
HAL Id: hal-00562939
https://hal.science/hal-00562939v1

Submitted on 4 Feb 2011

HAL is a multi-disciplinary open access archive
for the deposit and dissemination of scientific re-
search documents, whether they are published or not.
The documentsmay come from teaching and research
institutions in France or abroad, or from public or pri-
vate research centers.

L’archive ouverte pluridisciplinaireHAL, est des-
tinée au dépôt et à la diffusion de documents scien-
tifiques de niveau recherche, publiés ou non, émanant
des établissements d’enseignement et de recherche
français ou étrangers, des laboratoires publics ou
privés.

HAL Authorization

Abnormal Mitochondrial Dynamics and Neurodegenerative
Diseases

Bo Su, Xinglong Wang, Ling Zheng, George Perry, Mark A. Smith, Xiongwei Zhu

To cite this version:
Bo Su, Xinglong Wang, Ling Zheng, George Perry, Mark A. Smith, et al.. Abnormal Mitochondrial Dynamics
and Neurodegenerative Diseases. Biochimica et Biophysica Acta - Molecular Basis of Disease, 2009, 1802 (1),
pp.135. ⟨10.1016/j.bbadis.2009.09.013⟩. ⟨hal-00562939⟩

https://hal.science/hal-00562939v1
https://about.hal.science/hal-authorisation-v1/
https://about.hal.science/hal-authorisation-v1/
https://hal.archives-ouvertes.fr


�������� ��	
���
��

Abnormal Mitochondrial Dynamics and Neurodegenerative Diseases

Bo Su, Xinglong Wang, Ling Zheng, George Perry, Mark A. Smith,
Xiongwei Zhu

PII: S0925-4439(09)00224-5
DOI: doi:10.1016/j.bbadis.2009.09.013
Reference: BBADIS 63016

To appear in: BBA - Molecular Basis of Disease

Received date: 6 August 2009
Revised date: 10 September 2009
Accepted date: 22 September 2009

Please cite this article as: Bo Su, Xinglong Wang, Ling Zheng, George Perry, Mark
A. Smith, Xiongwei Zhu, Abnormal Mitochondrial Dynamics and Neurodegenerative
Diseases, BBA - Molecular Basis of Disease (2009), doi:10.1016/j.bbadis.2009.09.013

This is a PDF file of an unedited manuscript that has been accepted for publication.
As a service to our customers we are providing this early version of the manuscript.
The manuscript will undergo copyediting, typesetting, and review of the resulting proof
before it is published in its final form. Please note that during the production process
errors may be discovered which could affect the content, and all legal disclaimers that
apply to the journal pertain.

http://dx.doi.org/10.1016/j.bbadis.2009.09.013
http://dx.doi.org/10.1016/j.bbadis.2009.09.013


AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

Abnormal Mitochondrial Dynamics and Neurodegenerative Diseases

Bo Su1, Xinglong Wang1, Ling Zheng2, George Perry1,3, Mark A. Smith1, Xiongwei 

Zhu1

1Department of Pathology, Case Western Reserve University, Cleveland, Ohio 44106, 

USA; College of Life Sciences, Wuhan University, Wuhan 430072, China; 3College 

of Sciences, University of Texas at San Antonio, San Antonio, Texas 78249, USA

Running Title: Mitochondrial Dynamics and Neurodegeneration

Corresponding Author:

Xiongwei Zhu, Ph.D.

Department of Pathology

Case Western Reserve University

2103 Cornell Road

Cleveland, Ohio 44106 USA

Tel: 216-368-5903

Fax: 216-368-8964

xiongwei.zhu@case.edu

Acknowledgement:

This study is supported by the NIH (AG031852) and Alzheimer’s Association 

(IIRG-07-60196). 

1



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

Abstract

Mitochondrial  dysfunction  is  a  prominent  feature  of  various  neurodegenerative 

diseases. A deeper understanding of the remarkably dynamic nature of mitochondria, 

characterized  by a delicate  balance of fission and fusion,  has helped to  fertilize  a 

recent  wave  of  new  studies  demonstrating  abnormal  mitochondrial  dynamics  in 

neurodegenerative  diseases.  This  review  highlights  mitochondrial  dysfunction  and 

abnormal  mitochondrial  dynamics  in  Alzheimer  disease,  Parkinson  disease, 

amyotrophic  lateral  sclerosis,  and  Huntington  disease  and  discusses  how  these 

abnormal  mitochondrial  dynamics  may  contribute  to  mitochondrial  and  neuronal 

dysfunction.  We  propose  that  abnormal  mitochondrial  dynamics  represents  a  key 

common pathway that mediates or amplifies mitochondrial dysfunction and neuronal 

dysfunction during the course of neurodegeneration.

