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ABSTRACT 

Apoptosis the programmed cell death is a pathway in which the cells activate enzymes that degrade the cell's own nuclear DNA and 
cytoplasmic proteins. It is a mechanism used by the multicellular organism to remove the unwanted cells. Apoptosis can occur in 
different patterns known as patterns of apoptosis. They are Anoikis, Necroptosis, Apoptolysis and Necrobiosis. Anoikis is a form of 
apoptosis in which there is inappropriate cell to matrix interactions which has adverse effects on the cell survival. It occurs in 
physiological process of tissue renewal and cell homeostasis. Necrosis has been viewed as an unregulated, uncoordinated cellular 
event. But now evidences show that necrosis can also occur in a programmed manner called Necroptosis. Apoptolysis is a process in 
which the autoantibodies react with desmosomal proteins to activate various kinases within keratinocytes, causing their shrinkage, 
detachment from neighbouring cells and eventually causing death. Necrobiosis which was used before is the death of tissues within 
the living body. This review article highlights the molecular patterns of apoptosis and hence assists in the understanding of the 
underlying mechanisms of apoptosis in various diseases.  
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INTRODUCTION 

poptosis or programmed cell death is a mechanism 
by which the cells die under normal conditions1. It 
plays a critical role in several physiological and 

pathological processes2. It permits the removal of 
unwanted or damaged cells from the body through an 
intrinsic cell-suicide program3. Apoptosis was first 
observed in amphibian metamorphosis, soon it was found 
to occur in many developing tissues and both vertebrates 
and invertebrates undergo apoptosis4. Apoptosis can be 
initiated by stress signals from within the cells or by 
environmental stressors or any toxins. This death signal 
involves proteolysis by caspases, nucleosomal 
fragmentation by endonucleases

5
. Caspases are activated 

from different entry points- at the plasma membrane 
upon the ligation of death receptors (receptor pathway) 
or at the mitochondria (mitochondrial pathway)

 6
. All the 

cells undergoing apoptosis show similar characteristics. 
The morphological features of apoptosis are cell 
shrinkage with membrane ‘blebbing’, loss of cell 
adhesion, nuclear pyknosis, and organelle degradation. 
These features occur in an orderly manner and do not 
trigger any inflammatory response

7
. During apoptosis, the 

nuclear shows striking changes. The chromatin condenses 
and marginates to the nuclear membrane, forming a ring 
shaped structure. The chromatin then collapses into two 
or more particles. Again the reminder of the cell will be 
devoid of chromatin and will be transparent in 
appearance. The shape of the cell also shows 
characteristic changes. The cell becomes smooth surfaced 
or spherical in some cases8. The mechanisms of apoptosis 
are highly complex and energy dependent cascade of 
molecular mechanisms. Apoptosis occurs by various 

mechanisms. The two main mechanisms are extrinsic or 
death receptor pathway and intrinsic or mitochondrial 
pathway. There is an additional pathway that involves T-
cell mediated cytotoxicity and perforin granzyme 
dependent killing of the cell. These three pathways end in 
an execution pathway which is initiated by cleavage of 
caspase-3. This results in DNA fragmentation, degradation 
of cytoskeletal proteins, formation of apoptotic bodies, 
expression of ligands for phagocytic cell receptors and 
finally uptake phagocytic cells9. Caspases are expressed in 
an inactive form in mot cells and once activated they can 
activate other procaspases, which initiates the protease 
cascade. This is a proteolytic cascade, in which one 
caspase can activate the other caspase, amplifies the 
apoptotic signalling pathway resulting in rapid cell 
death

10.
 

Extrinsic Pathway 

The extrinsic signalling pathways involve the death 
receptors that are members of tumour necrosis factor 
(TNF) receptor gene superfamily

11
. Members of TNF 

receptor family share ‘death domains’
12

 which plays a 
critical role in transmitting the death signal from the cell 
surface to the intracellular signalling pathways. The 
extrinsic phase is characterised with receptors such as 
FasL/FasR and TNF-alpha. These receptors bind with the 
homologous trimetric ligand. After ligand binding, 
cytoplasmic adapter proteins are recruited which exhibit 
corresponding death domains that bind with receptors10. 
These results in the autocatalytic activation of 
procaspase-813. Once caspase-8 is initiated, the execution 
of apoptosis is triggered14. 
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Perforin/Granzyme Pathway 

In T-cell mediated cytotoxicity, a variant form of type IV 
hypersensitivity, CD8+ cells kill antigen bearing cells. 
These cytotoxic T lymphocytes kill the target cells via the 
extrinsic pathway. They also exert their cytotoxic effects 
on tumour cells and virus infected cells which involves the 
release of cytoplasmic granules into the target cell

16
. 

