis is noticed in autoimmune disorders, in viral 

infections like, Herpes viruses and Adenoviruses, and in various cancers [150]. 

 

 

6. Role of p73 in cell life and death decisions 

Transcriptional dependent and independent activities of p73 play important roles in regulation of 

cell life and death decisions. Regulation of cell life and death decisions by p73 appears to have 

significant impact on development and cancer treatments. 

 

6.1. Role of p73 in cell life 

Billions of cells are generated and simultaneously died during various stages of human 

development. Cell death is important for sculpturing various parts of the body, for example, in 

formation of joints and separation of fingers. Cell death has to be carefully regulated for the proper 

morphogenesis of an organism. An increase in the cell death than required level can cause abnormal 

organ formation and various diseases. 

 

p73 protects the cells from cell death in a variety of situations. In cultured cortical neurons of mice, 

a decrease in the number of wild-type P73 alleles caused an increase in JNK activity, which 

promotes apoptotic signalling. Release of lactate dehydrogenase (LDH) into the medium is a 

biochemical indicator of necrosis. In these cells, a decrease in the P73 copy number increased 

the release of LDH into the medium [32, 77, 335].  
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ΔNp73 inhibits TAp73α-, TAp73β- and TAp73γ-induced transactivation of pro-apoptotic Cluster of 

differentiation 95 (CD95) [220] and BAX [220, 224] gene promoters, and thereby confers 

chemoresistance [220, 266]. ΔNp73 interacts with p73α and it inhibits p73α-induced neuronal cell 

death in a dose-dependent manner [223]. ΔNp73β physically interacts with p53 and increased 

expression of ΔNp73β rescues sympathetic neurons from p53-induced cell death [250]. ΔNp73β 

overexpression is noticed in malignant NIH3T3 cells, and injection of these cells into mice 

generates tumors [290]. In mice, overexpression of ΔNp73α or ΔNp73β isoform protects neurons 

from apoptosis induced upon withdrawal of the nerve growth factor (NGF). ΔNp73 isoforms are 

predominantly expressed in developing brain of mice [250], suggesting that ΔNp73 isoforms play 

important roles in brain development by counteracting p73- and p53-induced cell death. 

Full-length p73 is overexpressed in a variety of cancers. p73 expressing colorectal adenocarcinoma 

showed greater vascularity than p73-negative tumors [116]. In a human ovarian cancer cell line, 

overexpression of TAp73α causes an upregulation of DNA damage repair proteins and provides 

resistance towards DNA damaging agent treatments [323]. TAp73α represses drug-induced 

apoptosis in SCLC cells by preventing caspase-3 activation and PARP cleavage [235]. We 

identified that TAp73α induces the expression of Hsp72, prevents the loss of mitochondrial 

transmembrane potential and loss of lysosomal membrane permeability, and thereby inhibits drug-

induced apoptosis in SCLC [237]. We also reported that TAp73α represses the enzymatic activity of 

caspase-2 and inhibits caspase-2-induced Bax activation, as well as loss of mitochondrial 

transmembrane potential, thereby protecting SCLC cells from caspases-2-induced apoptosis [218]. 

 

6.2. Role of p73 in cell death 

Cell division, proliferation and differentiation are important for the formation of organs and for the 

proper function of the immune system. Cell division is a biological process that generates new cells. 

As a result of cell division, huge numbers of cells are produced every day in the human body. 

Therefore, cell division has to be carefully regulated during all stages of the life of an individual to 

maintain tissue homeostasis. Different types of cell death mechanisms counterbalance the excess 

cells and control cell number. Cell death is also a defensive mechanism that removes infected, 

mutated or damaged cells. Abnormal cell growth can occur due to defects in cell death mechanisms. 

Transcriptional dependent and independent activities of p73 are involved in regulation of cell death.  

p73 transactivates genes, which are involved in apoptosis. TAp73α, β and γ transactivates the CD95 

gene promoter [220]. p73 transactivates the BAX gene promoter [208, 220] and induces Bax 
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translocation from cytosol to the mitochondria [208]. Puma induces apoptosis in a Bax/Bak-

dependent manner [208]. p73 induces the transcription of PUMA [208] and Puma promotes 

translocation of Bax to the mitochondria [358], thereby promoting Cyt c release from them. NOXA, 

a pro-apoptotic BH3 only member of the Bcl-2 family, is transactivated by p73 [200]. Scotin, a pro-

apoptotic protein located in the ER and nuclear membrane [34], promotes caspase-dependent 

apoptosis upon UV irradiation. p73α transactivates the SCOTIN gene promoter [309]. Our group 

found that, TAp73β induces the expression of p57
Kip2

, which contributes to mitochondria-mediated 

apoptosis.  

Overexpression of p73 induces apoptosis in various cancer cell lines [158, 241]. In NCI-H82 cells 

overexpression of TAp73β promotes apoptosis upon drug treatment. In DU-145 prostate cancer 

cells, caspase-1 overexpression enhances apoptosis after ionizing radiation [338]. Lung endothelial 

cells of caspase-1
-/- 

mice showed a reduction in the serum withdrawal-induced apoptosis [159], 

suggesting that caspase-1 plays an important role in apoptosis. TAp73α and TAp73β can 

transactivate the CASPASE-1 gene promoter [137]. Loricrin, a major component of the cornified 

cell envelope, can induce programmed cell death [348] and LORICRIN gene promoter is 

transactivated by TAp73γ [68]. Transcriptional regulation of various pro-apoptotic gene promoters 

like NOXA, BAX, SCOTIN and CD95 can explain the isoform-specific involvement of p73 in 

apoptosis. Apart from regulating cell proliferation, the transcription factor E2F1 is also involved in 

the induction of apoptosis. E2F1 directly transactivates TAp73. Functional inactivation of p73 

reduces E2F1-induced apoptosis [135], suggesting that p73 plays an important role in E2F1-induced 

apoptosis. 

Many chemotherapeutic drugs induce the expression of p73, which in turn enhances drug-induced 

apoptosis [158]. Downregulation of p73 results in the inhibition of cisplatin-induced apoptosis [4]. 

Upon drug treatments, p73 elicits apoptosis in a caspase-dependent manner. In chemosensitive head 

and neck squamous cell carcinoma (HNSCC) Ca9-22 cells, p73 is responsible for etoposide-

induced caspase-8 activation and apoptosis [189]. Knockdown of p73 using small interfering 

ribonucleic acid (siRNA) blocks caspase-3 and -7 activities in etoposide-treated Ca9-22 cells, 

suggesting its role in activation of caspase-3 and -7 [189]. Reduced cytotoxicity of 

chemotherapeutic drugs upon inhibition of p73 expression, suggests the importance of p73 in 

sensitizing cells to cancer treatments. p73 is cleaved by caspases both in vitro and in vivo during 

apoptosis induced by DNA damaging drugs and its cleaved fragments are localized to mitochondria 

and augment tumor necrosis factor-related apoptosis-inducing ligand (TRAIL)-induced apoptosis 

[276]. In support, purified recombinant TAp73α induces Cyt c release from isolated mitochondria 
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[276], suggesting that it has a transcription-independent activity in induction of the intrinsic 

apoptotic pathway. 

 

6.3. Factors influencing the cell life and death decisions by p73 

p73 is a multifunctional protein that regulates both cell life and cell death. Various cellular and 

environmental factors direct the regulation of cell life and death decision by p73. These factors 

influence the choice of genes to be transactivated by p73. TAp73 is able to transactivate its own 

intrinsic promoter (p2), thereby regulating the expression of anti-apoptotic ΔNp73 isoforms. As 

mentioned earlier, ΔNp73 isoforms are predominantly expressed in developing brain [250] and 

seem to protect neurons by counteracting p53- and p73-mediated apoptosis. A subset of tumor 

derived p53 mutants, but not WT p53, reduces the transcriptional activity of p73α on P21 and BAX 

gene promoters, hence reduce apoptosis induced by p73 [78, 295]. 

The impact of various isoforms of p73 in the transactivation of genes, which regulate cell cycle or 

apoptosis, differ [237, 362]. Our group reported that, in SCLC cells, TAp73α represses drug-

induced apoptosis, whereas TAp73β promotes it. Increasing levels of TAp73α inhibits the pro-

apoptotic effect of TAp73β in a dose-dependent manner, upon drug treatment and vice versa. 

Counteractions of TAp73α and TAp73β on each other’s function suggest that the more abundant 

isoform determines whether cell die or survive.  

p73 is acetylated by p300 after DNA damage. This acetylation activates the pro-apoptotic functions 

of p73 and directs it to transactivate pro-apoptotic gene promoters [59, 355]. A non-acetylatable 

mutant of p73 transactivates the cell cycle related P21 gene promoter, but not the pro-apoptotic 

P53AIP1 gene promoter [59]. Pin1 physically associates with p73, stabilizes it and promotes its 

transcriptional activity on genes involved in apoptosis [188, 191, 197]. Upon DNA damage, a 

cleaved fragment of protein kinase Cδ (PKCδ) phosphorylates serine residue 289 of p73β and 

enhances p73β-mediated apoptosis [258]. p73α mediated apoptosis is enhanced by Chk-1-mediated 

phosphorylation of p73α at serine residue 47 [111]. Upon DNA damage the transcriptional co-

activator Yap is activated by c-abl-dependent phosphorylation. Active Yap displays increased 

affinity to p73 and promotes selective recruitment of p73 on pro-apoptotic BAX and P53AIP1 gene 

promoters [179, 297]. In contrast, Akt-mediated phosphorylation of Yap suppresses Yap’s ability to 

promote p73-mediated transactivation of pro-apoptotic gene promoters [14].  

The apoptosis stimulating protein of p53 (ASPP) family consists of ASPP1, ASPP2 and iASPP 

(inhibitor of ASPP) [299]. DBD of p73 is responsible for the sequence-specific DNA binding and is 
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an interaction site for ASPP1 and ASPP2 [215]. This interaction specifically activates 

transcriptional activity of p73 on pro-apoptotic gene promoters like BAX, PUMA, and PIG3, but not 

cell cycle regulating P21 and MDM2 gene promoters [18]. p53 inactivation is upregulating the p73 

expression via E2F1-mediated transcription [313], suggesting that the presence of p53 can influence 

the relative levels of p73, thereby influencing the p73-mediated cell life or death decisions.  

In conclusion, regulation of cell life and death decisions by p73 is influenced by the presence of 

other p53 family members, type of p73 isoform (TA or ΔN) generated, balance between its pro- and 

anti-apoptotic isoforms, its association with various interacting partners and its post-transcriptional 

modifications. 

 

 

7. P73 in cancer 

Uncontrolled cell growth and spread of abnormal cells in various parts of the body are some 

features of cancer. If the spread is not controlled, it can cause the death of an individual. Various 

factors contribute to the generation of cancer. For example, UV radiation from sun causes skin 

cancer, smoke from tobacco causes lung cancer. Viral infections, such as hepatitis B virus (HBV), 

hepatitis C virus, and human papilloma virus (HPV) can cause cancer. In addition, metabolism 

within the cells produces free radicals as byproducts. These free radicals have the ability to cause 

DNA damage. It is estimated that an individual cell can suffer up to a million DNA changes in a 

day [56]. Our cells have developed exquisite DNA damage-repair mechanisms that protect us from 

DNA damage-related unfavorable outcomes [56]. During cell division DNA is replicated and 

segregated into daughter cells. A proper segregation of DNA into the daughter cells is very 

important for proper cell division and development of an organism. The cells have developed 

safeguarding mechanisms known as checkpoints, which ensure that everything is in order before 

allowing the next event to proceed during cell cycle progression.  

Various DNA repair mechanisms detect and repair the damaged DNA, and maintain its integrity . In 

the case of irreversible damage, cell death mechanisms are activated to eliminate unwanted or 

damaged cells. A failure to repair the damaged DNA can produce mutations. If these mutations are 

not repaired, e.g. due to failure of protection and repair mechanisms, they are passed on to the 

daughter cells. As a result mutated proteins with altered functions could be produced within the cell 

and may cause disturbances in the signaling mechanisms in which they are involved. Sometimes 

http://www.ncbi.nlm.nih.gov/books/n/nap11797/nap11797.app2/def-item/acronyms.gl1-d40/
http://www.ncbi.nlm.nih.gov/books/n/nap11797/nap11797.app2/def-item/acronyms.gl1-d48/
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these mutations negatively regulate signaling pathways associated with cell cycle, DNA damage 

repair, and cell proliferation, and thus enhance the risk of malignant transformation.  

Tumors are classified into various groups based on their primary site of origin, histological type, or 

type of body tissue from which they originate. Different types of tumors exhibit different 

clinicopathological features [169, 249, 287, 303, 342]. However, cancer cells share some general 

features, which are described as ‘‘the hallmarks of cancer’’. These common features include, self-

sufficiency in growth signals, evading programmed cell death, sustained angiogenesis, unlimited 

replicative or proliferative capability, tissue invasion and metastasis, and evading the growth 

suppress signals (for review, refer to [123]). 

The discovery of p53 was a major breakthrough in cancer biology research. Tumor suppressive 

functions of the p53 protein are linked to its ability to transactivate a variety of target genes that 

regulate DNA damage repair, cell cycle progression and apoptosis, and participate in a number of 

different signaling cascades. Mutations in the P53 gene can produce transcriptionally inactive p53 

proteins that have lost their tumor suppressive function [216, 261]. Compared to P53, mutations in 

P73 are very rare. However, amino acid substitutions or deletions in p73 were identified in a variety 

of cancer derived cells, e.g. the G264W mutation in NSCLC NCI-H1155 cells, Del418 mutation in 

SCLC DMS92 cells, and Del603 mutation in lung carcinoma A427 cells [132, 349]. Deb et al., 

described a mutant of TAp73α in MCF-7 cells having two amino acid substitutions (R268Q, 

R300C) within the DBD region [69]. Two mutations were identified in neuroblastomas (NBLs), one 

somatic (P405R) and one germline (P425L), which are amino acid substitutions at the carboxy-

terminal region of p73 [134]. In a primary tumor of a breast cancer patient, one somatic missense 

mutation of glutamine from arginine at codon 269 within exon 7 was reported [122]. 

 

Although P73 is rarely mutated, altered expression levels of p73 and its abnormal splicing variants 

were identified in several human cancers [178]. Decreased levels of p73 were identified in 

pancreatic adenocarcinoma [190], breast cancer [3], thyroid cancer [96] and osteosarcoma [244]. In 

some hepatocellular carcinoma (HCC), increased levels of p73 expression were identified and this 

was correlated with a lower mean survival time for the patients [307]. Increased expression of 

TAp73α was identified in cancers such as cervical cancer [331], medulloblastoma [363], B-cell 

chronic lymphocytic leukaemia [234], ovarian carcinoma [231], gastric adenocarcinoma [151], 

bladder cancer [347] and thyroid cancer [104]. ΔNp73 isoforms are frequently upregulated in some 

tumors compared with their normal tissue of origin [353]. ΔNp73 isoforms express pro-oncogenic 

properties and act as dominant negative inhibitors over pro-apoptotic TAp73 and p53 by physically 
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interacting with them [223, 224, 353]. Thus, ΔNp73 isoforms functions as oncoproteins and can 

contribute to the cancer progression. Interestingly, TAp73α, β and γ isoforms are able to induce 

transcription of ΔNp73 promoter [331]. Increased expression of TAp73α in a variety of human 

cancers and its ability to transactivate oncogenic ΔNp73 suggests it could be a pro-oncogene. In 

support, we identified that under certain experimental conditions, TAp73α  exhibits anti-apoptotic 

effects, for example, it protects SCLC NCI-H82 cells from caspase-2, as well as from drug-induced 

apoptosis. However, these oncogenic effects of TAp73α seem to be restricted to certain cell types.  

 

In Saos-2 (Sarcoma osteogenic) cells, mutated p53 causes functional inactivation of p73 by 

physically interacting with it, thereby promoting Saos-2 colony formation [199]. Physical 

interaction between mutant p53 and p73 also inhibits the transcriptional activity of p73 on P21, a 

cell cycle regulator [106]. Hence, functional inactivation of p73 seems to be one reason for cancer 

in p53 mutated cells. Increased incidences of spontaneous tumors are noticed in TAp73 null mice 

[312]. As mentioned earlier, a more aggressive tumor phenotype (higher tumor burden and 

metastases) and shorter life span was noticed in P53
+/− 

P73
+/− 

mice than P53
+/− 

mice [100, 226], 

suggesting p73 might be compensating for the loss of p53 tumor suppressive functions in P53
+/−  

mice. Loss of heterozygosity (LOH) of the P73 was observed in esophageal cancer [229], 

hepatocellular cancer [209], gastric cancer [178], neuroblastoma and breast cancers [149, 164, 266, 

285]. Moreover, in primary neuroblastoma tumors, low levels of p73 expression were identified 

[233]. Furthermore, p73 inhibits vascular endothelial growth factor (VEGF) gene expression [272], 

strongly supporting its tumor suppressive functions. 