Key  Words:  Mitochondrial  Dynamics,  Mitochondrial  Dysfunction,  Mitochondrial 

Distribution, Synaptic Dysfunction, DLP1, Alzheimer Disease, Parkinson’s disease
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Introduction

Mitochondria, organelles found in virtually every eukaryotic cell,  are involved in a 

number  of  cellular  functions  and  are  essential  to  both  life  and  death.  The  many 

functions of mitochondria include, but are certainly not limited to, 1) the production 

of cellular ATP; 2) participation in the synthesis of key metabolites; 3) the regulation 

of apoptosis; 4) calcium buffering and 5) the primary source of endogenous reactive 

oxygen species [1, 2]. Neurons are particularly sensitive to changes in mitochondrial 

function since they are  extremely energy dependent  with many neuronal  activities 

such as synaptic transmission, axonal/dendritic transport, ion channels, and ion pump 

activity  being  great  energy  taxing  processes  [3].  The  maintenance  of  calcium 

homeostasis is critical for neuronal synaptic function [4]. Synaptic mitochondria are 

important in calcium clearance either by direct calcium removal or by providing ATP 

for the plasma membrane Na+/Ca2+ exchanger [5] which become the dominant players 

at sites where endoplasmic reticulum (ER) vesicles are absent [6].  Additionally, as 

postmitotic cells with membranes enriched in polyunsaturated fatty acid, neurons are 

sensitive  to  oxidative  stress  [2].  Not  surprisingly,  mitochondrial  injury  can  have 

severe  consequences  for  neuronal  function  and survival.  On top of  these reasons, 

comparied to other cell types, the complex morphology of neurons leads to functional 

heterogeneity in neuronal segments, thus translating into different energy and calcium 

buffering  demands  that  require  local  adaptation  of  metabolism  and  local  cellular 

signals interconnecting neuronal and mitochondrial  activities. Indeed, mitochondria 

are highly mobile in both anterograde and retrograde directions in neurons and can be 

positioned in neuronal segments with high metabolic demands such as active growth 

cones and synapses [3]. Therefore, neurons are also particularly sensitive to changes 

in mitochondrial movement and distribution. 

Studies in the past decade revealed that mitochondria are highly dynamic organelles 

that  constantly  divide  and  fuse  with  each  other  [7].  Depending  on  physiological 

conditions, mitochondria can form giant tubule networks within a cell and allow rapid 

exchange of mitochondrial contents or divide into individual rod-like mitochondrion 

and allow deep penetration into side short-diameter neurites [7]. In fact, this highly 

dynamic balance of mitochondrial fission and fusion not only controls mitochondrial 

morphology, length, size and number, but also regulates mitochondrial function and 
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distribution. Therefore, it is not surprising that alterations in mitochondrial fission and 

fusion significantly impact neuronal function, and the prevalence of neuronal disease 

associated  with  mutations  in  mitochondrial  fission/fusion  genes  underscores  the 

important  functional  relationship  between  mitochondrial  dynamics  and  neuronal 

function  [7].  For  example,  mutations  in  Mfn2 are  associated  with Charcot-Marie-

Tooth disease 2A, a peripheral neuropathy targeting the axons of sensory and motor 

neurons,  and  mutations  in  OPA1  cause  autosomal  dominant  optic  atrophy 

characterized  by  progressive  degeneration  of  the  optic  nerve  [7].  Alterations  in 

mitochondrial  dynamics  are  also  increasingly  implicated  in  neurodegenerative 

diseases  that  may  not  necessarily  be  associated  with  mutations  in  mitochondrial 

fission and fusion genes, and it in fact may become a common pathway underlying 

mitochondrial  abnormality  and  dysfunction  and  neuronal  dysfunction  and 

degeneration  in  these  neurodegenerative  diseases  [8,  9].  In  this  paper,  we  will 

summarize  the  current  evidence  indicating  a  potential  involvement  of  abnormal 

mitochondrial  dynamics  in  Alzheimer  disease,  Parkinson  disease,  and  other 

neurodegenerative diseases and discuss the potential underlying mechanisms. 