Granzyme A and granzyme B are present within the 
cytoplasmic granules. Granzyme B will cleave proteins at 
aspartate residues and will activate procaspase 1017. It 
can utilise the mitochondrial pathway for amplification of 
the death signal and induction of cytochrome c release18, 

19. Thus there is direct induction of the execution phase of 
apoptosis. It is shown that both the mitochondrial 
pathway and activation of caspase-3 are critical for 
granzyme-B induced killing20. Granzyme A is also 
important in cytotoxic T cell induced apoptosis and 
activates the caspase independent pathways

21
. 

Intrinsic Pathway 

The intrinsic signalling pathways are mitochondrial 
initiated events. They involve a non-receptor mediated 
stimuli that produce intracellular signals that act directly 
on targets and initiate apoptosis. The stimuli that initiate 
the intrinsic pathway could be either in a positive or 
negative fashion. Negative signals involve the absence of 
certain growth factors, cytokines which leads to failure of 
suppression of death programs, leading to apoptosis. 
Positive stimuli are not limited to radiation, toxins, viral 
infections or free radicals10. These stimuli cause changes 
in the inner mitochondrial membrane which leads to 
opening of the mitochondrial permeability transition 
(MPT) pore and there is release of two main groups of 
normally sequestered proapoptotic proteins into the 
cytosol22. The first group consists of cytochrome c and the 
second group consists of serine protease23. These 
proteins activate the mitochondrial pathway. 
Cytochrome-c binds and activates the procaspase-9 
forming an apoptosome

24, 25
. The second groups of 

proapoptotic proteins are released from the mitochondria 
during apoptosis, but this is late event that occurs after 
the cell has committed to die

 26
. The tumour suppressor 

proteins p53 plays a critical role in the regulation of bcl-2 
family of proteins

27
. These Bcl-2 families of proteins 

govern the mitochondrial membrane permeability and 
can be either prop-apoptotic or anti-apoptotic. It is 
thought that the main mechanism of action of Bcl-2 
family of proteins is the regulation of cytochrome-c 
release from the mitochondria10. 

Execution Pathway 

The extrinsic and intrinsic pathways both end at the point 
of execution phase, called the final pathway of apoptosis. 
The activation of the execution caspases begins the phase 
of apoptosis. Caspase-3, caspase-6 and caspase-7 are 
executioner caspases cleaving various substrates like 
cytokeratins, plasma membrane cytoskeletal protein 
alpha fodrin, and others, ultimately causing the 

morphological and biochemical changes seen in apoptotic 
cells28. Caspase-3 is the most important of the 
executioner caspases. In apoptotic cells, activated 
caspase-3 cleaves ICAD to endonuclease CAD

28
. CAD 

chromosomal DNA within the nuclei and cause chromatin 
condensation. It also induces cytoskeletal reorganisation 
and disintegration of the cell into apoptotic bodies

10
. 

Phagocytic uptake of apoptotic cells is the last phase 
component of apoptosis. Phospholipid asymmetry and 
externalisation of phosphatidylserine on the surface of 
apoptotic cells is the hallmark of this phase29. The 
appearance of phosphatidylserine o the outer leaflet of 
apoptotic cells then facilitates non-inflammatory 
phagocytic recognition, allowing for their early uptake 
and disposal30. 

Inhibitors of Apoptosis 

The anti-apoptotic therapy includes stimulation of the IAP 
(inhibitors of apoptotic proteins) family of proteins, 
caspase inhibition, stimulation of the PKB/Akt (protein 
kinase B) pathway and inhibition of Bl-2 proteins10. The 
IAP family of proteins is the most important regulators of 
apoptosis as they regulate both the extrinsic and intrinsic 
pathways31. A study shows that eight human IAP proteins 
have now been identified although XIAP(X-linked 
mammalian inhibitor of apoptosis protein) and surviving 
remain better members32. ICE (Interleukin-1 beta 
converting enzyme), also called caspase I, is a cysteine 
protease that appears to mediate protein degradation 
during apoptosis33. Infusion of insulin-like growth factor 
(IGF-1), which stimulates PKB/Akt signalling and promotes 
cell survival, was shown to be beneficial in animal models 
of myocardial ischaemia

34
. As the molecular and 

biochemical complexities of apoptosis continue to be 
elucidated, new therapeutic strategies continue to 
develop. 

Pathways Leading to Apoptosis 

Genetic regulators 

P53 

P53 has a central role in the maintenance of genomic 
stability and preventing the mutation and deletion of 
functional genes. P53 is involved n G1-cycle arrest and 
apoptosis induced by DNA damage

35
. 