 

p53 family members are involved in regulation of cell cycle and cell death. In a variety of cancer 

treatments, the used drugs target cell cycle or cell death pathways. Our data indicate that TAp73α 

and TAp73β elicits opposite effects (anti- and pro-apoptotic effects, respectively) on drug-induced 

apoptosis. Thus, consideration of the status of p73 isoform expressions seems to be necessary 

during chemotherapy, otherwise the selected drugs might promote cancer progression rather than 

curing it.  
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8. Aim of the thesis  

 

 To determine isoform-specific transcriptional activities of p73 that influence drug-induced 

apoptosis. 

 To uncover the molecular mechanisms of p73 isoforms by which they exhibit pro- and anti-

apoptotic effects. 

 To elucidate the structural and functional requirements for p73 to regulate cell life and death 

decisions. 

 To discover the transcriptional activities of various isoforms of p73 on cell cycle and 

apoptosis related gene promoters based on the context of the cell. 
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9. Results 

 

9.1. Paper I 

Hsp72 mediates TAp73α anti-apoptotic effects in small cell lung carcinoma cells. 

Our group previously showed that TAp73α inhibits etoposide-induced apoptosis in SCLC, whereas 

TAp73β promotes it. Increasing levels of TAp73α inhibited apoptosis promoted by TAp73β upon 

etoposide treatment. Different isoforms of p73 differently transactivate genes, which are involved in 

various biological processes [362]. We speculated that opposite effects TAp73α and TAp73β on 

drug-induced apoptosis might be due to isoform-specific transcriptional activities. 

Hsp72 is an anti-apoptotic protein and acts at multiple levels on the apoptotic signalling pathway 

[80]. It inhibits lysosomal membrane permeabilization [23, 119], JNK and translocation of Bax to 

the mitochondria [183]. It interacts with AIF [257] and Apaf-1 [271], inhibits the processing of 

caspase-9 and -3 [16, 180], thereby inhibiting progression of apoptosis. 

We speculated that the anti-apoptotic effects of TAp73α in SCLC might be associated with its 

transcriptional activity and that it might transactivate the anti-apoptotic HSP72. We found that 

TAp73α, but not TAp73β transactivates HSP72 promoter, induces Hsp72 mRNA levels and Hsp72 

protein expression. 

In NCI-H82 cells, antisense knockdown of Hsp72 resulted in an abolishment of the anti-apoptotic 

effect of TAp73α upon drug (etoposide) treatment. Moreover, Hsp72 knock down resulted in 

activation of Bax, loss of mitochondrial membrane potential and lysosomal membrane 

permeabilization in these cells even in the presence of TAp73α. 

Interestingly, overexpression of Hsp72 abolished the pro-apoptotic effects of TAp73β upon drug 

treatment. Furthermore, our results suggested that TAp73β counteracts the anti-apoptotic effects of 

TAp73α by preventing its transcriptional activities on HSP72 promoter.  

Inhibitory effects of TAp73α on drug-induced apoptosis are associated with its ability to inhibit 

caspase-3 and PARP cleavage. Interestingly, under similar conditions TAp73β promoted both 

caspase-3 and PARP cleavage [235]. In addition to the previous reports on pro- and anti-apoptotic 

effects of p73 isoforms, our study on transcriptional activities of carboxy-terminal TAp73 isoforms 

provides evidence that they govern the cell life and death decisions at the transcriptional level. 

Moreover, our studies explain a molecular mechanism on how certain tumors with TAp73α 

overexpression are resistant to drug treatments. 
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9.2. Paper II  

TAp73α protects small cell lung carcinoma cells from caspase-2-induced mitochondrial 

mediated apoptotic cell death. 

In paper I, we demonstrated that anti-apoptotic effects of TAp73α are mediated by Hsp72 in SCLC 

NCI-H82 cells. Apart from transactivating anti-apoptotic genes, TAp73α is also able to inhibit the 

activation of pro-apoptotic proteins, for example, it inhibits caspase-3 activation and PARP 

cleavage, thereby negatively regulating apoptosis [235]. 

Caspase-2 is the second caspase to be cloned and its overexpression induces apoptosis in various 

cell lines. During the progression of apoptosis, it cleaves full-length Bid to activated tBid and 

engages the mitochondria-dependent cell death pathway [28]. We speculated that TAp73α might 

exert anti-apoptotic effects by inhibiting caspase-2-induced apoptosis. In fact, our results 

demonstrate that TAp73α inhibits apoptosis induced by caspase 2. In contrast, under our 

experimental conditions TAp73β promoted caspase-2-induced apoptosis.  

Interestingly, TAp73α co-expression significantly reduced caspase-2 enzymatic activity in NCI-

H82 cells. Overexpression of caspase-2 promotes Bax translocation to the mitochondria and induces 

the mitochondrial mediated apoptotic cascade [28, 118, 170]. Co-expression of TAp73α prevented 

caspase-2-induced mitochondrial dysfunction and Bax activation. These results suggest that 

TAp73α operates at the initiation phase of apoptosis, upstream of mitochondria and at level of the 

Bax activation.  

To determine the structural domains that are required for the anti-apoptotic functions of TAp73α on 

caspase-2-induced apoptosis, we took advantage of plasmids encoding mutations in 

different functional domains of TAp73α. Our mutational studies revealed that TAp73α requires the 

functional DBD and SAM domain for its anti-apoptotic effect, on caspase-2-induced apoptosis. 

In addition to the previously described anti-apoptotic effects of TAp73α, our findings provide 

biochemical and molecular mechanisms on how TAp73α negatively influences the caspase-2-

induced apoptosis in SCLC cells.  
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9.3. Paper III 

TAp73β transcriptional target gene p57
Kip2

 promotes p73β-mediated mitochondrial apoptotic 

cell death. 

In papers I and II, we showed the molecular mechanisms on how TAp73α exerts anti-apoptotic 

functions upon drug-induced apoptosis. In these papers, we also reported that drug (etoposide) and 

caspases-2-induced apoptosis were enhanced by TAp73β. TAp73β has been shown to be a potent 

inducer of apoptosis as compared to the TAp73α [161, 288]. In paper III, we aimed to identify the 

TAp73β regulated molecular mechanisms that execute its pro-apoptotic effects.  

p57
Kip2

 is a CKI and holds tumor suppressive functions. p57
Kip2 

expression levels are downregulated 

in a variety of human cancers [31] and loss of its expression was correlated with poor survival rate 

of cancer patients with laryngeal squamous cell carcinoma [92]. Overexpression p73β, but not p73α 

or p73γ, induces the expression of p57
Kip2

 [26]. It has been shown that p57
Kip2

 potentiates drug-

induced apoptosis [273]. We hypothesised that the pro-apoptotic effects of TAp73β might be 

depend on its ability to induce expression of the p57
Kip2

 protein.  

In this paper, we demonstrate that in various cell lines TAp73β, but not TAp73α, induces 

expression of p57
Kip2

. Gonzalez et al., reported that p57
Kip2 

mediates pro-apoptotic activity of p73β 

[112]. However, the precise mechanism by which TAp73β regulates the p57
Kip2 

expression and its 

roles in TAp73β-induced apoptosis was unclear. In this study, we reveal that TAp73β, but not 

TAp73α, binds to a putative p53RE located at 1753 base pairs upstream of P57
Kip2

 transcription 

initiation site. Furthermore, transcriptional activity of TAp73β on the P57
Kip2

 promoter is 

counteracted by TAp73α. To detect whether pro-apoptotic effects of TAp73β upon drug treatment 

are mediated by p57
Kip2

, we took advantage of siRNA-mediated silencing of p57
Kip2

 expression. 

Overexpression of TAp73β and p57
Kip2

 promoted staurosporine (STS)-induced loss of 

mitochondrial membrane potential and apoptosis in HeLa cells. siRNA-mediated silencing of 

p57
Kip2

 repressed TAp73β-induced mitochondrial dysfuntion, Bax activation and apoptosis. These 

results suggest that upon drug treatment, p57
Kip2

 sensitizes these cells to TAp73β-induced apoptosis 

via engaging the mitochondria-mediated apoptotic pathway. The present data reveals a possible 

mechanism to often observed pro-apoptotic activities of TAp73β.  

Our data provide an additional evidence for the target-specific transcriptional activities of carboxy-

terminal TAp73α and TAp73β isoforms that mediate their anti- and pro-apoptotic effects, upon drug 

treatments.  
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9.4. Paper IV 

DNA binding domain independent transcriptional activity of p73 depends on the p53 status of 

the cell. 

The p73 isoforms have been shown to have different transcriptional activity [362] and they have 

distinct roles during various stages of development [215, 219]. Interplay between the p53 family 

members has been shown to have a significant effect on development, proliferation, tumorigenesis 

and response to anti-cancer treatments [101, 144, 175, 192]. In papers I and III, we reported that 

TAp73α and TAp73β exhibit opposite effects on drug-induced apoptosis and their anti- and pro-

apoptotic effects partly depend on their target-specific transcriptional activities. 

P53 is commonly mutated or deleted in a variety of human cancers. In contrast to the P53, P73 

mutations are more seldom reported in human cancers and cancer derived cells [70, 122, 132, 134, 

222, 247, 349]. Mice lacking the TAp73 isoforms exhibit increased incidence of spontaneous 

tumors [311]. On the other hand, altered expression levels of various isoforms of p73 and 

expression of its abnormal splicing variants are noticed in several cancers [3, 82, 96, 104, 151, 230, 

234, 244, 317, 332, 347, 363]. Certain tumor-derived mutants of p53 interact with TAp73 isoforms 

and inhibit their transcriptional activity [79, 106, 192, 294, 337]. It is thus important to take into 

account that the mutations in TAp73 may influence the biological functions of a subset of p53 

mutants and/or p53. 

In this paper, we aimed to identify cell context-specific functions of p73 isoforms. We hypothesized 

that TAp73, TAp73β and ΔNp73 isoforms and DBDmut p73, which contains two amino acid 

substitutions (R268Q and R300C) within its DBD region [70], exhibit cell type-specific 

transcriptional activities. Indeed, our gene reporter assays (GRAs) revealed that they exhibit 

different transcriptional activities in different cell lines on cell cycle and apoptosis related BAX and 

P21 gene promoters. Interestingly, we identified that DBDmut p73α transactivates the P21 gene 

promoter in HEK-293 cells, but fails to transactivate the same promoter in NCI-H82 cells. Our 

subsequent GRAs using wild-type (WT) p53 and p53 null cells and siRNA-mediated silencing of 

p53 in HEK-293 cells revealed that the ability of of DBDmut p73α to transactivate P21 gene 

promoter depends on the p53 status of the cell. We further identified that upon co-expression 

DBDmut p73α and p53 physically interact with each other and stabilize their respective protein 

expression level in cells. Furthermore, we identified that co-expression of p53 promotes nuclear 

localisation of the DBDmut p73α. To identify whether p53 promoted nuclear localization of  
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DBDmut p73α promotes its recruitment on P21 promoter, we performed ChIP experiments in 

HEK-293T cells. Our ChIP experiment revealed that p53 was required for the recruitment of 

DBDmut p73α to the P21 promoter. 

Our findings suggest that in different cells transcriptional activities of isoforms of p73 are different 

and their transcriptional activities depend on the context of the cell. Furthermore, our findings 

reveal a functional cooperation network between p53 and p73, where DBDmut p73α seems to act as 

a transcriptional co-factor for p53.  
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10. General discussion and Future perspectives 

p53 was identified in 1979 and it attracted the interest of numerous researchers because the P53 

gene was found to be frequently mutated or deleted in a variety of human cancers. Initially P53 was 

thought to be an oncogene, however, its tumor suppressor functions were well established in 1989 

[13]. p73, a structural homologue of p53 was identified in 1997. The structural similarity initially 

suggested that it might share functional similarities with p53 [178]. Indeed, p73 shares functional 

properties with p53 and it recognizes p53REs with its DBD, and transactivates them with its TAD. 

p73 transcriptionally regulates various biological processes such as differentiation, development, 

cell cycle and apoptosis. Though p73 shares structural and functional similarities with p53, it also 

has its own biological functions.  

The p73 isoforms have distinct transcriptional activities, for example, in yeast, mouse and human 

cells, they exhibit different capability to transactivate p53 regulated promoters [78, 186, 208, 251, 

289] and specific target genes [26, 361]. Full-length TAp73α and TAp73β differently regulate cell 

cycle progression [321], apoptosis [66, 112, 235, 362] and differentiation [181]. 

Full-length transcriptionally active TA isoforms of p73 are considered to act as tumor suppressors. 

Transactivation domain-deficient ∆N isoforms of p73 act functionally analogous to other 

oncoproteins by inactivating the transcriptional activity and apoptosis induced by p53 and TAp73. 

Thus ΔNp73 isoforms are regarded as oncoproteins. Overexpression of ∆Np73 isoforms was 

identified in a variety of human cancers further supporting their oncogenic properties. Interestingly, 

overexpression of the pro-apoptotic TAp73α isoform was identified in several human cancers such 

as gastric adenocarcinoma [151], thyroid cancer [104], ovarian carcinoma [231], prostate cancer [8] 

and bladder cancer [347]. Moreover, in an ovarian cancer cell line, overexpression of TAp73α 

results in resistance to chemotherapeutic agents [322]. Nyman et al., reported that TAp73α inhibits 

drug-induced apoptosis in a cell type-dependent manner [218]. It was shown that overexpression of 

TAp73α cause chemoresistance, but the precise mechanism to how it does so is not yet fully 

understood. As p73 can transcriptionally regulate various biological processes, we wanted to 

identify whether the apoptosis inhibitory effects of TAp73α depend on its transcriptional activity. 

The cell survival protein Hsp72, a member of the heat shock family of proteins, inhibits apoptosis at 

multiple levels. In several cancers overexpression of Hsp72 was reported [55, 105, 274] and a 

variety of chemotherapeutic drugs induce expression of Hsp72 that results in decreased 

chemosensitivity of cancer cells. Moreover, ΔNp73α induces expression of Hsp72 [305]. In paper I, 

we report that TAp73α induces the expression of Hsp72 and that its anti-apoptotic effects partially 

depend on the  
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induction of Hsp72. Interestingly, TAp73β did not induce Hsp72 expression. TAp73α 

transactivation of HSP72 can to some extent explain the anti-apoptotic properties of TAp73α and its 

involvement in the resistance to chemotherapeutic agents in certain cell types. 

In SCLC cells, TAp73α represses drug-induced apoptosis, upstream of the mitochondria at the level 

of Bax activation. Caspases cleave several substrates in the cell and promote the progression of 

apoptosis. Caspase-2 acts upstream of mitochondria and promotes Cyt c release during drug-

induced apoptosis [263]. Active caspase-2 engages mitochondria in apoptosis by directly cleaving 

full-length Bid to activated tBid and promotes Bax translocation to the mitochondria.  

In an attempt to elucidate the molecular mechanisms by which TAp73α mediates its anti-apoptotic 

effects, we tested whether it can inhibit caspases-2-mediated apoptosis. In paper II, we report that 

TAp73α inhibits caspase-2-induced apoptosis through inhibiting caspase-2 enzymatic activity, Bax 

activation, and loss of mitochondrial transmembrane potential and resulting apoptosis. In contrast, 

TAp73β promoted caspase-2-induced apoptosis. In an attempt to identify the domains required for 

TAp73α to elicit anti-apoptotic effects, we found that the DBD and SAM domains of TAp73α are 

required for its inhibitory effect on caspase-2-induced apoptosis in SCLC cells. Requirement of the 

SAM domain suggests that binding of specific co-factors influences its anti-apoptotic effects. This 

hypothesis is further supported by SAM deleted TAp73α failing to inhibit caspase-2-induced 

apoptosis, and rather significantly promoted it. Certainly, TAp73β, which does not have the SAM 

domain, seems to be not able to associate with inhibitory molecules, thus seems to promote 

caspases-2-induced apoptosis. Previous studies have focused  on transcriptional activities of p73 to 

explain its pro- and anti-apoptotic activities. Identifying its transcription-independent activities in 

regulation of cell life and death decisions is also an interesting area of p73 research.  

p57
Kip2

, a cyclin-dependent kinase inhibitor, regulates cell proliferation and acts as a tumor 

suppressor protein. Recent studies revealed that p57
Kip2 

mediates drug-induced mitochondria-

mediated cell death [325]. In paper III, we reveal that TAp73β, but not TAp73α, induces the 

expression of p57
Kip2

. Furthermore, knockdown of p57
Kip2 

showed that TAp73β-induced p57
Kip2 

expression contributes to mitochondria-mediated apoptotic events.  