Mitochondrial Dynamics: A Tightly Controlled Delicate Balance between Fission 

and Fusion

Mitochondria are formed by two membranes: the outer membrane is permeable for 

ions  and small  molecules  while  the  inner  membrane  is  almost  impermeable,  thus 

allowing  the  formation  of  an  electron  gradient  that  is  critical  for  mitochondrial 

function.   Recent  studies  indicate  that  mitochondria  are  dynamic  organelles  that 

continuously  change in  number  and morphology within  a  cell  [7,  9].  This  highly 

dynamic  phenomenon  is  regulated  by  a  delicate  balance  between  two  opposing 

processes: mitochondrial fission and mitochondrial fusion [7, 9].  When mitochondria 

divide, both the inner and outer membrane have to be cut and the mtDNA and other 

critical  mitochondrial  contents  redistributed  to  the  daughter  mitochondria  and 

mitochondrial transform into isolated, small, round organelles. Although the precise 

mechanisms remain to be fully elucidated, mitochondrial fission involves at least two 

proteins in mammals: A large GTPase, dynamin-like protein 1 (DLP1, also referred to 

as  Drp1)  and  a  small  molecule,  Fis1 [7,  9].  DLP1,  a  member  of  the  conserved 

dynamin large GTPase superfamily that controls membrane tabulation and fission, is 

primarily  a  cytosolic  protein  and is  recruited  to  punctuate  spots  on mitochondrial 
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surface. Similar to dynamin, DLP1 can also oligermerize and form large complexes. It 

is believed that once a ring-like complex structure is formed along the mitochondrial 

surface, DLP1 uses GTP hydrolysis  to constrict  and twist tubule to initiate fission 

[10].  Fis  1  is  a  mitochondrial  outer  membrane  protein  that  evenly  resides  on  the 

surface of mitochondria  [11]. It is suggested that Fis1 acts as a receptor to recruit 

DLP1  to  mitochondria  which  appears  to  be  a  limiting  factor  during  fission. 

Mitochondrial  fission  produces  two  spherical  daughter  mitochondria  accompanied 

with cristae and other inner structure remodeling that is not entirely clear  [7, 9]. On 

the  other  hand,  mitochondrial  fusion is  regulated  by three  large  GTPase proteins: 

Mitofusin 1 (Mfn1), Mitofusin 2 (Mfn2) and optic atrophy protein 1(OPA1) [7, 9]. 

Both Mfn1 and Mfn2 are mitochondrial transmembrane proteins localized to the outer 

membrane and appear to play similar  roles in mitochondrial  fusion,  although they 

function independently of each other and have different rates of GTP hydrolysis [12, 

13]. During mitochondrial fusion,  through interactions of their coiled-coil domains, 

Mfn 1 and Mfn 2 could form homo-oligomeric and hetero-oligomeric complexes, and 

thus tether outer membranes of neighboring mitochondria together [13, 14]. For inner 

membrane fusion, it has been proposed that OPA1, an inner membrane protein that 

faces intermembrane space, is primarily involved and OPA1 requires Mfn1, but not 

Mfn2, to mediate this process [12, 15].

In mammalian cells, mitochondrial dynamics are sensitive to various stimuli  [7, 9] 

and the mechanisms underlying the regulation of mitochondrial  dynamics are only 

beginning  to  become  understood.  Most  studies  have  focused  on  DLP1  and 

demonstrated  that  mitochondrial  fission  is  regulated  through  post-translational 

modifications  such  as  the  phosphorylation,  sumoylation,  ubiquitylation,  and 

nitrosylation of DLP1 [16-21]: DLP1 can be phosphorylated at least at two sites (i.e., 

Ser 616 and Ser 637).  While  it  is  suggested that  phosphorylation at  Ser616 (e.g., 

Ser585 in rat) by mitosis promoting factor (MPF, also referred to as cyclin-dependent 

kinase 1) facilitates mitochondria fission [16, 17, 21], there is still debate over the 

effect of phosphorylation at Ser 637 on mitochondrial fission activity with two groups 

reported that DLP1 phosphorylated at Ser637 by PKA inhibits mitochondrial fission 

[16,  17]  and  its  calcium-dependent  dephosphorylation  by  calcineurin  promotes 

mitochondrial  fission  [22],  while  another  group  reported  that  calcium-dependent 

phosphorylation  of  this  site  by  CaM  kinase  1α  induces  DLP1  translocation  to 

mitochondria and enhances mitochondrial fission [23]. DLP1 can be ubiquitinated, a 
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process  that  is  believed  to  facilitate  its  degradation  [24].  On  the  other  hand, 

sumoylation  of  DLP1 by SUMO-1 protects  DLP1 from degradation,  enlarges  the 

stabilized DLP1 pool and facilitates the translocation of DLP1 from cytosol to the 

mitochondria [18]. Most recently, it is reported that S-nitrosylation of DLP1 activates 

GTPase activity and mitochondrial fission [25].