C-myc 

The requirement of C-myc is increased for the switch 
from proliferation to apoptosis. Studies show that 
elevated levels of C-myc has an undetermined role in 
prostate cancer

36
. 

Rb gene 

The suppression of tumour suppressor gene 
retinoblastoma has been correlated with cancer 
progression. Studies show that the loss of heterozygosity 
of Rb gene occurs in over half of the patients with 
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prostate cancer, suggesting its loss is closely related to 
tumour development37. 

Cellular regulators 

Fas/TNF signals 

The TNF receptor-1 (TNFR1) and Fas initiate death signals 
when they interact with corresponding antigens TNF-
alpha and Fas ligand (FasL)

 39-42
. A series of murine 

mutations in Fas (Ipr) or in Fas ligand (gld) have provided 
a means of detecting the involvement of this system in 
various apoptosis activating pathways43. 

Mitochondria 

Mitochondria is a central executioner of cell death. 
Studies have shown that mitochondrial disruption 
precedes nuclear DNA fragmentation, induced by several 
apoptosis inducing agents44. Permeabilisation of inner 
and outer membrane of mitochondria has resulted in the 
release of cytochrome-c and caspase activating factor. 
Cytochrome-c has been shown to activate caspase 
cascade45. Further evidence has shown that inhibitors of 
mitochondrial permeability block the induction of 
apoptosis46. 

Caspase 

The central regulating signal to apoptosis is the 
caspases1. Caspases has now been considered as the 
exclusive common pathway to apoptotic death47. Their 
primary function is to cleave specific protein in the cell, 
leading to their deactivation and this result in apoptotic 
cell death48. 

Here in this review we will learn the various patterns of 
apoptosis.  

Necrobiosis 

Necrobiosis is death brought on by (altered) life- a 
spontaneous wearing out of living parts- the destruction 
and annihilation consequent upon life- natural as 
opposed to violent death. This term also means to imply 
slow death or death of tissues within the living body. As 
necrobiosis was a vague and ambiguous term, it 
disappeared49. 

Apoptolysis 

Pemphigus vulgaris (PV) is an autoimmune disorder 
where there is keratinocyte detachment leading to 
blistering50. Studies indicate that PVIgG can induce supra 
basal acantholysis which is a histopathologic hallmark of 
PV

51
. The supra basal split occurs due to differences 

between basal and supra basal cells in their responses to 
PVIgG, as was predicted by the Basal Cell Shrinkage 
hypothesis

52
. In Steven Johnson syndrome (SJS) there is 

cell death in all epidermal layers and sloughing of full 
thickness necrotic epidermis. The difference in PV is that 
basal cells shrink but do not die, rendering a tombstone 
appearance to the basal layer. So a new term was 
required to distinguish cell damage and detachment in 
PV from other forms of cell death

53
. This pathologic 

mechanism was designated as apoptolysis. The major 
steps of apoptolysis in PV are: 

Apoptolysis in pemphigus is triggered by binding of 
autoantibodies to the PV antigens capable of transducing 
apoptolytic signals from the keratinocyte plasma 
membrane. The ligated antigen elevates intracellular 
calcium and launches cell death cascade. Collapse and 
retraction of tonofilaments cleaved by executioner 
caspases results in basal cell shrinkage, while most 
desmosomes remain intact. Supra basal acantholytic cells 
die, thus allowing the formation of supra basal blister 
and rendering tombstone appearance to surviving basal 
cells50. Understanding the death pathway of 
keratinocytes in PV may be a key to development of 
novel treatments. Appreciation of new concept that cell 
detachment and death in PV occurs via apoptolysis helps 
to resolve confusion that acantholysis may develop 
without apoptosis

54
. 

Necroptosis 

Apoptosis is a programmed and regulated cell death. In 
contrast to regulated cell death, Necrosis is considered as 
an unprogrammed, unregulated cell death. Recent in 
vitro and in vivo studies have emerged that have 
characterised new form of regulated cell death (other 
than apoptosis).  One of these is the programmed 
necrosis called Necroptosis55. Necrosis is different from 
apoptosis. This cell death is described as uncontrolled 
and accidental necrosis characterised by loss of plasma 
membrane integrity and cellular collapse though nuclei 
remain intact56-58. Degterev and co-workers in their 
study59 demonstrated that treatment of cultured cells 
with TNF-alpha, leads to necrotic or non-apoptotic cell 
death in the presence of caspase inhibitors or in the 
absence of Fas associated death domain (FADD). 
Although necrosis and apoptosis were initiated by same 
stimulus (TNF-alpha), the morphological changes 
occurring with necroptosis were characteristic of 
necrosis, which was assumed to represent uncontrolled 
cell death occurring as a consequence of overwhelming 
stress60. Necroptosis was prominently found when 
intracellular apoptotic signalling was inhibited. It was 
characterised by necrotic cell death morphology, 
concomitant activation of autophagy ad dependency on 
the function of R1PK1

61
. During necroptosis, RIPK3 is a 

downstream target of RIPK1, and forms a complex that 
may or may not contain RIPK1

62
. The core molecular 

complex of R1PK1 and RIPK3 is recognised as the 
necrosome63. 