The observation based on papers I, II and III, suggests that carboxy-terminal TAp73α and TAp73β 

isoforms exhibit opposite effects on cell life and death decisions. In these papers, we also showed 

that TAp73α and TAp73β counteract each other’s pro- and anti-apoptotic functions in a dose-

dependent manner. It seems that the balance between amino- and carboxy-terminal isoforms play 

important roles in overall tumor development and chemoresistance. Therefore, consideration of the 
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presence of specific isoform of p73 and their relative level of expression in cancer cells seem to be 

necessary during cancer therapy to achieve an effective treatment.  

These opposite effect on cell life and death decision and differential transcriptional activity of p73 

isoforms might be influenced by structural differences at their carboxy-terminal region. TAp73α, 

but not TAp73β, possess a carboxy-terminal SAM domain, which is expected to be involved in 

protein-protein interactions. It has been shown that several transcriptional co-activators physically 

interact with p73 at the carboxy-terminal region and regulates its transcriptional activity. 

Differential binding of co-factors to their carboxy-terminal region might be one of the reasons for 

their differential transcriptional activity.  

Functional differences between p73 isoforms were previously described. TAp73α was shown to 

repress drug-induced apoptosis in SCLC cells, but to promote it in NSCLC cells [235]. In yeast, 

mouse and human cells, isoforms of p73 show different ability to transactivate p53 regulated 

promoters [78, 186, 208, 251, 289]. Functional cooperation between p53 family members was 

previously described. For example, a more aggressive tumor phenotype (higher tumor burden and 

metastases) and shorter life span were noticed in P53
+/− 

P73
+/− 

mice, compared to P53
+/− 

mice [100, 

226], indicating that p73 functionally compensates the loss of p53 in the P53
+/− 

mice. Some mutants 

of p53 physically interact with p73 and inhibit its transcriptional activity [106, 297], whereas some 

mutants of p53 bind to p73, but do not alter its transcriptional activity [106]. In paper IV, we report 

that in different cell lines, isoforms of p73, e.g. TAp73α, TAp73β and a DBD mutant of TAp73α 

transactivate P21 or BAX promoters with different capabilities. In this paper, we also report a 

functional cooperation between DBDmut TAp73α and p53. In p53 null cells, DBDmut p73α is 

transcriptionally inactive and fails to transactivate either cell cycle or apoptosis regulating gene 

promoters (P21 and BAX promoters, respectively). Interestingly, DBDmut p73α was able to 

transactivate the P21 promoter only in p53 expressing cells. In this paper, we report that p53 

promotes nuclear localization of DBDmut p73α and promotes its recruitment at the P21 promoter. 

Our observations suggest that the context of the cell influences the transcriptional activity of 

DBDmutp73α.  

Various isoforms of p73 have their specific transcriptional target genes and an individual isoform 

can differentially transactivate the same gene based on the cell type. The transactivation ability of a 

specific isoform seems to be dependent on the context of the cell, its association with various 

interaction partners, and the presence of certain transcriptional co-factors. Its association with 

ASPP1 and/or ASPP2 induces the transcriptional activity of p73 to transactivate pro-apoptotic gene 

promoters, e.g. BAX and PUMA, but not cell cycle regulating P21 and oncogene MDM2 gene 
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promoters [18]. Different post-translational modifications of p73 were shown to direct it towards 

the selective induction of either cell cycle arrest or apoptosis [59, 65]. Not only the transcriptional 

activities of p73, but also its cellular signaling activities seem to influence the fate of the cell [276]. 

As various isoforms of p73 seem to exhibit different roles in biological processes depending on the 

cell context, it is very interesting to identify their effect on the fate of the cell at different stages of 

development based on the cell context. It is important to identify the functions of specific isoforms 

of p73 as they are frequently deregulated in various types of human cancers. A better understanding 

about individual isoform functions based on the cell context might help us to develop new strategies 

that in the future can more effectively target the tumor. 
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11. Concluding remarks  

This thesis reveals transcriptional and molecular mechanisms about how different isoforms of p73 

regulate cell life and death decisions of the cell.  

In paper I, we identified that TAp73α inhibits drug-induced apoptosis, whereas TAp73β promotes 

it. TAp73α, but not TAp73β, induces the expression of the cell survival protein Hsp72, by 

transactivating its promoter. Antisense knockdown of Hsp72 results in an abolishment of the anti-

apoptotic effect of TAp73α in SCLC cells upon etoposide treatment, suggesting that Hsp72 

expression mediates its anti-apoptotic effects. Moreover, Hsp72 co-expression  prevents the pro-

apoptotic effects of TAp73β. Furthermore, TAp73β counteracts the anti-apoptotic effect of TAp73α 

by inhibiting TAp73α-induced Hsp72 expression in a dose-dependent manner.  

In paper II, we revealed that TAp73α represses caspase-2-induced apoptosis via inhibition of its 

enzymatic activity in NCI-H82 cells. Co-expression of TAp73α inhibits caspase-2-induced Bax 

activation, LMMP and resulting apoptosis. Furthermore, we identified that TAp73α requires the 

functional DNA binding domain and SAM domain for its anti-apoptotic effect, on caspase-2-

induced apoptosis. 

In paper III, we identified that P57
Kip2

 is a direct target gene for TAp73β, but not for TAp73α. We 

identified a potential p53 response element within the P57
Kip2 

promoter region for the recruitment of 

TAp73β. Furthermore, TAp73α counteracts TAp73β transcriptional activity on the P57
Kip2 

promoter 

and it inhibits TAp73β-induced expression of p57
Kip2 

in a dose-dependent manner. Moreover, 

TAp73β-induced p57
Kip2 

sensitizes HeLa cells to apoptosis through the mitochondrial apoptotic 

pathway.  

In paper IV, we reveal that TAp73α, TAp73β and ΔNp73α transactivate P21 or BAX promoters with 

different capabilities. We identified a functional cooperation between p53 and DBDmutp73α. The 

transcriptional ability of DBDmut p73α to transactivate the P21 promoter seems to depend on the 

p53 status of the cells. DBDmutp73α and p53 physically interact with each other and they stabilize 

each other’s expression. Moreover, DBDmut p73α is localized both in the cytoplasm and nucleus, 

and co-expression of p53 promotes the nuclear localization of DBDmut p73α. Furthermore, co-

expression of p53 promotes recruitment of DBDmut p73α to the P21 promoter. 

Finally, different isoforms of p73 influences cell life and death decisions differently upon drug 

treatments and this activity seems to depend on the context of the cell and its isoform-specific 

transcriptional activities. Furthermore, p53 family members have functionally cooperating networks 

that influence each other’s transcriptional activities. 
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In our future studies, we will extend our investigations on the pro- and anti-apoptotic effects of p73 

isoforms upon drug treatment in various cell lines based on the context of the cell. The potential 

role of p73 as a target for cancer treatment will be investigated by analysis of its expression level 

and its effect on different drug treatments in different patient materials. p73 isoform-specific 

interacting partners will be identified in various cells based on the cell context. Furthermore, 

influence of identified interacting partners over the pro- and anti-apoptotic functions of p73 will be 

investigated. The possible mechanisms, which influence the stabilization of both p53 and DBDmut 

p73α will be investigated based on the context of the cell. Future studies will focus on identification 

of other pro- and anti-apoptotic transcriptional target genes of p73. Furthermore, involvement of 

these target genes in mediating cell life and death decision will be investigated. Moreover, we will 

extend our studies in vivo and a group of mice will be transplanted with TAp73α and TAp73β 

overexpressing tumors, drug or mock-treated, and tumor growth will be monitored over time. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



48 
 

12. Acknowledgements  

My thesis work was done at the Institute of Environmental Medicine and Cancer Centrum 

Karolinska, Karolinska Institute, Stockholm, Sweden. I would like to convey my appreciation to all 

people who motivated and helped me during my doctoral studies. 

First, my supervisor, Bertrand Joseph, I admire your profound scientific knowledge, supervision 

skills and great interest in science. I am glad that I got an opportunity to associate with you and gain 

knowledge from you. You always inspired me through your conversations and your professional 

approach towards work. Your optimism and dedication towards the laboratory research deeply 

motivated me and influenced the way I look at science. Your motivating assurances always helped 

me to get through the disappointments and failures of the profession. How can I not say that I got a 

fantastic supervisor, not just because for motivating me, but for sharing my success with all our 

group members with champagne, for saying ‘’don’t forget to go home’ and inviting me for several 

delicious dinners at your home. I will miss not only nice food, wine, cognac, but also fantastic 

company. Furthermore, I must say my heartful thanks to Bettina for her warm welcome into your 

home during dinners, and my love for the cute Nils and Astrid whom I wish bright futures. 

My co-supervisor Hans Jörnvall, it was pleasure for having you as my co-supervisor. Thanks for 

your support during my PhD studies. I admire your scientific skills and optimism. Thanks for 

welcoming me with a smile, for being patient and for listening to me attentively. I appreciated your 

quick email responses, precise messages and reminders of the schedules. Thanks for allowing me to 

present my work in your group and for a fantastic feedback. Thanks for sharing your amazing travel 

stories and your personal interests.  

Boris Zhivotovsky, thanks for sharing your ideas and organizing fantastic blue group meetings. I 

am always amazed at your memory to cite the authors including the years during scientific 

discussions.  

Sandra Ceccatelli, thanks for being a mentor to my PhD studies and providing me an opportunity 

to present my work in your group and for valuable suggestions. 

Ulrika Nyman, I wonder about your organization skills. You are a fantastic colleague to work with. 

Thanks for the scientific discussions and valuable suggestions in thesis writing. Thanks for helping  

me to learn science. I appreciate your cooperation and for letting me use the facilities of the Ludwig 

Institute. 



49 
 

Karolin Rommel, thank you for being there always to share fun and emotions, for the motivation 

and suggestions that you gave me to smoothen my PhD journey. I so miss our CCK coffees and 

funny discussions. I wish you all the best with your doctoral studies and for your colourful future.  

Pinelopi Vlachos, It was a pleasure to share several of my childhood stories with you. It was nice to 

have good times in the office while learning Greek words, Efxaristo (Ha ha. I remember the 

pronunciation, but I searched in Google for its spelling). 

Jens Füllgrabe, thanks for sharing good times in the lab and during the conferences. Good luck 

with your PhD.  

Johanna Rodhe, thanks for helping me in the lab whenever my transfections were not working and 

for your patience when things went wrong during my learning.  

Xianli Shen, thank you for good times in the lab and during the conferences. 

Edel Kavanagh, thanks for having drinks together and nice walks in the beautiful forests and 

Walborg fires warmth in Stockholm and for helping in the lab. 

Miguel A. Burguillos, thanks for sharing your views during group meetings. Good luck with your 

supervision.  

Violaine Moumou and Katrin Hönig, thanks for the joyful times and I wish good luck with your 

aspirations. 

Martin Tran, thank you for interesting scientific discussions. I wish you a best of luck with your 

PhD studies. 

Vitaliy Kaminskyya and Shubhranshu Debnath, thank you for being open to discuss science and 

personal life. I appreciate you guys for your friendly attitude and your scientific interests. 

Chanisa Uemait, thanks for your warm wishes and fantastic communications, though we don’t 

understand each other’s languages. I know we did not understand most of the words, but it was 

never an obstacle to figure out what we were trying to say.  

Praveen Rangineni, thanks for always being there like a brother. Brunnsviken funny stories, snow 

barbeques and typical Duvbo Indian dances are fantastic. I will miss them. A coffee can change a 

lot. Yes it did. Ha ha, ask our Indian folks. 



50 
 

Maria Gansvik, thanks for welcoming always to your home and for the delicious food and mid-

summer day and New year celebrations and birthday cakes. Leila, thanks for cute smiles and for 

your secret curiosity, I don’t know if you remember it, but I will never forget. 

Harish Potu, thanks you for encouragement and motivation for undiluted positive criticism. We 

have not met for seven years. Time is funny. Looking forward to eat your special Indian curries.  

Kranthi, Jyothi and Kiran, thanks guys for having good and bad times, for sharing and caring, 

and for everything we had. Good luck with everything.  

Suman Vemula, Siripurapu Rajitha Rani, Sreenivas Reddy Mamidi and  Amulya thanks for 

being a part of my happy moments in Stockholm, for cooking delicious Indian food, and making 

several days special, as well as for birthday cakes, with happy mood.  

Narasimha Rao Boga, the love guru, Thanks for sharing your philosophical views, Lappis lake 

parties, Stockholm library conversations, Indian folk singings and field works.  

Srikanth Sathu, Sattu bhai, thanks for letting me to be part of a lot of good times. The times we 

cooked, sung, danced were wonderful. I wouldn’t like to miss your instant stories for the stories and 

funny lyrics. I wish you all the best.  

Cecilia Nordfors and Nathalie Grün, thanks you girls, for nice conversations in CCK as well as 

during parties.  
 

Maja Lindh, thank you for nice dinners and fantastic conversations. All the best in your dream 

career of saving the lives of patients. 

Arindam Majumdar, thanks for drinks and philosophical and cross continental views. Bank 

balance theory of emotions is very interesting.  

Theocharis Panaretakis, thanks for warm greetings and for your best wishes. 

Ran Ma, thank you for the nice evenings with drinks and Chinese foods. It’s nice to have someone 

screaming around and talking about some random things. Good luck with your PhD. 

Sara Mijwel, Laura Venskutonyte, Alexandra Alvarsson, Dudi Warsito, Anne Baunbæk 

Pedersen, Salam khan, Aravindh Subramani and Nathalie Edvinsson, thank you all for sharing 

ideas and good times. 

http://se.linkedin.com/pub/dir/Nathalie/Gr%C3%BCn


51 
 

 

 

 

Swarnalatha and Rambabu, Deepa, Ramu, Bhargav, Bharath, Niranjan Komandla and 

Josefin Malmström and Malin Lidholm,  thanks for sharing happy moments. Good luck with your 

aspirations. 

 

My family  

       ,         ,     ,      ,                   ,  ఈ                                     

        .          ,                                                 ,                      . 

       ,       ,                                                                    !!!!!. 

                                              ,        ,     ,      ,                   . 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



52 
 

 

 

13. References 

1. Agami R, Blandino G, Oren M, Shaul Y (1999) Interaction of c-Abl and p73alpha and their 

collaboration to induce apoptosis. Nature 399:809-813 

2. Agarwal ML, Agarwal A, Taylor WR, Stark GR (1995) p53 controls both the G2/M and the 

G1 cell cycle checkpoints and mediates reversible growth arrest in human fibroblasts. Proc 

Natl Acad Sci U S A 92:8493-8497 

3. Ahomadegbe JC, Tourpin S, Kaghad M, Zelek L, Vayssade M, Mathieu MC, Rochard F, 

Spielmann M, Tursz T, Caput D, Riou G, Bénard J (2000) Loss of heterozygosity, allele 

silencing and decreased expression of p73 gene in breast cancers: prevalence of alterations 

in inflammatory breast cancers. Oncogene 19:5413-5418 

4. Al-Bahlani S, Fraser M, Wong AY, Sayan BS, Bergeron R, Melino G, Tsang BK (2011) 

P73 regulates cisplatin-induced apoptosis in ovarian cancer cells via a calcium/calpain-

dependent mechanism. Oncogene 30:4219-4230 

5. Alenzi FQ, Lotfy M, Wyse R (2010) Swords of cell death: caspase activation and regulation. 

Asian Pac J Cancer Prev 11:271-280 

6. Aqeilan RI, Pekarsky Y, Herrero JJ, Palamarchuk A, Letofsky J, Druck T, Trapasso F, Han 

SY, Melino G, Huebner K, Croce CM (2004) Functional association between Wwox tumor 

suppressor protein and p73, a p53 homolog. Proc Natl Acad Sci U S A 101:4401-4406 

7. Armstrong JF, Kaufman MH, Harrison DJ, Clarke AR (1995) High-frequency 

developmental abnormalities in p53-deficient mice. Curr Biol 5:931-936 

8. Arvanitis DA, Lianos E, Soulitzis N, Delakas D, Spandidos DA (2004) Deregulation of p73 

isoform equilibrium in benign prostate hyperplasia and prostate cancer. Oncol Rep 12:1131-

1137 

9. Asada M, Yamada T, Ichijo H, Delia D, Miyazono K, Fukumuro K, Mizutani S (1999) 

Apoptosis inhibitory activity of cytoplasmic p21(Cip1/WAF1) in monocytic differentiation. 