Mitochondrial  Dysfunction  and  Abnormal  Mitochondrial  Dynamics  in 

Alzheimer Disease

AD is a neurodegenerative disorder of the elderly that leads to progressive memory 

loss,  impairments  in  behavior,  language,  visuo-spatial  skills,  and ultimately death. 

The  disease  is  characterized  by  a  progressive  neuronal  loss  and  the  presence  of 

extracellular  deposits  of  amyloid-ß  (Aß)  as  senile  plaques  and  tau-containing 

intracellular  neurofibrillary tangles in the brain. Mutations in Aß precursor protein 

(APP), presenilin 1 and 2 cause early-onset familial form AD. Substantial data from 

positron  emission  tomography (PET)  consistently  demonstrates  a  reduced cerebral 

metabolism  in  temporoparietal  cortices  in  AD  [26]  and  an  increased  oxidative 

utilization, in comparison with glucose utilization, is also well documented [27, 28]. 

Damage  to  both  the  components  and  the  structure  of  mitochondria  as  well  as 

increased  oxidative  stress  are  extensively  reported  in  AD  [29,  30].  The  most 

consistent defect in mitochondrial components in AD has been a deficiency in several 

key  enzymes  of  oxidative  metabolism  including  α-ketoglutarate  dehydrogenase 

complex (KGDHC) and pyruvate dehydrogenase complex (PDHC), two enzymes in 

the rate-limiting step of the tricarboxylic acid cycle, and cytochrome oxidase (COX), 

the  terminal  enzyme  in the  mitochondrial  respiratory chain  that  is  responsible  for 

reducing molecular oxygen [31-37].  Altered calcium homeostasis is also reported in 

AD  cytoplasmic  hybrid  (cybrids)  made  from  mtDNA  of  AD  subject  [38,  39]. 

Sporadic mtDNA rearrangement (e.g.,  the common 5-kb deletion)  and many more 

sporadic  mutations  in  the mtDNA control  region is  significantly  increased  in  AD 

patients  compared  with  control  cases  [40-42].  High  incidence  of  mtDNA  base 

changes  are  also  found  in  Down’s  syndrome  [43].  Presenilin  1  is  found  in 

mitochondria  and  mutant  presenilin  1  affects  axonal  transport  of  mitochondria 

presumably by affecting  phosphorylation  of kinesin light  chain through effects  on 

GSK3β [44].  APP is also found in mitochondria and recent results suggest that APP 

accumulates exclusively in the protein import channels of mitochondria of human AD 
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brains  but not in age-matched controls  and the levels  of translocationally arrested 

mitochondrial APP directly correlate with mitochondrial dysfunction and severity of 

the disease [45]. Aβ localizes to mitochondria and specifically interacts with certain 

mitochondrial proteins, which potentiates mitochondrial, neuronal and synaptic stress 

[46, 47].

Earlier  ultrastructural  morphometric  studies  on  mitochondria  revealed  that  AD 

neurons  contained  a  significantly  lower percentage  of  normal  mitochondria  and a 

significantly higher percentage of the mitochondria with broken cristae compared to 

aged-matched  control  group  [41].  Most  interestingly,  significant  changes  in 

mitochondrial size and number occurred in vulnerable neurons in AD [41], suggesting 

that a potential change in mitochondrial dynamics may be involved. Such a notion is 

further  supported  by  the  finding  that  fibroblasts  from  AD  patients  demonstrated 

abnormal mitochondrial dynamics compared to normal healthy fibroblasts from age-

matched control patients [48]. Indeed, expression levels of DLP1, OPA1, Mfn1 and 

Mfn2 are significantly reduced while Fis1 levels are increased in hippocampal tissues 

from  AD  patients  compared  with  age-matched  controls  [49].  Because 

immunocytochemical studies demonstrate that they primarily expressed in neurons, 

these findings thus confirm a tipped balance of mitochondrial fission and fusion in 

pyramidal neurons of AD. In addition to morphological changes of mitochondria, one 

likely  outcome  of  the  altered  expression  of  these  fission  and  fusion  proteins  is 

abnormal mitochondrial distribution since manipulations of these proteins in neurons 

mimicking these changes in AD neurons all caused reduced dendritic mitochondrial 

coverage [49]. In fact, this is consistent with the finding that mitochondria accumulate 

in the soma and are reduced in neuronal processes in vivo in AD pyramidal neurons 