This regulated necrosis can be inhibited by Necrostatin-
164. RIP3K can also form complexes with DNA- dependent 
activator of interferon regulatory factor (DAI) and the 
adaptor molecule TRIF (TIF-domain-containing adaptor-
inducing interferon-beta; adaptor protein downstream of 
TLR3), leading to RIP3K-dependent programmed 
necrosis65. 
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Apart from necrosis like morphological changes 
observed, necroptosis was found to be associated with 
activation of autophagy. Studies showed that electron 
microscopic examination of necroptotic jurkat cells 
revealed the presence of electron-dense double 
membrane enclosed vesicles characteristic of autophagy 
i.e. autophagosomes

66-68
. 

Anoikis 

Anoikis is defined as the apoptosis of the cells induced by 
inadequate or inappropriate cell matrix interactions.  
Anoikis is a Greek term, which means ‘homelessness’ or 
‘loss of home.’ It was first defined by Steven M. Frisch

69
.  

Integrin receptors, mediators of cell-ECM interaction not 
only provide physical links with the cytoskeleton but also 
transduce signals from the ECM to the cell, which is 
mandatory for several cellular processes including 
migration, proliferation and survival

70-74
. Anoikis plays an 

essential role in the development and organisation of 
normal tissues through its inhibitory effect on 
unfavourable cellular proliferation at inappropriate 
locations. Thus it contributes to the maintenance of 
physiologic state. Disturbance of anoikis allows 
inappropriate cell growth and metastasis of several types 
of carcinoma cell75, 76. 

The initiation and execution of anoikis is mediated by 
different pathways, all of which terminally converge into 
the activation of caspases and downstream molecular 
pathways, culminating in the activation of 
endonucleases, DNA fragmentation and cell death77. The 
induction of the anoikis program occurs through two 
apoptotic pathways, namely the perturbation of 
mitochondria (intrinsic pathway) or the triggering of cell 
surface death receptors (the extrinsic pathway) 78, 79. 

In the intrinsic pathway, caspase activation occurs as a 
consequence of mitochondrial permeabilisation80, 81. This 
is regulated by the Bcl-2 family of proteins, which control 
the formation of pores in the mitochondrial membrane 
(OMM), releasing proapoptotic factors such as 
cytochrome c, which activates caspase82. The extrinsic 
pathway is initiated by the ligation of death receptors on 
the cell surface, such as TNFR or Fas, resulting in the 
assembly of death inducing signalling complex (DISC). 
The role of DISC is to recruit and activate caspase 8, via 
an adaptor molecule FADD

83
. Caspase 8 cannot by itself 

initiate apoptosis but instead cleaves the BH3-only 
protein Bid, which then initiates the intrinsic apoptotic 
pathway. 

Anoikis is thus an essential mechanism to maintain the 
correct position of cells. Induction of anoikis occurs when 
the cells lose attachment to ECM or adhere to 
inappropriate type of ECM78. 

CONCLUSION 

Programmed cell death not just involve traditional death 
mechanism apoptosis, but also occurs by various 
patterns like programmed necrosis, anoikis, apoptolysis 

etc. The huge increase in studies related to cell death, 
has contributed to wealth of knowledge in facilitating a 
better understanding of cancer pathogenesis and 
therapeutics. Many regulatory genes are common to 
more than one module; therefore programmed cell 
death should be regarded as a network of 
interconnected pathways. 

REFERENCES 

1. R.W.G. Watson, J.M. Fitzpatrick, Target sites for manipulating in 
prostrate cancer, BJU International, 85, 2000, 38-44. 

2. Bortner CD, Cidlowski JA, Absence of volume regulatory 

mechanisms contributes to the rapid activation of apoptosis in 

thymocytes, Am J Physiol, 271, 1996, 271, C950-C961. 

3. Lubo Zhang Yuhui Xiao and Jiale He, Cocaine and apoptosis in 

myocardial cell, The anatomical record, 257, 1999, 208-216.  

4. Clarke, P. G. H. & Clarke, S, Nineteenth century research on 

naturally occurring cell death and related phenomena, An at. 