EMBO J 18:1223-1234 

10. Ashkenazi A, Dixit VM (1998) Death receptors: signaling and modulation. Science 

281:1305-1308 

11. Bailey SG, Cragg MS, Townsend PA (2011) Family friction as ΔNp73 antagonises p73 and 

p53. Int J Biochem Cell Biol 43:482-486 

12. Bainton DF (1981) The discovery of lysosomes. J Cell Biol 91:66s-76s 

13. Baker SJ, Fearon ER, Nigro JM, Hamilton SR, Preisinger AC, Jessup JM, vanTuinen P, 

Ledbetter DH, Barker DF, Nakamura Y, White R, Vogelstein B (1989) Chromosome 17 

deletions and p53 gene mutations in colorectal carcinomas. Science 244:217-221 

14. Basu S, Totty NF, Irwin MS, Sudol M, Downward J (2003) Akt phosphorylates the Yes-

associated protein, YAP, to induce interaction with 14-3-3 and attenuation of p73-mediated 

apoptosis. Mol Cell 11:11-23 

15. Bates S, Vousden KH (1999) Mechanisms of p53-mediated apoptosis. Cell Mol Life Sci 

55:28-37 

16. Beere HM, Wolf BB, Cain K, Mosser DD, Mahboubi A, Kuwana T, Tailor P, Morimoto RI, 

Cohen GM, Green DR (2000) Heat-shock protein 70 inhibits apoptosis by preventing 

recruitment of procaspase-9 to the Apaf-1 apoptosome. Nat Cell Biol 2:469-475 

17. Benn SC, Woolf CJ (2004) Adult neuron survival strategies--slamming on the brakes. Nat 

Rev Neurosci 5:686-700 

18. Bergamaschi D, Samuels Y, Jin B, Duraisingham S, Crook T, Lu X (2004) ASPP1 and 

ASPP2: common activators of p53 family members. Mol Cell Biol 24:1341-1350 

19. Bergholz J, Xiao ZX (2012) Role of p63 in Development, Tumorigenesis and Cancer 

Progression. Cancer Microenviron 5:311-322 

 

 

 



53 
 

 

20. Bernassola F, Salomoni P, Oberst A, Di Como CJ, Pagano M, Melino G, Pandolfi PP (2004) 

Ubiquitin-dependent degradation of p73 is inhibited by PML. J Exp Med 199:1545-1557 

21. Beyer U, Moll-Rocek J, Moll UM, Dobbelstein M (2011) Endogenous retrovirus drives 

hitherto unknown proapoptotic p63 isoforms in the male germ line of humans and great 

apes. Proc Natl Acad Sci U S A 108:3624-3629 

22. Bidère N, Lorenzo HK, Carmona S, Laforge M, Harper F, Dumont C, Senik A (2003) 

Cathepsin D triggers Bax activation, resulting in selective apoptosis-inducing factor (AIF) 

relocation in T lymphocytes entering the early commitment phase to apoptosis. J Biol Chem 

278:31401-31411 

23. Bivik C, Rosdahl I, Ollinger K (2007) Hsp70 protects against UVB induced apoptosis by 

preventing release of cathepsins and cytochrome c in human melanocytes. Carcinogenesis 

28:537-544 

24. Bivik CA, Larsson PK, Kågedal KM, Rosdahl IK, Ollinger KM (2006) UVA/B-induced 

apoptosis in human melanocytes involves translocation of cathepsins and Bcl-2 family 

members. J Invest Dermatol 126:1119-1127 

25. Blandino G, Dobbelstein M (2004) p73 and p63: why do we still need them? Cell Cycle 

3:886-894 

26. Blint E, Phillips AC, Kozlov S, Stewart CL, Vousden KH (2002) Induction of p57(KIP2) 

expression by p73beta. Proc Natl Acad Sci U S A 99:3529-3534 

27. Blumenthal AB, Kriegstein HJ, Hogness DS (1974) The units of DNA replication in 

Drosophila melanogaster chromosomes. Cold Spring Harb Symp Quant Biol 38:205-223 

28. Bonzon C, Bouchier-Hayes L, Pagliari LJ, Green DR, Newmeyer DD (2006) Caspase-2-

induced apoptosis requires bid cleavage: a physiological role for bid in heat shock-induced 

death. Mol Biol Cell 17:2150-2157 

29. Boominathan L (2007) Some facts and thoughts: p73 as a tumor suppressor gene in the 

network of tumor suppressors. Mol Cancer 6:27 

30. Borrelli S, Candi E, Alotto D, Castagnoli C, Melino G, Viganò MA, Mantovani R (2009) 

p63 regulates the caspase-8-FLIP apoptotic pathway in epidermis. Cell Death Differ 16:253-

263 

31. Borriello A, Caldarelli I, Bencivenga D, Criscuolo M, Cucciolla V, Tramontano A, Oliva A, 

Perrotta S, Della Ragione F (2011) p57(Kip2) and cancer: time for a critical appraisal. Mol 

Cancer Res 9:1269-1284 

32. Borsello T, Forloni G (2007) JNK signalling: a possible target to prevent neurodegeneration. 

Curr Pharm Des 13:1875-1886 

33. Boulares AH, Yakovlev AG, Ivanova V, Stoica BA, Wang G, Iyer S, Smulson M (1999) 

Role of poly(ADP-ribose) polymerase (PARP) cleavage in apoptosis. Caspase 3-resistant 

PARP mutant increases rates of apoptosis in transfected cells. J Biol Chem 274:22932-

22940 

34. Bourdon JC, Renzing J, Robertson PL, Fernandes KN, Lane DP (2002) Scotin, a novel p53-

inducible proapoptotic protein located in the ER and the nuclear membrane. J Cell Biol 

158:235-246 

35. Bourdon JC, Fernandes K, Murray-Zmijewski F, Liu G, Diot A, Xirodimas DP, Saville MK, 

Lane DP (2005) p53 isoforms can regulate p53 transcriptional activity. Genes Dev 19:2122-

2137 

36. Bourdon JC (2007) p53 and its isoforms in cancer. Br J Cancer 97:277-282 

37. Bourougaa K, Naski N, Boularan C, Mlynarczyk C, Candeias MM, Marullo S, Fåhraeus R 

(2010) Endoplasmic reticulum stress induces G2 cell-cycle arrest via mRNA translation of 

the p53 isoform p53/47. Mol Cell 38:78-88 

38. Boya P, Kroemer G (2008) Lysosomal membrane permeabilization in cell death. Oncogene 

27:6434-6451 

39. Brooks LA, Sullivan A, O'Nions J, Bell A, Dunne B, Tidy JA, Evans DJ, Osin P, Vousden 

KH, Gusterson B, Farrell PJ, Storey A, Gasco M, Sakai T, Crook T (2002) E7 proteins from  

 

 



54 
 

 oncogenic human papillomavirus types transactivate p73: role in cervical intraepithelial 

neoplasia. Br J Cancer 86:263-268 

40. Bukau B, Horwich AL (1998) The Hsp70 and Hsp60 chaperone machines. Cell 92:351-366 

41. Burlacu A (2003) Regulation of apoptosis by Bcl-2 family proteins. J Cell Mol Med 7:249-

257 

42. Bálint E, Bates S, Vousden KH (1999) Mdm2 binds p73 alpha without targeting 

degradation. Oncogene 18:3923-3929 

43. Cannavò SP, Monti M (1988) [Analysis of the histogenesis of skin gland tumors using 

histochemical and immunohistochemical technics]. G Ital Dermatol Venereol 123:319-323 

44. Caron H, van Sluis P, van Hoeve M, de Kraker J, Bras J, Slater R, Mannens M, Voûte PA, 

Westerveld A, Versteeg R (1993) Allelic loss of chromosome 1p36 in neuroblastoma is of 

preferential maternal origin and correlates with N-myc amplification. Nat Genet 4:187-190 

45. Carroll DK, Brugge JS, Attardi LD (2007) p63, cell adhesion and survival. Cell Cycle 

6:255-261 

46. Cartron PF, Priault M, Oliver L, Meflah K, Manon S, Vallette FM (2003) The N-terminal 

end of Bax contains a mitochondrial-targeting signal. J Biol Chem 278:11633-11641 

47. Chang TS, Kim MJ, Ryoo K, Park J, Eom SJ, Shim J, Nakayama KI, Nakayama K, Tomita 

M, Takahashi K, Lee MJ, Choi EJ (2003) p57KIP2 modulates stress-activated signaling by 

inhibiting c-Jun NH2-terminal kinase/stress-activated protein Kinase. J Biol Chem 

278:48092-48098 

48. Chen X (1999) The p53 family: same response, different signals? Mol Med Today 5:387-

392 

49. Chen X, Zheng Y, Zhu J, Jiang J, Wang J (2001) p73 is transcriptionally regulated by DNA 

damage, p53, and p73. Oncogene 20:769-774 

50. Chipuk JE, Green DR (2008) How do BCL-2 proteins induce mitochondrial outer 

membrane permeabilization? Trends Cell Biol 18:157-164 

51. Chirico WJ, Waters MG, Blobel G (1988) 70K heat shock related proteins stimulate protein 

translocation into microsomes. Nature 332:805-810 

52. Choi H, Chang JW, Jung YK (2011) Peroxiredoxin 6 interferes with TRAIL-induced death-

inducing signaling complex formation by binding to death effector domain caspase. Cell 

Death Differ 18:405-414 

53. Chwieralski CE, Welte T, Bühling F (2006) Cathepsin-regulated apoptosis. Apoptosis 

11:143-149 

54. Chène P (2001) The role of tetramerization in p53 function. Oncogene 20:2611-2617 

55. Ciocca DR, Clark GM, Tandon AK, Fuqua SA, Welch WJ, McGuire WL (1993) Heat shock 

protein hsp70 in patients with axillary lymph node-negative breast cancer: prognostic 

implications. J Natl Cancer Inst 85:570-574 

56. Clancy S (2008 

 ) DNA damage & repair: mechanisms for maintaining DNA integrity. Nature Education 1(1).  

57. Coqueret O (2003) New roles for p21 and p27 cell-cycle inhibitors: a function for each cell 

compartment? Trends Cell Biol 13:65-70 

58. Corn PG, Kuerbitz SJ, van Noesel MM, Esteller M, Compitello N, Baylin SB, Herman JG 

(1999) Transcriptional silencing of the p73 gene in acute lymphoblastic leukemia and 

Burkitt's lymphoma is associated with 5' CpG island methylation. Cancer Res 59:3352-3356 

59. Costanzo A, Merlo P, Pediconi N, Fulco M, Sartorelli V, Cole PA, Fontemaggi G, Fanciulli 

M, Schiltz L, Blandino G, Balsano C, Levrero M (2002) DNA damage-dependent 

acetylation of p73 dictates the selective activation of apoptotic target genes. Mol Cell 9:175-

186 

60. Coultas L, Strasser A (2003) The role of the Bcl-2 protein family in cancer. Semin Cancer 

Biol 13:115-123 

61. Courtois S, Caron de Fromentel C, Hainaut P (2004) p53 protein variants: structural and 

functional similarities with p63 and p73 isoforms. Oncogene 23:631-638 

 

 



55 
 

 

62. Cánepa ET, Scassa ME, Ceruti JM, Marazita MC, Carcagno AL, Sirkin PF, Ogara MF 

(2007) INK4 proteins, a family of mammalian CDK inhibitors with novel biological 

functions. IUBMB Life 59:419-426 

63. Dai C, Gu W (2010) p53 post-translational modification: deregulated in tumorigenesis. 

Trends Mol Med 16:528-536 

64. Danilova N, Sakamoto KM, Lin S (2008) p53 family in development. Mech Dev 125:919-

931 

65. Davison TS, Vagner C, Kaghad M, Ayed A, Caput D, Arrowsmith CH (1999) p73 and p63 

are homotetramers capable of weak heterotypic interactions with each other but not with 

p53. J Biol Chem 274:18709-18714 

66. De Laurenzi V, Costanzo A, Barcaroli D, Terrinoni A, Falco M, Annicchiarico-Petruzzelli 

M, Levrero M, Melino G (1998) Two new p73 splice variants, gamma and delta, with 

different transcriptional activity. J Exp Med 188:1763-1768 

67. De Laurenzi V, Raschellá G, Barcaroli D, Annicchiarico-Petruzzelli M, Ranalli M, Catani 

MV, Tanno B, Costanzo A, Levrero M, Melino G (2000) Induction of neuronal 

differentiation by p73 in a neuroblastoma cell line. J Biol Chem 275:15226-15231 

68. De Laurenzi V, Rossi A, Terrinoni A, Barcaroli D, Levrero M, Costanzo A, Knight RA, 

Guerrieri P, Melino G (2000) p63 and p73 transactivate differentiation gene promoters in 

human keratinocytes. Biochem Biophys Res Commun 273:342-346 

69. Deb D, Lanyi A, Scian M, Keiger J, Brown DR, Le Roith D, Deb SP, Deb S (2001) 

Differential modulation of cellular and viral promoters by p73 and p53. Int J Oncol 18:401-

409 

70. Deb D, Lanyi A, Scian M, Keiger J, Brown DR, Le Roith D, Deb SP, Deb S (2001) 

Differential modulation of cellular and viral promoters by p73 and p53. Int J Oncol 18:401-

409. 

71. Del Poeta G, Venditti A, Del Principe MI, Maurillo L, Buccisano F, Tamburini A, Cox MC, 

Franchi A, Bruno A, Mazzone C, Panetta P, Suppo G, Masi M, Amadori S (2003) Amount 

of spontaneous apoptosis detected by Bax/Bcl-2 ratio predicts outcome in acute myeloid 

leukemia (AML). Blood 101:2125-2131 

72. DeLeo AB, Jay G, Appella E, Dubois GC, Law LW, Old LJ (1979) Detection of a 

transformation-related antigen in chemically induced sarcomas and other transformed cells 

of the mouse. Proc Natl Acad Sci U S A 76:2420-2424 

73. Delsite R, Kachhap S, Anbazhagan R, Gabrielson E, Singh KK (2002) Nuclear genes 

involved in mitochondria-to-nucleus communication in breast cancer cells. Mol Cancer 1:6 

74. Denicourt C, Dowdy SF (2004) Cip/Kip proteins: more than just CDKs inhibitors. Genes 

Dev 18:851-855 

75. Desagher S, Martinou JC (2000) Mitochondria as the central control point of apoptosis. 

Trends Cell Biol 10:369-377 

76. Deshaies RJ, Koch BD, Werner-Washburne M, Craig EA, Schekman R (1988) A subfamily 

of stress proteins facilitates translocation of secretory and mitochondrial precursor 

polypeptides. Nature 332:800-805 

77. Dhanasekaran DN, Reddy EP (2008) JNK signaling in apoptosis. Oncogene 27:6245-6251 

78. Di Como CJ, Gaiddon C, Prives C (1999) p73 function is inhibited by tumor-derived p53 

mutants in mammalian cells. Mol Cell Biol 19:1438-1449 

79. Di Como CJ, Gaiddon C, Prives C (1999) p73 function is inhibited by tumor-derived p53 

mutants in mammalian cells. Mol Cell Biol 19:1438-1449. 