[49]. Earlier studies demonstrated that exposure of primary neurons to preaggregated 

Aβ25–35 induces acute impairment in mitochondrial axonal transport [50] and striking 

mitochondrial  fragmentation  prior  to  neuronal  demise  [51],  presumably  through 

enhanced nitric oxide (NO) production and increased S-nitrosylated DLP1 formation 

which activates GTPase activity and mitochondrial fission [25]. Indeed, increased S-

nitrosylation  of  DLP1 is  also  found  in  AD brain  tissues  [25,  49].  More  detailed 

studies  suggest  that  overexpression  of  APP  and  the  familial  AD-causing  APPsw 

mutant and treatment with ADDLs induce mitochondrial fragmentation and abnormal 

distribution under conditions that no cell death occurs [49, 52], suggesting that Aβ-

induced abnormal mitochondrial dynamics may play important roles at early stages 
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during the pathogenesis of AD. In this regard, it is of interest to note that synaptic 

dysfunction is one of the early and most robust correlate of AD-associated cognitive 

deficits  and  abnormal  mitochondrial  dynamics  likely  play  an  important  role  in 

ADDLs-induced  synaptic  abnormalities  because  ADDLs-induced  loss  of  dendritic 

spine  and  PSD95 puncta  correlated  with  abnormal  mitochondrial  distribution  and 

DLP1  overexpression,  likely  through  repopulation  of  neuronal  processes  with 

mitochondria, preventing ADDLs-induced synaptic loss [49, 53].

Mitochondrial  Dysfunction  and  Abnormal  Mitochondrial  Dynamics  in 

Parkinson Disease

Parkinson disease (PD) is the second most common neurodegenerative disease after 

AD. PD is characterized by the progressively diminished ability to initiate voluntary 

movement owing to the loss of dopaminergic neurons in the substantia nigra. Genetic 

studies indicated that most PD cases are sporadic, but a small fraction of PD cases do 

exhibit  evidence of heritability.  Molecular and genetic studies in familial  PD have 

identified  pathogenic  mutations  in  five  genes  including  alpha  synuclein,  PINK-1, 

Parkin,  DJ-1  and  most  recently,  Leucine-rich  repeat  kinase  2  (LRRK2)  [54,  55]. 

Compelling evidence suggest that mitochondrial dysfunction could represent a critical 

event  in  the  pathogenesis  of  PD:  1)  in  idiopathic  PD,  consistent  and  significant 

deficits  in subunits  and activity of mitochondrial  respiratory chain complex 1 was 

reported in the substantia nigra and blood platelets of PD patients as well as in cybrids 

cell  lines  [56];  Accumulation  of  mtDNA deletions  occurs  in  SNpc  dopaminergic 

neurons [57] and transfer of mtDNA from platelets of PD patients into cells depleted 

of their own mtDNA causes complex I deficiency [58]. 2) complex 1 inhibitors such 

as MPP+ and rotenone induce a Parkinson-like clinical syndrome in human [59, 60]. 

3)  Several  recently  identified  familial  PD genes  are  localized  to  and  involved  in 

mitochondrial functions including PINK-1, Parkin and DJ-1 [56].  

Increasing evidence suggests that  abnormal  mitochondrial  dynamics  is  involved in 

mitochondrial  dysfunction  or  mediates  neuronal  death  in  PD models.  In  CV1-4A 

cells,  rotenone induces  a  rapid DLP1-dependent  mitochondrial  fragmentation  with 

intact internal mitochondrial structure which can be reversed after the removal of the 

inhibitor,  suggesting  that  mitochondrial  (dys)function  can  elicit  reversible 

mitochondrial  morphological  changes  [61].  This  observation  was  confirmed  in 
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neuronal cells in which rotenone induces rapid mitochondrial fragmentation prior to 

neuronal death, and prevention of mitochondrial fission by overexpressing Mfn1 or 

dominant  negative  DLP1  mutant  also  prevented  rotenone-induced  neuronal  death 