Embryol, 193, 1996, 81-995.  

5. Letai AG, Diagnosing and exploiting cancer's addiction to blocks in 

apoptosis, Nat Rev Cancer, 8, 2008, 121–132. 

6. Hengartner MO, The biochemistry of apoptosis, Nature, 407, 2000, 

770–776. 

7. K.P. Jefferson, R.A. Persad, J.M.P. Holly, Apoptosis and its relevance 

to urologists, BJU International, 86(5), 2000, 598-606. 

8. Wyllie AH, Glucocorticoid-induced thymocyte apoptosis is 

associated with endogenous endonuclease activation, Nature, 284, 

1980, 555–556. 

9. Martinvalet D, Zhu P, Lieberman J, Granzyme A induces caspase-

independent mitochondrial damage, a required first step for 

apoptosis, Immunity, 22, 2005, 355-70. 

10. Susan Elmore, Apoptosis: A Review of Programmed Cell Death, 

Toxicol Pathol, 35, 2007, 4495-516.   

11. Locksley RM, Killeen N, Lenardo MJ, The TNF and TNF receptor 

superfamilies: integrating mammalian biology, Cell, 104, 2001, 487–

501. 

12. Ashkenazi A, Dixit VM, Death receptors: signaling and modulation, 

Science, 281, 1998, 1305–8. 

13. Kischkel FC, Hellbardt S, Behrmann I, Germer M, Pawlita M, Kramme

r PH,Peter ME, Cytotoxicity-dependent APO-1 (Fas/CD95)-

associated proteins form a death-inducing signaling complex (DISC) 

with the receptor,  Embo J, 14,1995, 5579–88. 

14. Kataoka T, Schroter M, Hahne M, Schneider P, Irmler M, Thome M, 

Froelich CJ, Tschopp J, FLIP prevents apoptosis induced by death 

receptors but not by perforin/granzyme B, chemotherapeutic drugs, 

and gamma irradiation, J Immunol, 161, 1998, 3936–42. 

15. Brunner T, Wasem C, Torgler R, Cima I, Jakob S, Corazza N, Fas(CD95

/Apo-1) ligand regulation in T cell homeostasis, cell-mediated 

cytotoxicity and immune pathology, Semin Immunol, 15, 2003, 167–

76. 

16. Trapani JA, Smyth MJ, Functional significance of the 

perforin/granzyme cell death pathway, Nat Rev Immunol, 2, 2002, 

735–47. 

17. Sakahira H, Enari M, Nagata S, Cleavage of CAD inhibitor in CAD 

activation and DNA degradation during apoptosis, Nature, 391, 

1998, 96–9. 

http://tpx.sagepub.com/search?author1=Susan+Elmore&sortspec=date&submit=Submit


Int. J. Pharm. Sci. Rev. Res., 50(2), May - June 2018; Article No. 01, Pages: 1-6                                                             ISSN 0976 – 044X 

 

 

International Journal of Pharmaceutical Sciences Review and Research . International Journal of Pharmaceutical Sciences Review and Research 
Available online at www.globalresearchonline.net  

© Copyright protected. Unauthorised republication, reproduction, distribution, dissemination and copying of this document in whole or in part is strictly prohibited. 

. 

. 
Available online at www.globalresearchonline.net 

 

5 

18. Barry M, Bleackley RC, Cytotoxic T lymphocytes: all roads lead to 

death, Nat Rev Immunol, 2, 2002, 401–9. 

19. Russell JH, Ley TJ, Lymphocyte-mediated cytotoxicity, Annu Rev 

Immunol, 20, 2002, 323–70. 

20. Goping IS, Barry M, Liston P, Sawchuk T, Constantinescu G, Michalak

 KM, Shostak I, Roberts DL, Hunter AM, Korneluk R, Bleackley RC, 

Granzyme B-induced apoptosis requires both direct caspase 

activation and relief of caspase inhibition, Immunity, 18, 2003, 355–

65. 

21. Fan Z, Beresford PJ, Oh DY, Zhang D, Lieberman J, Tumour 

suppressor NM23-H1 is a granzyme A-activated DNase during CTL-

mediated apoptosis, and the nucleosome assembly protein SET is its 

inhibitor, Cell, 112, 2003, 659–72. 

22. Saelens X, Festjens N, Vande Walle L, van Gurp M, van 

Loo G, Vandenabeele P, Toxic proteins released from mitochondria 

in cell death, Oncogene, 23, 2004, 2861–74. 

23. Du C, Fang M, Li Y, Li L,Wang X. Smac, a mitochondrial protein that 

promotes cytochrome c-dependent caspase activation by 

eliminating IAP inhibition, Cell, 102, 2000, 33–42. 