80. Didelot C, Schmitt E, Brunet M, Maingret L, Parcellier A, Garrido C (2006) Heat shock 

proteins: endogenous modulators of apoptotic cell death. Handb Exp Pharmacol:171-198 

81. Ding Y, Inoue T, Kamiyama J, Tamura Y, Ohtani-Fujita N, Igata E, Sakai T (1999) 

Molecular cloning and functional characterization of the upstream promoter region of the 

human p73 gene. DNA Res 6:347-351 

 

 

 



56 
 

 

82. Domínguez G, García JM, Peña C, Silva J, García V, Martínez L, Maximiano C, Gómez 

ME, Rivera JA, García-Andrade C, Bonilla F (2006) DeltaTAp73 upregulation correlates 

with poor prognosis in human tumors: putative in vivo network involving p73 isoforms, 

p53, and E2F-1. J Clin Oncol 24:805-815 

83. Donehower LA, Harvey M, Slagle BL, McArthur MJ, Montgomery CA, Butel JS, Bradley 

A (1992) Mice deficient for p53 are developmentally normal but susceptible to spontaneous 

tumours. Nature 356:215-221 

84. Edlich F, Banerjee S, Suzuki M, Cleland MM, Arnoult D, Wang C, Neutzner A, Tjandra N, 

Youle RJ (2011) Bcl-x(L) retrotranslocates Bax from the mitochondria into the cytosol. Cell 

145:104-116 

85. Efeyan A, Serrano M (2007) p53: guardian of the genome and policeman of the oncogenes. 

Cell Cycle 6:1006-1010 

86. Ekert PG, Silke J, Vaux DL (1999) Caspase inhibitors. Cell Death Differ 6:1081-1086 

87. Eliyahu D, Raz A, Gruss P, Givol D, Oren M (1984) Participation of p53 cellular tumour 

antigen in transformation of normal embryonic cells. Nature 312:646-649 

88. Elmore S (2007) Apoptosis: a review of programmed cell death. Toxicol Pathol 35:495-516 

89. Erwig LP, Henson PM (2008) Clearance of apoptotic cells by phagocytes. Cell Death Differ 

15:243-250 

90. Eskes R, Desagher S, Antonsson B, Martinou JC (2000) Bid induces the oligomerization 

and insertion of Bax into the outer mitochondrial membrane. Mol Cell Biol 20:929-935 

91. Ethayathulla AS, Tse PW, Monti P, Nguyen S, Inga A, Fronza G, Viadiu H (2012) Structure 

of p73 DNA-binding domain tetramer modulates p73 transactivation. Proc Natl Acad Sci U 

S A 109:6066-6071 

92. Fan GK, Xu F, Yang B, Fujieda S (2006) p57(kip2) expression is related to carcinogenesis 

and tumor progression in laryngeal tissues. Acta Otolaryngol 126:301-305 

93. Fan TJ, Han LH, Cong RS, Liang J (2005) Caspase family proteases and apoptosis. Acta 

Biochim Biophys Sin (Shanghai) 37:719-727 

94. Felty Q, Roy D (2005) Mitochondrial signals to nucleus regulate estrogen-induced cell 

growth. Med Hypotheses 64:133-141 

95. Ferri KF, Kroemer G (2001) Organelle-specific initiation of cell death pathways. Nat Cell 

Biol 3:E255-263 

96. Ferru A, Denis S, Guilhot J, Gibelin H, Tourani JM, Kraimps JL, Larsen CJ, Karayan-Tapon 

L (2006) Expression of TAp73 and DeltaNp73 isoform transcripts in thyroid tumours. Eur J 

Surg Oncol 32:228-230 

97. Finkel T, Hwang PM (2009) The Krebs cycle meets the cell cycle: mitochondria and the G1-

S transition. Proc Natl Acad Sci U S A 106:11825-11826 

98. Fletcher RB, Prasol MS, Estrada J, Baudhuin A, Vranizan K, Choi YG, Ngai J (2011) p63 

regulates olfactory stem cell self-renewal and differentiation. Neuron 72:748-759 

99. Flinterman M, Guelen L, Ezzati-Nik S, Killick R, Melino G, Tominaga K, Mymryk JS, 

Gäken J, Tavassoli M (2005) E1A activates transcription of p73 and Noxa to induce 

apoptosis. J Biol Chem 280:5945-5959 

100. Flores ER, Sengupta S, Miller JB, Newman JJ, Bronson R, Crowley D, Yang A, McKeon F, 

Jacks T (2005) Tumor predisposition in mice mutant for p63 and p73: evidence for broader 

tumor suppressor functions for the p53 family. Cancer Cell 7:363-373 

101. Flores ER, Sengupta S, Miller JB, Newman JJ, Bronson R, Crowley D, Yang A, McKeon F, 

Jacks T (2005) Tumor predisposition in mice mutant for p63 and p73: evidence for broader 

tumor suppressor functions for the p53 family. Cancer Cell 7:363-373. 

102. Fontemaggi G, Gurtner A, Strano S, Higashi Y, Sacchi A, Piaggio G, Blandino G (2001) 

The transcriptional repressor ZEB regulates p73 expression at the crossroad between 

proliferation and differentiation. Mol Cell Biol 21:8461-8470 

103. Forsburg SL (2004) Eukaryotic MCM proteins: beyond replication initiation. Microbiol Mol 

Biol Rev 68:109-131 

 

 



57 
 

 

104. Frasca F, Vella V, Aloisi A, Mandarino A, Mazzon E, Vigneri R, Vigneri P (2003) p73 

tumor-suppressor activity is impaired in human thyroid cancer. Cancer Res 63:5829-5837 

105. Gabai VL, Budagova KR, Sherman MY (2005) Increased expression of the major heat 

shock protein Hsp72 in human prostate carcinoma cells is dispensable for their viability but 

confers resistance to a variety of anticancer agents. Oncogene 24:3328-3338 

106. Gaiddon C, Lokshin M, Ahn J, Zhang T, Prives C (2001) A subset of tumor-derived mutant 

forms of p53 down-regulate p63 and p73 through a direct interaction with the p53 core 

domain. Mol Cell Biol 21:1874-1887 

107. Garibal J, Hollville E, Renouf B, Tétaud C, Wiels J (2010) Caspase-8-mediated cleavage of 

Bid and protein phosphatase 2A-mediated activation of Bax are necessary for Verotoxin-1-

induced apoptosis in Burkitt's lymphoma cells. Cell Signal 22:467-475 

108. Gartel AL, Serfas MS, Tyner AL (1996) p21--negative regulator of the cell cycle. Proc Soc 

Exp Biol Med 213:138-149 

109. Glickman MH, Ciechanover A (2002) The ubiquitin-proteasome proteolytic pathway: 

destruction for the sake of construction. Physiol Rev 82:373-428 

110. Gong JG, Costanzo A, Yang HQ, Melino G, Kaelin WG, Levrero M, Wang JY (1999) The 

tyrosine kinase c-Abl regulates p73 in apoptotic response to cisplatin-induced DNA damage. 

Nature 399:806-809 

111. Gonzalez S, Prives C, Cordon-Cardo C (2003) p73alpha regulation by Chk1 in response to 

DNA damage. Mol Cell Biol 23:8161-8171 

112. Gonzalez S, Perez-Perez MM, Hernando E, Serrano M, Cordon-Cardo C (2005) p73beta-

Mediated apoptosis requires p57kip2 induction and IEX-1 inhibition. Cancer Res 65:2186-

2192 

113. Green DR, Reed JC (1998) Mitochondria and apoptosis. Science 281:1309-1312 

114. Grob TJ, Novak U, Maisse C, Barcaroli D, Lüthi AU, Pirnia F, Hügli B, Graber HU, De 

Laurenzi V, Fey MF, Melino G, Tobler A (2001) Human delta Np73 regulates a dominant 

negative feedback loop for TAp73 and p53. Cell Death Differ 8:1213-1223 

115. Gross A, McDonnell JM, Korsmeyer SJ (1999) BCL-2 family members and the 

mitochondria in apoptosis. Genes Dev 13:1899-1911 

116. Guan M, Peng HX, Yu B, Lu Y (2003) p73 Overexpression and angiogenesis in human 

colorectal carcinoma. Jpn J Clin Oncol 33:215-220 

117. Guicciardi ME, Leist M, Gores GJ (2004) Lysosomes in cell death. Oncogene 23:2881-2890 

118. Guo Y, Srinivasula SM, Druilhe A, Fernandes-Alnemri T, Alnemri ES (2002) Caspase-2 

induces apoptosis by releasing proapoptotic proteins from mitochondria. J Biol Chem 

277:13430-13437 

119. Gyrd-Hansen M, Nylandsted J, Jäättelä M (2004) Heat shock protein 70 promotes cancer 

cell viability by safeguarding lysosomal integrity. Cell Cycle 3:1484-1485 

120. Hahn P, Lindsten T, Ying GS, Bennett J, Milam AH, Thompson CB, Dunaief JL (2003) 

Proapoptotic bcl-2 family members, Bax and Bak, are essential for developmental 

photoreceptor apoptosis. Invest Ophthalmol Vis Sci 44:3598-3605 

121. Han CZ, Ravichandran KS (2011) Metabolic connections during apoptotic cell engulfment. 

Cell 147:1442-1445 

122. Han S, Semba S, Abe T, Makino N, Furukawa T, Fukushige S, Takahashi H, Sakurada A, 

Sato M, Shiiba K, Matsuno S, Nimura Y, Nakagawara A, Horii A (1999) Infrequent somatic 

mutations of the p73 gene in various human cancers. Eur J Surg Oncol 25:194-198 

123. Hanahan D, Weinberg RA (2011) Hallmarks of cancer: the next generation. Cell 144:646-

674 

124. Hardwick JM, Chen YB, Jonas EA (2012) Multipolar functions of BCL-2 proteins link 

energetics to apoptosis. Trends Cell Biol 22:318-328 

125. Hermeking H, Lengauer C, Polyak K, He TC, Zhang L, Thiagalingam S, Kinzler KW, 

Vogelstein B (1997) 14-3-3 sigma is a p53-regulated inhibitor of G2/M progression. Mol 

Cell 1:3-11 

 

 



58 
 

 

126. Hightower LE, Hendershot LM (1997) Molecular chaperones and the heat shock response at 

Cold Spring Harbor. Cell Stress Chaperones 2:1-11 

127. Hollstein M, Sidransky D, Vogelstein B, Harris CC (1991) p53 mutations in human cancers. 

Science 253:49-53 

128. Hotchkiss RS, Nicholson DW (2006) Apoptosis and caspases regulate death and 

inflammation in sepsis. Nat Rev Immunol 6:813-822 

129. Hougardy BM, Maduro JH, van der Zee AG, Willemse PH, de Jong S, de Vries EG (2005) 

Clinical potential of inhibitors of survival pathways and activators of apoptotic pathways in 

treatment of cervical cancer: changing the apoptotic balance. Lancet Oncol 6:589-598 

130. Hu W, Feng Z, Teresky AK, Levine AJ (2007) p53 regulates maternal reproduction through 

LIF. Nature 450:721-724 

131. Huang S, Shu L, Dilling MB, Easton J, Harwood FC, Ichijo H, Houghton PJ (2003) 

Sustained activation of the JNK cascade and rapamycin-induced apoptosis are suppressed by 

p53/p21(Cip1). Mol Cell 11:1491-1501 

132. Huqun, Endo Y, Xin H, Takahashi M, Nukiwa T, Hagiwara K (2003) A naturally occurring 

p73 mutation in a p73-p53 double-mutant lung cancer cell line encodes p73 alpha protein 

with a dominant-negative function. Cancer Sci 94:718-724 

133. Hyrien O, Méchali M (1993) Chromosomal replication initiates and terminates at random 

sequences but at regular intervals in the ribosomal DNA of Xenopus early embryos. EMBO 

J 12:4511-4520 

134. Ichimiya S, Nimura Y, Kageyama H, Takada N, Sunahara M, Shishikura T, Nakamura Y, 

Sakiyama S, Seki N, Ohira M, Kaneko Y, McKeon F, Caput D, Nakagawara A (1999) p73 

at chromosome 1p36.3 is lost in advanced stage neuroblastoma but its mutation is 

infrequent. Oncogene 18:1061-1066 

135. Irwin M, Marin MC, Phillips AC, Seelan RS, Smith DI, Liu W, Flores ER, Tsai KY, Jacks 

T, Vousden KH, Kaelin WG (2000) Role for the p53 homologue p73 in E2F-1-induced 

apoptosis. Nature 407:645-648 

136. Ishimoto O, Kawahara C, Enjo K, Obinata M, Nukiwa T, Ikawa S (2002) Possible 

oncogenic potential of DeltaNp73: a newly identified isoform of human p73. Cancer Res 

62:636-641 

137. Jain N, Gupta S, Sudhakar C, Radha V, Swarup G (2005) Role of p73 in regulating human 

caspase-1 gene transcription induced by interferon-{gamma} and cisplatin. J Biol Chem 

280:36664-36673 

138. Jenkins JR, Rudge K, Currie GA (1984) Cellular immortalization by a cDNA clone 

encoding the transformation-associated phosphoprotein p53. Nature 312:651-654 

139. Jeong SY, Seol DW (2008) The role of mitochondria in apoptosis. BMB Rep 41:11-22 

140. Jha AK, Nikbakht M, Jain V, Sehgal A, Capalash N, Kaur J (2012) Promoter 

hypermethylation of p73 and p53 genes in cervical cancer patients among north Indian 

population. Mol Biol Rep 39:9145-9157 

141. Joerger AC, Rajagopalan S, Natan E, Veprintsev DB, Robinson CV, Fersht AR (2009) 

Structural evolution of p53, p63, and p73: implication for heterotetramer formation. Proc 

Natl Acad Sci U S A 106:17705-17710 

142. Johansson AC, Appelqvist H, Nilsson C, Kågedal K, Roberg K, Ollinger K (2010) 

Regulation of apoptosis-associated lysosomal membrane permeabilization. Apoptosis 

15:527-540 

143. Jones EV, Dickman MJ, Whitmarsh AJ (2007) Regulation of p73-mediated apoptosis by c-

Jun N-terminal kinase. Biochem J 405:617-623 

144. Joseph B, Hermanson O (2010) Molecular control of brain size: regulators of neural stem 

cell life, death and beyond. Exp Cell Res 316:1415-1421 

145. Jost CA, Marin MC, Kaelin WG (1997) p73 is a simian [correction of human] p53-related 

protein that can induce apoptosis. Nature 389:191-194 

 

 

 



59 
 

 

146. Jung MS, Yun J, Chae HD, Kim JM, Kim SC, Choi TS, Shin DY (2001) p53 and its 

homologues, p63 and p73, induce a replicative senescence through inactivation of NF-Y 

transcription factor. Oncogene 20:5818-5825 

147. Jung YS, Qian Y, Chen X (2011) The p73 tumor suppressor is targeted by Pirh2 RING 

finger E3 ubiquitin ligase for the proteasome-dependent degradation. J Biol Chem 

286:35388-35395 

148. Kaelin WG (1999) The p53 gene family. Oncogene 18:7701-7705 

149. Kaghad M, Bonnet H, Yang A, Creancier L, Biscan JC, Valent A, Minty A, Chalon P, 

Lelias JM, Dumont X, Ferrara P, McKeon F, Caput D (1997) Monoallelically expressed 

gene related to p53 at 1p36, a region frequently deleted in neuroblastoma and other human 

cancers. Cell 90:809-819 

150. Kam PC, Ferch NI (2000) Apoptosis: mechanisms and clinical implications. Anaesthesia 

55:1081-1093 

151. Kang MJ, Park BJ, Byun DS, Park JI, Kim HJ, Park JH, Chi SG (2000) Loss of imprinting 

and elevated expression of wild-type p73 in human gastric adenocarcinoma. Clin Cancer 

Res 6:1767-1771 

152. Karnak D, Xu L (2010) Chemosensitization of prostate cancer by modulating Bcl-2 family 

proteins. Curr Drug Targets 11:699-707 

153. Kartasheva NN, Contente A, Lenz-Stöppler C, Roth J, Dobbelstein M (2002) p53 induces 

the expression of its antagonist p73 Delta N, establishing an autoregulatory feedback loop. 

Oncogene 21:4715-4727 

154. Kawano S, Miller CW, Gombart AF, Bartram CR, Matsuo Y, Asou H, Sakashita A, Said J, 

Tatsumi E, Koeffler HP (1999) Loss of p73 gene expression in leukemias/lymphomas due to 

hypermethylation. Blood 94:1113-1120 

155. Khoury MP, Bourdon JC (2010) The isoforms of the p53 protein. Cold Spring Harb 

Perspect Biol 2:a000927 

156. Kikuchi H, Ozaki T, Furuya K, Hanamoto T, Nakanishi M, Yamamoto H, Yoshida K, Todo 

S, Nakagawara A (2006) NF-kappaB regulates the stability and activity of p73 by inducing 

its proteolytic degradation through a ubiquitin-dependent proteasome pathway. Oncogene 

25:7608-7617 

157. Kim H, Tu HC, Ren D, Takeuchi O, Jeffers JR, Zambetti GP, Hsieh JJ, Cheng EH (2009) 

Stepwise activation of BAX and BAK by tBID, BIM, and PUMA initiates mitochondrial 

apoptosis. Mol Cell 36:487-499 

158. Kim KC, Jung CS, Choi KH (2006) Overexpression of p73 enhances cisplatin-induced 

apoptosis in HeLa cells. Arch Pharm Res 29:152-158 

159. King AR, Francis SE, Bridgeman CJ, Bird H, Whyte MK, Crossman DC (2003) A role for 

caspase-1 in serum withdrawal-induced apoptosis of endothelial cells. Lab Invest 83:1497-

1508 

160. Kirkegaard T, Jäättelä M (2009) Lysosomal involvement in cell death and cancer. Biochim 

Biophys Acta 1793:746-754 

161. Klanrit P, Flinterman MB, Odell EW, Melino G, Killick R, Norris JS, Tavassoli M (2008) 

Specific isoforms of p73 control the induction of cell death induced by the viral proteins, 

E1A or apoptin. Cell Cycle 7:205-215 

162. Kondo S, Barna BP, Kondo Y, Tanaka Y, Casey G, Liu J, Morimura T, Kaakaji R, Peterson 

JW, Werbel B, Barnett GH (1996) WAF1/CIP1 increases the susceptibility of p53 non-

functional malignant glioma cells to cisplatin-induced apoptosis. Oncogene 13:1279-1285 

163. Korsmeyer SJ, Shutter JR, Veis DJ, Merry DE, Oltvai ZN (1993) Bcl-2/Bax: a rheostat that 

regulates an anti-oxidant pathway and cell death. Semin Cancer Biol 4:327-332 

164. Kovalev S, Marchenko N, Swendeman S, LaQuaglia M, Moll UM (1998) Expression level, 

allelic origin, and mutation analysis of the p73 gene in neuroblastoma tumors and cell lines. 

Cell Growth Differ 9:897-903 

 

 

 



60 
 

 

165. Kramer S, Ozaki T, Miyazaki K, Kato C, Hanamoto T, Nakagawara A (2005) Protein 

stability and function of p73 are modulated by a physical interaction with RanBPM in 

mammalian cultured cells. Oncogene 24:938-944 

166. Kregel KC (2002) Heat shock proteins: modifying factors in physiological stress responses 

and acquired thermotolerance. J Appl Physiol 92:2177-2186 

167. Kuwana T, Newmeyer DD (2003) Bcl-2-family proteins and the role of mitochondria in 

apoptosis. Curr Opin Cell Biol 15:691-699 

168. Lalier L, Cartron PF, Juin P, Nedelkina S, Manon S, Bechinger B, Vallette FM (2007) Bax 

activation and mitochondrial insertion during apoptosis. Apoptosis 12:887-896 

169. Lam KY (2001) Characteristics of malignant tumors in young people, with particular 

emphasis on carcinomas and sarcomas. Cancer Detect Prev 25:223-230 

170. Lassus P, Opitz-Araya X, Lazebnik Y (2002) Requirement for caspase-2 in stress-induced 

apoptosis before mitochondrial permeabilization. Science 297:1352-1354 

171. Lee CW, La Thangue NB (1999) Promoter specificity and stability control of the p53-

related protein p73. Oncogene 18:4171-4181 

172. Lee SW, Kim EJ, Um SJ (2007) Transcriptional regulation of the p73 gene, a member of the 

p53 family, by early growth response-1 (Egr-1). Biochem Biophys Res Commun 362:1044-

1050 

173. Leist M, Jäättelä M (2001) Four deaths and a funeral: from caspases to alternative 

mechanisms. Nat Rev Mol Cell Biol 2:589-598 

174. Leong CO, Vidnovic N, DeYoung MP, Sgroi D, Ellisen LW (2007) The p63/p73 network 

mediates chemosensitivity to cisplatin in a biologically defined subset of primary breast 

cancers. J Clin Invest 117:1370-1380 

175. Leslie M (2011) Brothers in arms against cancer. Science 331:1551-1552 

176. Levine AJ, Oren M (2009) The first 30 years of p53: growing ever more complex. Nat Rev 

Cancer 9:749-758 

177. Levine AJ, Tomasini R, McKeon FD, Mak TW, Melino G (2011) The p53 family: guardians 

of maternal reproduction. Nat Rev Mol Cell Biol 12:259-265 

178. Levrero M, De Laurenzi V, Costanzo A, Gong J, Wang JY, Melino G (2000) The 

p53/p63/p73 family of transcription factors: overlapping and distinct functions. J Cell Sci 

113 ( Pt 10):1661-1670 

179. Levy D, Adamovich Y, Reuven N, Shaul Y (2008) Yap1 phosphorylation by c-Abl is a 

critical step in selective activation of proapoptotic genes in response to DNA damage. Mol 

Cell 29:350-361 

180. Li CY, Lee JS, Ko YG, Kim JI, Seo JS (2000) Heat shock protein 70 inhibits apoptosis 

downstream of cytochrome c release and upstream of caspase-3 activation. J Biol Chem 

275:25665-25671 

181. Li CY, Zhu J, Wang JY (2005) Ectopic expression of p73alpha, but not p73beta, suppresses 

myogenic differentiation. J Biol Chem 280:2159-2164 

182. Li H, Zhu H, Xu CJ, Yuan J (1998) Cleavage of BID by caspase 8 mediates the 

mitochondrial damage in the Fas pathway of apoptosis. Cell 94:491-501 

183. Li H, Liu L, Xing D, Chen WR (2010) Inhibition of the JNK/Bim pathway by Hsp70 

prevents Bax activation in UV-induced apoptosis. FEBS Lett 584:4672-4678 

184. Li J, Lee B, Lee AS (2006) Endoplasmic reticulum stress-induced apoptosis: multiple 

pathways and activation of p53-up-regulated modulator of apoptosis (PUMA) and NOXA 

by p53. J Biol Chem 281:7260-7270 

185. Li Y, Prives C (2007) Are interactions with p63 and p73 involved in mutant p53 gain of 

oncogenic function? Oncogene 26:2220-2225 

186. Lin YL, Sengupta S, Gurdziel K, Bell GW, Jacks T, Flores ER (2009) p63 and p73 

transcriptionally regulate genes involved in DNA repair. PLoS Genet 5:e1000680 

 

 

 

 



61 
 

 

187. Lincet H, Poulain L, Remy JS, Deslandes E, Duigou F, Gauduchon P, Staedel C (2000) The 

p21(cip1/waf1) cyclin-dependent kinase inhibitor enhances the cytotoxic effect of cisplatin 

in human ovarian carcinoma cells. Cancer Lett 161:17-26 

188. Liou YC, Zhou XZ, Lu KP (2011) Prolyl isomerase Pin1 as a molecular switch to determine 

the fate of phosphoproteins. Trends Biochem Sci 36:501-514 

189. Liu J, Uematsu H, Tsuchida N, Ikeda MA (2011) Essential role of caspase-8 in p53/p73-

dependent apoptosis induced by etoposide in head and neck carcinoma cells. Mol Cancer 

10:95 

190. Loukopoulos P, Shibata T, Katoh H, Kokubu A, Sakamoto M, Yamazaki K, Kosuge T, 

Kanai Y, Hosoda F, Imoto I, Ohki M, Inazawa J, Hirohashi S (2007) Genome-wide array-

based comparative genomic hybridization analysis of pancreatic adenocarcinoma: 

identification of genetic indicators that predict patient outcome. Cancer Sci 98:392-400 

191. Lu KP, Zhou XZ (2007) The prolyl isomerase PIN1: a pivotal new twist in phosphorylation 

signalling and disease. Nat Rev Mol Cell Biol 8:904-916 

192. Lunghi P, Costanzo A, Mazzera L, Rizzoli V, Levrero M, Bonati A (2009) The p53 family 

protein p73 provides new insights into cancer chemosensitivity and targeting. Clin Cancer 

Res 15:6495-6502 

193. Lutter M, Perkins GA, Wang X (2001) The pro-apoptotic Bcl-2 family member tBid 

localizes to mitochondrial contact sites. BMC Cell Biol 2:22 

194. Machado-Silva A, Perrier S, Bourdon JC (2010) p53 family members in cancer diagnosis 

and treatment. Semin Cancer Biol 20:57-62 

195. Maisse C, Munarriz E, Barcaroli D, Melino G, De Laurenzi V (2004) DNA damage induces 

the rapid and selective degradation of the DeltaNp73 isoform, allowing apoptosis to occur. 

Cell Death Differ 11:685-687 

196. Malaguarnera R, Vella V, Vigneri R, Frasca F (2007) p53 family proteins in thyroid cancer. 

Endocr Relat Cancer 14:43-60 

197. Mantovani F, Piazza S, Gostissa M, Strano S, Zacchi P, Mantovani R, Blandino G, Del Sal 

G (2004) Pin1 links the activities of c-Abl and p300 in regulating p73 function. Mol Cell 

14:625-636 

198. Maravei DV, Trbovich AM, Perez GI, Tilly KI, Banach D, Talanian RV, Wong WW, Tilly 

JL (1997) Cleavage of cytoskeletal proteins by caspases during ovarian cell death: evidence 

that cell-free systems do not always mimic apoptotic events in intact cells. Cell Death Differ 

4:707-712 

199. Marin MC, Jost CA, Brooks LA, Irwin MS, O'Nions J, Tidy JA, James N, McGregor JM, 

Harwood CA, Yulug IG, Vousden KH, Allday MJ, Gusterson B, Ikawa S, Hinds PW, Crook 

T, Kaelin WG (2000) A common polymorphism acts as an intragenic modifier of mutant 

p53 behaviour. Nat Genet 25:47-54 

200. Martin AG, Trama J, Crighton D, Ryan KM, Fearnhead HO (2009) Activation of p73 and 

induction of Noxa by DNA damage requires NF-kappa B. Aging (Albany NY) 1:335-349 

201. Martinez-Ruiz G, Maldonado V, Ceballos-Cancino G, Grajeda JP, Melendez-Zajgla J 

(2008) Role of Smac/DIABLO in cancer progression. J Exp Clin Cancer Res 27:48 

202. McBride HM, Neuspiel M, Wasiak S (2006) Mitochondria: more than just a powerhouse. 

Curr Biol 16:R551-560 

203. McKenzie PP, Guichard SM, Middlemas DS, Ashmun RA, Danks MK, Harris LC (1999) 

Wild-type p53 can induce p21 and apoptosis in neuroblastoma cells but the DNA damage-

induced G1 checkpoint function is attenuated. Clin Cancer Res 5:4199-4207 

204. Medema JP, Scaffidi C, Kischkel FC, Shevchenko A, Mann M, Krammer PH, Peter ME 

(1997) FLICE is activated by association with the CD95 death-inducing signaling complex 

(DISC). EMBO J 16:2794-2804 

205. Meek DW, Anderson CW (2009) Posttranslational modification of p53: cooperative 

integrators of function. Cold Spring Harb Perspect Biol 1:a000950 

 

 

 



62 
 

 

206. Melino G, De Laurenzi V, Vousden KH (2002) p73: Friend or foe in tumorigenesis. Nat Rev 

Cancer 2:605-615 

207. Melino G, Lu X, Gasco M, Crook T, Knight RA (2003) Functional regulation of p73 and 

p63: development and cancer. Trends Biochem Sci 28:663-670 

208. Melino G, Bernassola F, Ranalli M, Yee K, Zong WX, Corazzari M, Knight RA, Green DR, 

Thompson C, Vousden KH (2004) p73 Induces apoptosis via PUMA transactivation and 

Bax mitochondrial translocation. J Biol Chem 279:8076-8083 

209. Mihara M, Nimura Y, Ichimiya S, Sakiyama S, Kajikawa S, Adachi W, Amano J, 

Nakagawara A (1999) Absence of mutation of the p73 gene localized at chromosome 1p36.3 

in hepatocellular carcinoma. Br J Cancer 79:164-167 

210. Mills AA, Zheng B, Wang XJ, Vogel H, Roop DR, Bradley A (1999) p63 is a p53 

homologue required for limb and epidermal morphogenesis. Nature 398:708-713 

211. Mills AA (2006) p63: oncogene or tumor suppressor? Curr Opin Genet Dev 16:38-44 

212. Minty A, Dumont X, Kaghad M, Caput D (2000) Covalent modification of p73alpha by 

SUMO-1. Two-hybrid screening with p73 identifies novel SUMO-1-interacting proteins and 

a SUMO-1 interaction motif. J Biol Chem 275:36316-36323 

213. Miro-Mur F, Meiller A, Haddada H, May E (2003) p73alpha expression induces both 

accumulation and activation of wt-p53 independent of the p73alpha transcriptional activity. 

Oncogene 22:5451-5456 

214. Mizzen LA, Welch WJ (1988) Characterization of the thermotolerant cell. I. Effects on 

protein synthesis activity and the regulation of heat-shock protein 70 expression. J Cell Biol 

106:1105-1116 

215. Moll UM, Slade N (2004) p63 and p73: roles in development and tumor formation. Mol 

Cancer Res 2:371-386 

216. Muller PA, Vousden KH, Norman JC (2011) p53 and its mutants in tumor cell migration 

and invasion. J Cell Biol 192:209-218 

217. Munarriz E, Barcaroli D, Stephanou A, Townsend PA, Maisse C, Terrinoni A, Neale MH, 

Martin SJ, Latchman DS, Knight RA, Melino G, De Laurenzi V (2004) PIAS-1 is a 

checkpoint regulator which affects exit from G1 and G2 by sumoylation of p73. Mol Cell 

Biol 24:10593-10610 

218. Muppani N, Nyman U, Joseph B (2011) TAp73alpha protects small cell lung carcinoma 

cells from caspase-2 induced mitochondrial mediated apoptotic cell death. Oncotarget 

2:1145-1154 

219. Murray-Zmijewski F, Lane DP, Bourdon JC (2006) p53/p63/p73 isoforms: an orchestra of 

isoforms to harmonise cell differentiation and response to stress. Cell Death Differ 13:962-

972 

220. Müller M, Schilling T, Sayan AE, Kairat A, Lorenz K, Schulze-Bergkamen H, Oren M, 

Koch A, Tannapfel A, Stremmel W, Melino G, Krammer PH (2005) TAp73/Delta Np73 

influences apoptotic response, chemosensitivity and prognosis in hepatocellular carcinoma. 

Cell Death Differ 12:1564-1577 

221. Müller M, Schleithoff ES, Stremmel W, Melino G, Krammer PH, Schilling T (2006) One, 

two, three--p53, p63, p73 and chemosensitivity. Drug Resist Updat 9:288-306 

222. Naka M, Ozaki T, Takada N, Takahashi M, Shishikura T, Sakiyama S, Tada M, Todo S, 

Nakagawara A (2001) Functional characterization of naturally occurring mutants (P405R 

and P425L) of p73alpha and p73beta found in neuroblastoma and lung cancer. Oncogene 

20:3568-3572 

223. Nakagawa T, Takahashi M, Ozaki T, Watanabe Ki K, Todo S, Mizuguchi H, Hayakawa T, 

Nakagawara A (2002) Autoinhibitory regulation of p73 by Delta Np73 to modulate cell 

survival and death through a p73-specific target element within the Delta Np73 promoter. 