24. Chinnaiyan AM, The apoptosome: heart and soul of the cell death 

machine, Neoplasia, 1, 1999, 5–15. 

25. Hill MM, Adrain C, Duriez PJ, Creagh EM, Martin SJ, Analysis of the 

composition, assembly kinetics and activity of native Apaf-1 

apoptosomes, Embo J, 23, 2004, 2134–45. 

26. Joza N, Susin SA, Daugas E, Stanford WL, Cho SK, Li CY, Sasaki T, Elia 

AJ,Cheng HY, Ravagnan L, Ferri KF, Zamzami N, Wakeham A, Hakem 

R, Yoshida H,Kong YY, Mak TW, Zuniga-

Pflucker JC, Kroemer G, Penninger JM, Essential role of the 

mitochondrial apoptosis-inducing factor in programmed cell death, 

Nature, 410, 2001, 549–54. 

27. Schuler M, Green DR, Mechanisms of p53-dependent apoptosis,  

Biochem Soc Trans, 29, 2001, 684–8. 

28. Sakahira H, Enari M, Nagata S, Cleavage of CAD inhibitor in CAD 

activation and DNA degradation during apoptosis, Nature, 

391, 1998, 96–9. 

29. Bratton DL, Fadok VA, Richter DA, Kailey JM, Guthrie LA, Henson P, 

Appearance of phosphatidylserine on apoptotic cells requires 

calcium-mediated nonspecific flip-flop and is enhanced by loss of 

the aminophospholipid translocase, J Biol Chem, 272, 1997, 26159–

65. 

30. Fadok VA, Cathelineau A, Daleke DL, Henson PM, Bratton D, Loss of 

phospholipid asymmetry and surface exposure of 

phosphatidylserine is required for phagocytosis of apoptotic cells by 

macrophages and fibroblasts, J Biol Chem, 276, 2001, 1071–7. 

31. Deveraux QL, Reed JC, IAP family proteins—suppressors of 

apoptosis, Genes Dev, 13, 1999, 239–52. 

32. Silke J, Hawkins CJ, Ekert PG, Chew J, Day CL, Pakusch M, Verhagen 

AM, Vaux DL, The anti-apoptotic activity of XIAP is retained upon 

mutation of both the caspase-3- and caspase-9-interacting sites, J 

Cell Biol, 157, 2002, 115–24. 

33. Livingston DJ, In vitro and in vivo studies of ICE inhibitors, J Cell 

Biochem, 64,1997, 19–26. 

34. Fujio Y, Nguyen T, Wencker D, Kitsis RN, Walsh K, Akt promotes 

survival of cardiomyocytes in vitro and protects against ischemia-

reperfusion injury in mouse heart, Circulation, 101, 2000, 660–7. 

35. Levine AJ, Momand J, Findlay CA, The p53 tumor suppressor gene, 

Nature, 351, 1991, 453-6. 

36. Even G, Harrington E, Fanidi A, Integrated control of cell 

proliferation and cell death by the c-myc oncogene, Roy Soc Lond B 

Biol Sci, 345, 1994, 269-75. 

37. Phillips SM, Bartin CM, Lee SJ et al, Loss of the retinoblastoma 

susceptibility gene (RB1) is a frequent and early event in prostatic 

tumorigenesis, Br J Cancer, 70, 1994, 1252-7. 

38. Rubin SJ, Hallahan DE, Ashman CR et al, Two prostate carcinoma cell 

lines demonstrate abnormalities in tumor suppressor genes, J Surg 

Oncol, 46, 1991, 31-36. 

39. Nagata S & Golstein P, The Fas death factor, Science, 267, 1995, 

1449-56. 

40. Suda T & Nagata S, Purification and characterization of the Fas-

ligand that induces apoptosis, J Exp Med, 179, 1993, 873-9. 

41. Nagata S, Fas and Fas ligand: a death factor and its receptor, Adv 

Immunol, 57, 1994, 129-44. 

42. Vignaux F, Vivier E, Malissen B et al, TCR/CD3 coupling to Fas-based 

cytotoxicity, J Exp Med, 181, 1995, 781-6. 

43. Nagata S & Takashi S, Fas and Fas ligand: lpr and gld 

mutations. Immunol Today, 16, 1994, 39-43. 

44. Kroemer G, Zamzami N, Susin SA, Mitochondrial control of 

apoptosis, Immunol Today, 18, 1997, 44-51. 

45. Li P, Nijhawan D, Budihardjo I et al, Cytochrome c and dATP-

dependent formation of Apaf-1/caspase-9 complex initiates an 

apoptotic protease cascade, Cell, 91, 1997, 479-89. 