Mol Cell Biol 22:2575-2585 

 

 

 

 



63 
 

 

224. Nakagawa T, Takahashi M, Ozaki T, Watanabe K, Hayashi S, Hosoda M, Todo S, 

Nakagawara A (2003) Negative autoregulation of p73 and p53 by DeltaNp73 in regulating 

differentiation and survival of human neuroblastoma cells. Cancer Lett 197:105-109 

225. Nakayama K (1998) Cip/Kip cyclin-dependent kinase inhibitors: brakes of the cell cycle 

engine during development. Bioessays 20:1020-1029 

226. Nemajerova A, Palacios G, Nowak NJ, Matsui S, Petrenko O (2009) Targeted deletion of 

p73 in mice reveals its role in T cell development and lymphomagenesis. PLoS One 4:e7784 

227. Ng SW, Yiu GK, Liu Y, Huang LW, Palnati M, Jun SH, Berkowitz RS, Mok SC (2000) 

Analysis of p73 in human borderline and invasive ovarian tumor. Oncogene 19:1885-1890 

228. Nigro JM, Baker SJ, Preisinger AC, Jessup JM, Hostetter R, Cleary K, Bigner SH, Davidson 

N, Baylin S, Devilee P (1989) Mutations in the p53 gene occur in diverse human tumour 

types. Nature 342:705-708 

229. Nimura Y, Mihara M, Ichimiya S, Sakiyama S, Seki N, Ohira M, Nomura N, Fujimori M, 

Adachi W, Amano J, He M, Ping YM, Nakagawara A (1998) p73, a gene related to p53, is 

not mutated in esophageal carcinomas. Int J Cancer 78:437-440 

230. Niyazi M, Ghazizadeh M, Konishi H, Kawanami O, Sugisaki Y, Araki T (2003) Expression 

of p73 and c-Abl proteins in human ovarian carcinomas. Journal of Nihon Medical School = 

Nihon Ika Daigaku zasshi 70:234-242 

231. Niyazi M, Ghazizadeh M, Konishi H, Kawanami O, Sugisaki Y, Araki T (2003) Expression 

of p73 and c-Abl proteins in human ovarian carcinomas. J Nippon Med Sch 70:234-242 

232. Nordman J, Orr-Weaver TL (2012) Regulation of DNA replication during development. 

Development 139:455-464 

233. Norris MD, Gilbert J, Smith SA, Marshall GM, Salwen H, Cohn SL, Haber M (2001) 

Expression of the putative tumour suppressor gene, p73, in neuroblastoma and other 

childhood tumours. Med Pediatr Oncol 36:48-51 

234. Novak U, Grob TJ, Baskaynak G, Peters UR, Aebi S, Zwahlen D, Tschan MP, Kreuzer KA, 

Leibundgut EO, Cajot JF, Tobler A, Fey MF (2001) Overexpression of the p73 gene is a 

novel finding in high-risk B-cell chronic lymphocytic leukemia. Annals of oncology : 

official journal of the European Society for Medical Oncology / ESMO 12:981-986 

235. Nyman U, Sobczak-Pluta A, Vlachos P, Perlmann T, Zhivotovsky B, Joseph B (2005) Full-

length p73alpha represses drug-induced apoptosis in small cell lung carcinoma cells. J Biol 

Chem 280:34159-34169 

236. Nyman U, Vlachos P, Cascante A, Hermanson O, Zhivotovsky B, Joseph B (2009) Protein 

kinase C-dependent phosphorylation regulates the cell cycle-inhibitory function of the p73 

carboxy terminus transactivation domain. Mol Cell Biol 29:1814-1825 

237. Nyman U, Muppani NR, Zhivotovsky B, Joseph B (2011) Hsp72 mediates TAp73α anti-

apoptotic effects in small cell lung carcinoma cells. J Cell Mol Med 15:1757-1768 

238. Olivetti G, Quaini F, Sala R, Lagrasta C, Corradi D, Bonacina E, Gambert SR, Cigola E, 

Anversa P (1996) Acute myocardial infarction in humans is associated with activation of 

programmed myocyte cell death in the surviving portion of the heart. J Mol Cell Cardiol 

28:2005-2016 

239. Owen-Schaub LB, Zhang W, Cusack JC, Angelo LS, Santee SM, Fujiwara T, Roth JA, 

Deisseroth AB, Zhang WW, Kruzel E (1995) Wild-type human p53 and a temperature-

sensitive mutant induce Fas/APO-1 expression. Mol Cell Biol 15:3032-3040 

240. Owusu-Ansah E, Yavari A, Mandal S, Banerjee U (2008) Distinct mitochondrial retrograde 

signals control the G1-S cell cycle checkpoint. Nat Genet 40:356-361 

241. Paliwal P, Radha V, Swarup G (2007) Regulation of p73 by Hck through kinase-dependent 

and independent mechanisms. BMC Mol Biol 8:45 

242. Palleros DR, Welch WJ, Fink AL (1991) Interaction of hsp70 with unfolded proteins: 

effects of temperature and nucleotides on the kinetics of binding. Proc Natl Acad Sci U S A 

88:5719-5723 

 

 

 



64 
 

 

243. Pan Y, Nussinov R (2010) Lysine120 interactions with p53 response elements can 

allosterically direct p53 organization. PLoS Comput Biol 6 

244. Park HR, Kim YW, Park JH, Maeng YH, Nojima T, Hashimoto H, Park YK (2004) Low 

expression of p63 and p73 in osteosarcoma. Tumori 90:239-243 

245. Park JS, Kim EJ, Lee JY, Sin HS, Namkoong SE, Um SJ (2001) Functional inactivation of 

p73, a homolog of p53 tumor suppressor protein, by human papillomavirus E6 proteins. Int J 

Cancer 91:822-827 

246. Philipp J, Vo K, Gurley KE, Seidel K, Kemp CJ (1999) Tumor suppression by p27Kip1 and 

p21Cip1 during chemically induced skin carcinogenesis. Oncogene 18:4689-4698 

247. Pilozzi E, Talerico C, Platt A, Fidler C, Ruco L (2003) p73 gene mutations in gastric 

adenocarcinomas. Mol Pathol 56:60-62 

248. Pluta A, Nyman U, Joseph B, Robak T, Zhivotovsky B, Smolewski P (2006) The role of p73 

in hematological malignancies. Leukemia 20:757-766 

249. Powell AG, Wallace R, McKee RF, Anderson JH, Going JJ, Edwards J, Horgan PG (2012) 

The relationship between tumour site, clinicopathological characteristics and cancer-specific 

survival in patients undergoing surgery for colorectal cancer. Colorectal Dis 14:1493-1499 

250. Pozniak CD, Radinovic S, Yang A, McKeon F, Kaplan DR, Miller FD (2000) An anti-

apoptotic role for the p53 family member, p73, during developmental neuron death. Science 

289:304-306 

251. Racek T, Mise N, Li Z, Stoll A, Pützer BM (2005) C-terminal p73 isoforms repress 

transcriptional activity of the human telomerase reverse transcriptase (hTERT) promoter. J 

Biol Chem 280:40402-40405 

252. Radinsky R, Fidler IJ, Price JE, Esumi N, Tsan R, Petty CM, Bucana CD, Bar-Eli M (1994) 

Terminal differentiation and apoptosis in experimental lung metastases of human osteogenic 

sarcoma cells by wild type p53. Oncogene 9:1877-1883 

253. Radoja N, Gazel A, Banno T, Yano S, Blumenberg M (2006) Transcriptional profiling of 

epidermal differentiation. Physiol Genomics 27:65-78 

254. Ramadan S, Terrinoni A, Catani MV, Sayan AE, Knight RA, Mueller M, Krammer PH, 

Melino G, Candi E (2005) p73 induces apoptosis by different mechanisms. Biochem 

Biophys Res Commun 331:713-717 

255. Ramqvist T, Magnusson KP, Wang Y, Szekely L, Klein G, Wiman KG (1993) Wild-type 

p53 induces apoptosis in a Burkitt lymphoma (BL) line that carries mutant p53. Oncogene 

8:1495-1500 

256. Raschellà G, Tanno B, Bonetto F, Negroni A, Claudio PP, Baldi A, Amendola R, Calabretta 

B, Giordano A, Paggi MG (1998) The RB-related gene Rb2/p130 in neuroblastoma 

differentiation and in B-myb promoter down-regulation. Cell Death Differ 5:401-407 

257. Ravagnan L, Gurbuxani S, Susin SA, Maisse C, Daugas E, Zamzami N, Mak T, Jäättelä M, 

Penninger JM, Garrido C, Kroemer G (2001) Heat-shock protein 70 antagonizes apoptosis-

inducing factor. Nat Cell Biol 3:839-843 

258. Ren J, Datta R, Shioya H, Li Y, Oki E, Biedermann V, Bharti A, Kufe D (2002) p73beta is 

regulated by protein kinase Cdelta catalytic fragment generated in the apoptotic response to 

DNA damage. J Biol Chem 277:33758-33765 

259. Renehan AG, Booth C, Potten CS (2001) What is apoptosis, and why is it important? BMJ 

322:1536-1538 

260. Rinne T, Brunner HG, van Bokhoven H (2007) p63-associated disorders. Cell Cycle 6:262-

268 

261. Rivlin N, Brosh R, Oren M, Rotter V (2011) Mutations in the p53 Tumor Suppressor Gene: 

Important Milestones at the Various Steps of Tumorigenesis. Genes Cancer 2:466-474 

262. Roberg K, Kågedal K, Ollinger K (2002) Microinjection of cathepsin d induces caspase-

dependent apoptosis in fibroblasts. Am J Pathol 161:89-96 

 

 

 

 



65 
 

 

263. Robertson JD, Enoksson M, Suomela M, Zhivotovsky B, Orrenius S (2002) Caspase-2 acts 

upstream of mitochondria to promote cytochrome c release during etoposide-induced 

apoptosis. J Biol Chem 277:29803-29809 

264. Rocha S, Martin AM, Meek DW, Perkins ND (2003) p53 represses cyclin D1 transcription 

through down regulation of Bcl-3 and inducing increased association of the p52 NF-kappaB 

subunit with histone deacetylase 1. Mol Cell Biol 23:4713-4727 

265. Rohaly G, Chemnitz J, Dehde S, Nunez AM, Heukeshoven J, Deppert W, Dornreiter I 

(2005) A novel human p53 isoform is an essential element of the ATR-intra-S phase 

checkpoint. Cell 122:21-32 

266. Rossi M, Sayan AE, Terrinoni A, Melino G, Knight RA (2004) Mechanism of induction of 

apoptosis by p73 and its relevance to neuroblastoma biology. Ann N Y Acad Sci 1028:143-

149 

267. Rossi M, De Laurenzi V, Munarriz E, Green DR, Liu YC, Vousden KH, Cesareni G, Melino 

G (2005) The ubiquitin-protein ligase Itch regulates p73 stability. EMBO J 24:836-848 

268. Rufini A, Agostini M, Grespi F, Tomasini R, Sayan BS, Niklison-Chirou MV, Conforti F, 

Velletri T, Mastino A, Mak TW, Melino G, Knight RA (2011) p73 in Cancer. Genes Cancer 

2:491-502 

269. Safa AR, Pollok KE (2011) Targeting the Anti-Apoptotic Protein c-FLIP for Cancer 

Therapy. Cancers (Basel) 3:1639-1671 

270. Sah VP, Attardi LD, Mulligan GJ, Williams BO, Bronson RT, Jacks T (1995) A subset of 

p53-deficient embryos exhibit exencephaly. Nat Genet 10:175-180 

271. Saleh A, Srinivasula SM, Balkir L, Robbins PD, Alnemri ES (2000) Negative regulation of 

the Apaf-1 apoptosome by Hsp70. Nat Cell Biol 2:476-483 

272. Salimath B, Marmé D, Finkenzeller G (2000) Expression of the vascular endothelial growth 

factor gene is inhibited by p73. Oncogene 19:3470-3476 

273. Samuelsson MK, Pazirandeh A, Okret S (2002) A pro-apoptotic effect of the CDK inhibitor 

p57(Kip2) on staurosporine-induced apoptosis in HeLa cells. Biochem Biophys Res 

Commun 296:702-709 

274. Santarosa M, Favaro D, Quaia M, Galligioni E (1997) Expression of heat shock protein 72 

in renal cell carcinoma: possible role and prognostic implications in cancer patients. Eur J 

Cancer 33:873-877 

275. Sawa A, Wiegand GW, Cooper J, Margolis RL, Sharp AH, Lawler JF, Greenamyre JT, 

Snyder SH, Ross CA (1999) Increased apoptosis of Huntington disease lymphoblasts 

associated with repeat length-dependent mitochondrial depolarization. Nat Med 5:1194-

1198 

276. Sayan AE, Sayan BS, Gogvadze V, Dinsdale D, Nyman U, Hansen TM, Zhivotovsky B, 

Cohen GM, Knight RA, Melino G (2008) P73 and caspase-cleaved p73 fragments localize 

to mitochondria and augment TRAIL-induced apoptosis. Oncogene 27:4363-4372 

277. Sayan BS, Yang AL, Conforti F, Tucci P, Piro MC, Browne GJ, Agostini M, Bernardini S, 

Knight RA, Mak TW, Melino G (2010) Differential control of TAp73 and DeltaNp73 

protein stability by the ring finger ubiquitin ligase PIR2. Proc Natl Acad Sci U S A 

107:12877-12882 

278. Sbisà E, Catalano D, Grillo G, Licciulli F, Turi A, Liuni S, Pesole G, De Grassi A, 

Caratozzolo MF, D'Erchia AM, Navarro B, Tullo A, Saccone C, Gisel A (2007) 

p53FamTaG: a database resource of human p53, p63 and p73 direct target genes combining 

in silico prediction and microarray data. BMC Bioinformatics 8 Suppl 1:S20 

279. Scaruffi P, Casciano I, Masiero L, Basso G, Romani M, Tonini GP (2000) Lack of p73 

expression in mature B-ALL and identification of three new splicing variants restricted to 

pre B and C-ALL indicate a role of p73 in B cell ALL differentiation. Leukemia 14:518-519 

280. Schestkowa O, Geisel D, Jacob R, Hasilik A (2007) The catalytically inactive precursor of 

cathepsin D induces apoptosis in human fibroblasts and HeLa cells. J Cell Biochem 

101:1558-1566 

 

 



66 
 

 

281. Schuler M, Bossy-Wetzel E, Goldstein JC, Fitzgerald P, Green DR (2000) p53 induces 

apoptosis by caspase activation through mitochondrial cytochrome c release. J Biol Chem 

275:7337-7342 

282. Seelan RS, Irwin M, van der Stoop P, Qian C, Kaelin WG, Liu W (2002) The human p73 

promoter: characterization and identification of functional E2F binding sites. Neoplasia 

4:195-203 

283. Sherr CJ, Roberts JM (1999) CDK inhibitors: positive and negative regulators of G1-phase 

progression. Genes Dev 13:1501-1512 

284. Sherr CJ (2000) The Pezcoller lecture: cancer cell cycles revisited. Cancer Res 60:3689-

3695 

285. Shishikura T, Ichimiya S, Ozaki T, Nimura Y, Kageyama H, Nakamura Y, Sakiyama S, 

Miyauchi M, Yamamoto N, Suzuki M, Nakajima N, Nakagawara A (1999) Mutational 

analysis of the p73 gene in human breast cancers. Int J Cancer 84:321-325 

286. Slee EA, Adrain C, Martin SJ (2001) Executioner caspase-3, -6, and -7 perform distinct, 

non-redundant roles during the demolition phase of apoptosis. J Biol Chem 276:7320-7326 

287. Sobin LH (1981) The international histological classification of tumours. Bull World Health 

Organ 59:813-819 

288. Stiewe T, Pützer BM (2002) Role of p73 in malignancy: tumor suppressor or oncogene? 

Cell Death Differ 9:237-245 

289. Stiewe T, Theseling CC, Pützer BM (2002) Transactivation-deficient Delta TA-p73 inhibits 

p53 by direct competition for DNA binding: implications for tumorigenesis. J Biol Chem 

277:14177-14185 

290. Stiewe T, Zimmermann S, Frilling A, Esche H, Pützer BM (2002) Transactivation-deficient 

DeltaTA-p73 acts as an oncogene. Cancer Res 62:3598-3602 

291. Stiewe T, Tuve S, Peter M, Tannapfel A, Elmaagacli AH, Pützer BM (2004) Quantitative 

TP73 transcript analysis in hepatocellular carcinomas. Clin Cancer Res 10:626-633 

292. Stoffel A, Filippa D, Rao PH (2004) The p73 locus is commonly deleted in non-Hodgkin's 

lymphomas. Leuk Res 28:1341-1345 

293. Stoka V, Turk V, Turk B (2007) Lysosomal cysteine cathepsins: signaling pathways in 

apoptosis. Biol Chem 388:555-560 

294. Strano S, Munarriz E, Rossi M, Cristofanelli B, Shaul Y, Castagnoli L, Levine AJ, Sacchi 

A, Cesareni G, Oren M, Blandino G (2000) Physical and functional interaction between p53 

mutants and different isoforms of p73. J Biol Chem 275:29503-29512. 