46. Green D & Kroemer G, The central executioner of apoptosis: 

caspases or mitochondria?, Trends Cell Biol, 8, 1998, 267-71. 

47. Henkart PA, ICE family proteases: mediators of all apoptotic cell 

death, Immunity, 4, 1996, 195-201. 

48. Armstrong RC, Aja T, Xiang J et al, Fas-induced activation of the cell 

death-related protease CPP.32 is inhibited by Bcl-2 and by ICE family 

protease inhibitors, J Biol Chem, 271, 1996, 16850-5. 

49. G. Majno & I Joris, Apoptosis, oncosis and necrosis. An overview of 

cell death, Am J Pathol, 146(1), 1995, 3-15. 

50. Sergei A. Grando, Jean-Claude Bystryn, Alexander I. Chernyavsky, 

Marina Frus ˇic ´-Zlotkin, Robert Gniadecki, Roberta Lotti, Yoram 

Milner, Mark R. Pittelkow and Carlo Pincelli, Apoptolysis: a novel 

mechanism of skin blistering in pemphigus vulgaris linking the 

apoptotic pathways to basal cell shrinkage and suprabasal 

acantholysis, Experimental Dermatology, 18,   2009, 764-770. 

51. Nguyen V T, Ndoye A, Shultz L D, Pittelkow M R, Grando S A, 

Antibodies against keratinocyte antigens other than desmogleins 1 

and 3 can induce pemphigus vulgaris-like lesions, J Clin Invest, 106, 

2000, 1467–1479. 

52. Bystryn J -C, Grando S A, A novel explanation for acantholysis in 

pemphigus vulgaris – the ‘‘Basal Cell Shrinkage’’ hypothesis, J Am 

Acad Dermatol, 55, 2006, 513–516. 

53. Kroemer G, Galluzzi L, Vandenabeele P, et al, Classification of cell 

death: recommendations of the Nomenclature Committee on Cell 

Death, Cell Death Differ, 16, 2009, 3–11. 

54. Schmidt E, Gutberlet J, Siegmund D, Berg D, Wajant H, Waschke J, 

Apoptosis is not required for acantholysis in pemphigus vulgaris, Am 

J Physiol Cell Physiol, 296, 2009, C162–C172. 

55. Maria Feoktistova and Martin Leverkus, Programmed necrosis and 

necroptosis signalling, FEBS Journal, 282(1), 2015, 19-31.  

56. Krysko.D.V, Vanden Berghe.T, D’Herde.K, Vandenabeele.P, 

Apoptosis and necrosis: detection, discrimination and 

phagocytosis, Methods, 44, 2008, 205–221. 



Int. J. Pharm. Sci. Rev. Res., 50(2), May - June 2018; Article No. 01, Pages: 1-6                                                             ISSN 0976 – 044X 

 

 

International Journal of Pharmaceutical Sciences Review and Research . International Journal of Pharmaceutical Sciences Review and Research 
Available online at www.globalresearchonline.net  

© Copyright protected. Unauthorised republication, reproduction, distribution, dissemination and copying of this document in whole or in part is strictly prohibited. 

. 

. 
Available online at www.globalresearchonline.net 

 

6 

57. D.V. Krysko, T. Vanden Berghe, E. Parthoens, K. D’Herde, P. 

Vandenabeele, Methods for distinguishing apoptotic from necrotic 

cells and measuring their clearance, Methods Enzymol, 442, 2008, 

307–341. 

58. T. Vanden Berghe, N. Vanlangenakker, E. Parthoens, W. Deckers, 

M. Devos, N. Festjens,  C.J. Guerin, U.T. Brunk, W. Declercq, P. 

Vandenabeele, Necroptosis, necrosis and secondary necrosis 

converge on similar cellular disintegration features, Cell Death 

Differ., 17, 922–930. 

59. Degterev A, Huang Z, Boye M, et al , Chemical inhibitor of 

nonapoptotic cell death with therapeutic potential for ischemic 

brain injury, Nature Chem Biol., 1, 2005, 112–9. 

60. Christopher C.T. Smith and Derek M. Yellon, Necroptosis, 
necrostatins and tissue injury, Journal of Cellular and Molecular 
Medicine, 15(9), 2011, 1797-1806.  

61. Degterev A, Huang Z, Boyce M, Li Y, Jagtap P, Mizushima N, Cuny 
GD, Mitchison TJ, Moskowitz MA & Yuan J, Chemical inhibitor of 
nonapoptotic cell death with therapeutic potential for ischemic 
brain injury, Nat Chem Biol, 1, 2005,112–119. 

62. Murphy JM, Czabotar PE, Hildebrand JM, Lucet IS, Zhang 

JG, Alvarez-Diaz S, Lewis R, Lalaoui N, Metcalf D, Webb AI et al, The 

pseudokinase MLKL mediates necroptosis via a molecular switch 

mechanism, Immunity, 39, 2013, 443–453. 

63. Vandenabeele P, Galluzzi L, Vanden Berghe T & Kroemer G,  

Molecular mechanisms of necroptosis: an ordered cellular 

explosion, Nat Rev Mol Cell Biol, 11, 2010, 700–714. 

64. L. Galluzzi, I. Vitale, J.M. Abrams, E.S. Alnemri, E.H. Baehrecke, M.V. 

Blagosklonny, T.M. Dawson, V.L. Dawson, W.S. El-Deiry, S. Fulda, et 

al, Molecular definitions of cell death subroutines: 

recommendations of the Nomenclature Committee on Cell Death, 

Cell Death Differ., 19, 2012, 107–120. 

65. E.S. Mocarski, J.W. Upton, W.J. Kaiser, Viral infection and the 

evolution of caspase 8-regulated apoptotic and necrotic death 

pathways, Nat. Rev. Immunol., 12, 2012, 79–88. 

66. Klionsky D, Ohsumi Y, Vacuolar import of proteins and organelles 

from the cytoplasm, Annu Rev Cell Dev Biol., 15, 1999, 1–32. 

67. Levine B, Klionsky DJ, Development by self-digestion: molecular 

mechanisms and biological functions of autophagy, Dev Cell., 6, 

2004, 463–77. 

68. Levine B, Yuan J, Autophagy in cell death: an innocent convict?, J 

Clin Invest., 115, 2005, 2679–88. 

69. Frisch SM, Francis H, Disruption of epithelial cell-matrix interaction 

induces apoptosis, J Cell Biol, 124, 1994, 619-26. 

70. N.J. Boudreau, P.L. Jones, Extracellular matrix and integrin 

signalling: the shape of things to come, Biochem. J., 339(3), 1999, 

481-488.  

71. S.M. Frisch, H. Francis, Disruption of epithelial cell–matrix 

interactions induces apoptosis, J. Cell Biol., 124, 1994, 619-626.  

72. S.M. Frisch, E. Ruoslahti, Integrins and anoikis, Curr. Opin. Cell Biol., 

9, 1997, 701-706. 

73. F.G. Giancotti, Complexity and specificity of integrin signalling, Nat. 

Cell Biol., 2, 2000, E13-E14.  

74. P.J. Reddig, R.L. Juliano, Clinging to life: cell to matrix adhesion and 

cell survival, Cancer Metastasis Rev., 24, 2005, 425-439.  

75. Takaoka A, Adachi M, Okuda H, Sato S, Yawata A, Hinoda 

Y, Takayama S, Reed JC, Imai K, Anti-cell death activity promotes 

pulmonary metastasis of melanoma cells, Oncogene, 14, 1997, 

2971–7. 

76. Yawata A, Adachi M, Okuda H, Naishiro Y, Takamura T, Hareyama 

M, Takayama S, Reed JC, Imai K, Prolonged cell survival enhances 

peritoneal dissemination of gastric cancer cells, Oncogene, 

16, 1998, 2681–6. 

77. Paolo Paoli, Elisa Giannoni, Paola Chiarugi, Anoikis molecular 

pathways and its role in cancer progression, Biochimica et 

Biophysica Acta (BBA) - Molecular Cell Research, 1833(12), 2013, 

3481–3498. 

78. A.P. Gilmore, Anoikis, Cell Death Differ., 12(2), 2005, 1473-1477.  

79. J. Grossmann, Molecular mechanisms of “detachment-induced 

apoptosis–Anoikis. Apoptosis, 7, 2002, 247-260. 

80. Green DR, Apoptotic pathways: paper wraps stone blunts scissors, 

Cell, 102, 2000, 1–4. 

81. Martinou JC & Green DR, Breaking the mitochondrial barrier, Nat. 

Rev. Mol. Cell. Biol., 2, 2001, 63–67. 

82. Montgomery, Anthony M. P., Reisfeld A, Ralph., Cheresh, David A., 

Integrin ree-

dimensional dermal collagen, Proceedings of the National Academy 

of Sciences of the United States of America 1994 sep 13, 91(19), 

8856-60. 

83. Wajant H, The Fas signaling pathway: more than a paradigm, 

Science, 296, 2002, 1635–1636. 
 

Source of Support: Nil, Conflict of Interest: None. 

  

http://www.sciencedirect.com/science/journal/01674889
http://www.sciencedirect.com/science/journal/01674889