295. Strano S, Munarriz E, Rossi M, Cristofanelli B, Shaul Y, Castagnoli L, Levine AJ, Sacchi 

A, Cesareni G, Oren M, Blandino G (2000) Physical and functional interaction between p53 

mutants and different isoforms of p73. J Biol Chem 275:29503-29512 

296. Strano S, Munarriz E, Rossi M, Castagnoli L, Shaul Y, Sacchi A, Oren M, Sudol M, 

Cesareni G, Blandino G (2001) Physical interaction with Yes-associated protein enhances 

p73 transcriptional activity. J Biol Chem 276:15164-15173 

297. Strano S, Monti O, Pediconi N, Baccarini A, Fontemaggi G, Lapi E, Mantovani F, Damalas 

A, Citro G, Sacchi A, Del Sal G, Levrero M, Blandino G (2005) The transcriptional 

coactivator Yes-associated protein drives p73 gene-target specificity in response to DNA 

Damage. Mol Cell 18:447-459 

298. Su X, Paris M, Gi YJ, Tsai KY, Cho MS, Lin YL, Biernaskie JA, Sinha S, Prives C, Pevny 

LH, Miller FD, Flores ER (2009) TAp63 prevents premature aging by promoting adult stem 

cell maintenance. Cell Stem Cell 5:64-75 

299. Sullivan A, Lu X (2007) ASPP: a new family of oncogenes and tumour suppressor genes. Br 

J Cancer 96:196-200 

300. Suzuki M, Youle RJ, Tjandra N (2000) Structure of Bax: coregulation of dimer formation 

and intracellular localization. Cell 103:645-654 

301. Taimen P, Kallajoki M (2003) NuMA and nuclear lamins behave differently in Fas-

mediated apoptosis. J Cell Sci 116:571-583 

 

 



67 
 

 

302. Tait SW, Green DR (2012) Mitochondria and cell signalling. J Cell Sci 125:807-815 

303. Tajiri M, Ishii H, Yamagata T, Ishibashi M (1996) [The clinicopathological characters and 

prognostic factors of small peripheral lung cancer measuring 3 cm or less in diameter]. 

Nihon Kyobu Geka Gakkai Zasshi 44:1993-1999 

304. Takada N, Ozaki T, Ichimiya S, Todo S, Nakagawara A (1999) Identification of a 

transactivation activity in the COOH-terminal region of p73 which is impaired in the 

naturally occurring mutants found in human neuroblastomas. Cancer Res 59:2810-2814 

305. Tanaka Y, Kameoka M, Itaya A, Ota K, Yoshihara K (2004) Regulation of HSF1-

responsive gene expression by N-terminal truncated form of p73alpha. Biochem Biophys 

Res Commun 317:865-872 

306. Tang D, Kidd VJ (1998) Cleavage of DFF-45/ICAD by multiple caspases is essential for its 

function during apoptosis. J Biol Chem 273:28549-28552 

307. Tannapfel A, Wasner M, Krause K, Geissler F, Katalinic A, Hauss J, Mössner J, Engeland 

K, Wittekind C (1999) Expression of p73 and its relation to histopathology and prognosis in 

hepatocellular carcinoma. J Natl Cancer Inst 91:1154-1158 

308. Taylor RC, Cullen SP, Martin SJ (2008) Apoptosis: controlled demolition at the cellular 

level. Nat Rev Mol Cell Biol 9:231-241 

309. Terrinoni A, Ranalli M, Cadot B, Leta A, Bagetta G, Vousden KH, Melino G (2004) p73-

alpha is capable of inducing scotin and ER stress. Oncogene 23:3721-3725 

310. Thiele CJ, Reynolds CP, Israel MA (1985) Decreased expression of N-myc precedes 

retinoic acid-induced morphological differentiation of human neuroblastoma. Nature 

313:404-406 

311. Tomasini R, Tsuchihara K, Wilhelm M, Fujitani M, Rufini A, Cheung CC, Khan F, Itie-

Youten A, Wakeham A, Tsao MS, Iovanna JL, Squire J, Jurisica I, Kaplan D, Melino G, 

Jurisicova A, Mak TW (2008) TAp73 knockout shows genomic instability with infertility 

and tumor suppressor functions. Genes Dev 22:2677-2691 

312. Tomasini R, Tsuchihara K, Wilhelm M, Fujitani M, Rufini A, Cheung CC, Khan F, Itie-

Youten A, Wakeham A, Tsao MS, Iovanna JL, Squire J, Jurisica I, Kaplan D, Melino G, 

Jurisicova A, Mak TW (2008) TAp73 knockout shows genomic instability with infertility 

and tumor suppressor functions. Genes Dev 22:2677-2691 

313. Tophkhane C, Yang SH, Jiang Y, Ma Z, Subramaniam D, Anant S, Yogosawa S, Sakai T, 

Liu WG, Edgerton S, Thor A, Yang X (2012) p53 inactivation upregulates p73 expression 

through E2F-1 mediated transcription. PLoS One 7:e43564 

314. Topley GI, Okuyama R, Gonzales JG, Conti C, Dotto GP (1999) p21(WAF1/Cip1) 

functions as a suppressor of malignant skin tumor formation and a determinant of 

keratinocyte stem-cell potential. Proc Natl Acad Sci U S A 96:9089-9094 

315. Tsai KK, Yuan ZM (2003) c-Abl stabilizes p73 by a phosphorylation-augmented 

interaction. Cancer Res 63:3418-3424 

316. Tsao YP, Huang SJ, Chang JL, Hsieh JT, Pong RC, Chen SL (1999) Adenovirus-mediated 

p21((WAF1/SDII/CIP1)) gene transfer induces apoptosis of human cervical cancer cell 

lines. J Virol 73:4983-4990 

317. Tschan MP, Grob TJ, Peters UR, Laurenzi VD, Huegli B, Kreuzer KA, Schmidt CA, Melino 

G, Fey MF, Tobler A, Cajot JF (2000) Enhanced p73 expression during differentiation and 

complex p73 isoforms in myeloid leukemia. Biochem Biophys Res Commun 277:62-65. 

318. Turk B, Turk D, Turk V (2000) Lysosomal cysteine proteases: more than scavengers. 

Biochim Biophys Acta 1477:98-111 

319. Turk B, Stoka V, Rozman-Pungercar J, Cirman T, Droga-Mazovec G, Oresić K, Turk V 

(2002) Apoptotic pathways: involvement of lysosomal proteases. Biol Chem 383:1035-1044 

320. Turk B, Turk V (2009) Lysosomes as "suicide bags" in cell death: myth or reality? J Biol 

Chem 284:21783-21787 

 

 

 

 



68 
 

 

321. Vernole P, Neale MH, Barcaroli D, Munarriz E, Knight RA, Tomasini R, Mak TW, Melino 

G, De Laurenzi V (2009) TAp73alpha binds the kinetochore proteins Bub1 and Bub3 

resulting in polyploidy. Cell Cycle 8:421-429 

322. Vikhanskaya F, Marchini S, Marabese M, Galliera E, Broggini M (2001) P73a 

overexpression is associated with resistance to treatment with DNA-damaging agents in a 

human ovarian cancer cell line. Cancer Res 61:935-938 

323. Vikhanskaya F, Marchini S, Marabese M, Galliera E, Broggini M (2001) P73a 

overexpression is associated with resistance to treatment with DNA-damaging agents in a 

human ovarian cancer cell line. Cancer Res 61:935-938. 

324. Vilgelm A, El-Rifai W, Zaika A (2008) Therapeutic prospects for p73 and p63: rising from 

the shadow of p53. Drug Resist Updat 11:152-163 

325. Vlachos P, Nyman U, Hajji N, Joseph B (2007) The cell cycle inhibitor p57(Kip2) promotes 

cell death via the mitochondrial apoptotic pathway. Cell Death Differ 14:1497-1507 

326. Vossio S, Palescandolo E, Pediconi N, Moretti F, Balsano C, Levrero M, Costanzo A (2002) 

DN-p73 is activated after DNA damage in a p53-dependent manner to regulate p53-induced 

cell cycle arrest. Oncogene 21:3796-3803 

327. Wang XQ, Ongkeko WM, Lau AW, Leung KM, Poon RY (2001) A possible role of p73 on 

the modulation of p53 level through MDM2. Cancer Res 61:1598-1603 

328. Wang Y, Ramqvist T, Szekely L, Axelson H, Klein G, Wiman KG (1993) Reconstitution of 

wild-type p53 expression triggers apoptosis in a p53-negative v-myc retrovirus-induced T-

cell lymphoma line. Cell Growth Differ 4:467-473 

329. Wang Z, Sun Y (2010) Targeting p53 for Novel Anticancer Therapy. Transl Oncol 3:1-12 

330. Watanabe K, Ozaki T, Nakagawa T, Miyazaki K, Takahashi M, Hosoda M, Hayashi S, 

Todo S, Nakagawara A (2002) Physical interaction of p73 with c-Myc and MM1, a c-Myc-

binding protein, and modulation of the p73 function. J Biol Chem 277:15113-15123 

331. Wei J, Zaika E, Zaika A (2012) p53 Family: Role of Protein Isoforms in Human Cancer. J 

Nucleic Acids 2012:687359 

332. Wei J, Zaika E, Zaika A (2012) p53 Family: Role of Protein Isoforms in Human Cancer. J 

Nucleic Acids 2012:687359 

333. Welch WJ (1992) Mammalian stress response: cell physiology, structure/function of stress 

proteins, and implications for medicine and disease. Physiol Rev 72:1063-1081 

334. Westfall MD, Pietenpol JA (2004) p63: Molecular complexity in development and cancer. 

Carcinogenesis 25:857-864 

335. Wetzel MK, Naska S, Laliberté CL, Rymar VV, Fujitani M, Biernaskie JA, Cole CJ, Lerch 

JP, Spring S, Wang SH, Frankland PW, Henkelman RM, Josselyn SA, Sadikot AF, Miller 

FD, Kaplan DR (2008) p73 regulates neurodegeneration and phospho-tau accumulation 

during aging and Alzheimer's disease. Neuron 59:708-721 

336. Wilhelm MT, Rufini A, Wetzel MK, Tsuchihara K, Inoue S, Tomasini R, Itie-Youten A, 

Wakeham A, Arsenian-Henriksson M, Melino G, Kaplan DR, Miller FD, Mak TW (2010) 

Isoform-specific p73 knockout mice reveal a novel role for delta Np73 in the DNA damage 

response pathway. Genes Dev 24:549-560 

337. Willis AC, Pipes T, Zhu J, Chen X (2003) p73 can suppress the proliferation of cells that 

express mutant p53. Oncogene 22:5481-5495 

338. Winter RN, Rhee JG, Kyprianou N (2004) Caspase-1 enhances the apoptotic response of 

prostate cancer cells to ionizing radiation. Anticancer Res 24:1377-1386 

339. Wolter KG, Hsu YT, Smith CL, Nechushtan A, Xi XG, Youle RJ (1997) Movement of Bax 

from the cytosol to mitochondria during apoptosis. J Cell Biol 139:1281-1292 

340. Wu MY, Hill CS (2009) Tgf-beta superfamily signaling in embryonic development and 

homeostasis. Dev Cell 16:329-343 

341. Wu N, Rollin J, Masse I, Lamartine J, Gidrol X (2012) p63 regulates human keratinocyte 

proliferation via MYC-regulated gene network and differentiation commitment through cell 

adhesion-related gene network. J Biol Chem 287:5627-5638 

 

 



69 
 

 

342. Yamamoto D, Tsubota Y, Yoshida H, Kanematsu S, Sueoka N, Uemura Y, Tanaka K, 

Kwon AH (2011) Endoscopic appearance and clinicopathological character of breast cancer. 

Anticancer Res 31:3517-3520 

343. Yamamoto M, Tsukamoto T, Sakai H, Shirai N, Ohgaki H, Furihata C, Donehower LA, 

Yoshida K, Tatematsu M (2000) p53 knockout mice (-/-) are more susceptible than (+/-) or 

(+/+) mice to N-methyl-N-nitrosourea stomach carcinogenesis. Carcinogenesis 21:1891-

1897 

344. Yan SF, Pinsky DJ, Mackman N, Stern DM (2000) Egr-1: is it always immediate and early? 

J Clin Invest 105:553-554 

345. Yang A, Kaghad M, Wang Y, Gillett E, Fleming MD, Dötsch V, Andrews NC, Caput D, 

McKeon F (1998) p63, a p53 homolog at 3q27-29, encodes multiple products with 

transactivating, death-inducing, and dominant-negative activities. Mol Cell 2:305-316 

346. Yang A, Walker N, Bronson R, Kaghad M, Oosterwegel M, Bonnin J, Vagner C, Bonnet H, 

Dikkes P, Sharpe A, McKeon F, Caput D (2000) p73-deficient mice have neurological, 

pheromonal and inflammatory defects but lack spontaneous tumours. Nature 404:99-103 

347. Yokomizo A, Mai M, Tindall DJ, Cheng L, Bostwick DG, Naito S, Smith DI, Liu W (1999) 

Overexpression of the wild type p73 gene in human bladder cancer. Oncogene 18:1629-

1633 

348. Yoneda K, Demitsu T, Manabe M, Igarashi J, Kosaka H, Inagaki N, Takahashi H, Kon A, 

Kakurai M, Kubota Y (2010) Expression of wild-type, but not mutant, loricrin causes 

programmed cell death in HaCaT keratinocytes. J Dermatol 37:956-964 

349. Yoshikawa H, Nagashima M, Khan MA, McMenamin MG, Hagiwara K, Harris CC (1999) 

Mutational analysis of p73 and p53 in human cancer cell lines. Oncogene 18:3415-3421 

350. Yu J, Baron V, Mercola D, Mustelin T, Adamson ED (2007) A network of p73, p53 and 

Egr1 is required for efficient apoptosis in tumor cells. Cell Death Differ 14:436-446 

351. Yuan ZM, Shioya H, Ishiko T, Sun X, Gu J, Huang YY, Lu H, Kharbanda S, Weichselbaum 

R, Kufe D (1999) p73 is regulated by tyrosine kinase c-Abl in the apoptotic response to 

DNA damage. Nature 399:814-817 

352. Zaika A, Irwin M, Sansome C, Moll UM (2001) Oncogenes induce and activate endogenous 

p73 protein. J Biol Chem 276:11310-11316 

353. Zaika AI, Slade N, Erster SH, Sansome C, Joseph TW, Pearl M, Chalas E, Moll UM (2002) 

DeltaNp73, a dominant-negative inhibitor of wild-type p53 and TAp73, is up-regulated in 

human tumors. J Exp Med 196:765-780 

354. Zeng X, Chen L, Jost CA, Maya R, Keller D, Wang X, Kaelin WG, Oren M, Chen J, Lu H 

(1999) MDM2 suppresses p73 function without promoting p73 degradation. Mol Cell Biol 

19:3257-3266 

355. Zeng X, Li X, Miller A, Yuan Z, Yuan W, Kwok RP, Goodman R, Lu H (2000) The N-

terminal domain of p73 interacts with the CH1 domain of p300/CREB binding protein and 

mediates transcriptional activation and apoptosis. Mol Cell Biol 20:1299-1310 

356. Zhang L, Sheng R, Qin Z (2009) The lysosome and neurodegenerative diseases. Acta 

Biochim Biophys Sin (Shanghai) 41:437-445 

357. Zhang W, Shay JW, Deisseroth A (1993) Inactive p53 mutants may enhance the 

transcriptional activity of wild-type p53. Cancer Res 53:4772-4775 

358. Zhang Y, Xing D, Liu L (2009) PUMA promotes Bax translocation by both directly 

interacting with Bax and by competitive binding to Bcl-X L during UV-induced apoptosis. 

Mol Biol Cell 20:3077-3087 

359. Zhao Y, Sui X, Ren H (2010) From procaspase-8 to caspase-8: revisiting structural 

functions of caspase-8. J Cell Physiol 225:316-320 

360. Zheng JY, Yang GS, Wang WZ, Li J, Li KZ, Guan WX, Wang WL (2005) Overexpression 

of Bax induces apoptosis and enhances drug sensitivity of hepatocellular cancer-9204 cells. 

World J Gastroenterol 11:3498-3503 

 

 

 



70 
 

 

361. Zheng X, Chen X (2001) Aquaporin 3, a glycerol and water transporter, is regulated by p73 

of the p53 family. FEBS Lett 489:4-7 

362. Zhu J, Jiang J, Zhou W, Chen X (1998) The potential tumor suppressor p73 differentially 

regulates cellular p53 target genes. Cancer Res 58:5061-5065 

363. Zitterbart K, Zavrelova I, Kadlecova J, Spesna R, Kratochvilova A, Pavelka Z, Sterba J 

(2007) p73 expression in medulloblastoma: TAp73/DeltaNp73 transcript detection and 

possible association of p73alpha/DeltaNp73 immunoreactivity with survival. Acta 

Neuropathol 114:641-650 

 