[51]. Similarly, 6-OHDA also induces DLP1-dependent mitochondrial fission which 

precedes  and  mediates  neuronal  apoptosis  [62],  suggesting  that  excessive 

mitochondrial  fission  might  be  mediating  neurotoxicity  induced  by  complex  I 

inhibition.  Genetic factors associated with PD also cause changes in mitochondrial 

dynamics. For example, DJ-1 knock-out MEFs demonstrated reduced mitochondrial 

connectivity due to fragmentation which can be rescued by overexpression of wild 

type  human  DJ-1  [63].  PINK1-deficient  Drosophila  demonstrated  prominent 

mitochondrial  abnormalities  including  fragmented  cristae  and  hollow-appearing 

mitochondria or mitochondrial enlargement and disintegration which can be rescued 

by Parkin overexpression [64-66], suggesting that PINK1 and Parkin converge within 

a single pathway related to mitochondrial damage. More detailed genetic screening 

studies  by  manipulating  expression  of  mitochondrial  fission/fusion  proteins  in 

PINK1-deficient  or  Parkin-deficient  flies  from several  different  groups  suggest  an 

emerging consensual view that the PINK1/Parkin pathway promotes mitochondrial 

fission and/or inhibits mitochondrial fusion in Drosophila [67-70]. Such a notion is 

also supported by some studies in mammalian cells. For example, mitochondria of 

fibroblasts  from patients  carrying  Parkin  mutations  demonstrated  more  branching 

networks  although  no  changes  in  mitochondrial  length  were  noted  [71].  PINK1 

knockdown in COS-7 cells leads to elongated mitochondria which can be inhibited by 

DLP1 or Fis1 overexpression [70]. However, emerging evidence  in mammalian cells 

have  shown very  different  effect  of  PINK1/Parkin  on  mitochondrial  morphology: 

siRNA knockdown of PINK1 or Parkin in Hela cells or neurobalstoma cells leads to 

mitochondrial  fragmentation  [69,  72,  73]  which  is  coordinated  with  enhanced 

mitochondrial  turnover  by  autophagy  [74].  DLP1  oeverexpression  exacerbate  the 

PINK1  deficiency  phenotype  while  DLP1  knockdown  or  expression  of  dominant 

negative  DLP1  mutant  rescue  them  [75].  Primary  fibroblasts  from  PD  patients 

carrying PINK1 mutations also demonstrated a fragmented mitochondria network in a 

noticeable minority of cells [73, 76]. Despite the discrepancy, it is apparent that the 

role  of  these  PD-associated  genes  in  regulating  mitochondrial  function,  and  how 

dysregulation of these genes resulted in PD are just beginning to be unraveled and it is 

very likely an altered mitochondrial dynamics is a common pathogenic pathway. 
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Mitochondrial  Dysfunction  and  Abnormal  Mitochondrial  Dynamics  in  Other 

Neurodegenerative Disease

Amyotrophic  Lateral  Sclerosis:  Human  amyotrophic  lateral  sclerosis  (ALS),  also 

known as Lou Gehrig’s disease,  is a neurodegenerative disease characterized by a 

progressive and fatal degeneration of the large pyramidal neurons in the motor cortex 

and associated corticospinal tracts as well as lower motor neurons originating in the 

brainstem nuclei and spinal cord anterior horn, resulting in loss of motor function, 

muscle atrophy and eventual paralysis, speech deficit and death. Apparently sporadic 

in  90%  of  cases,  ALS  also  presents  as  a  familial,  usually  autosomal  dominant, 

disease,  20% of  which  cases  are  due  to  mutations  on  the  SOD1  gene  and  it  is 

considered to be a toxic gain of function rather than a loss of normal SOD1 activity 

[77]. Biochemical studies revealed decreased complex IV activity in the spinal cord 

and individual spinal motor neurons [78, 79]. Such mitochondrial defects were also 

found in peripheral tissues from ALS patients [80, 81]. Levels of the “common 5-kb 

deletion” are also increased in the motor cortex and skeletal muscle of ALS cases [80, 

82].  Consistently,  respiratory  deficits  indicative  of  mitochondrial  function 

abnormalities are widespread and appear early in the course of the disease in mutant 

SOD1 transgenic mice [83]. Interestingly, a proportion of the predominantly cytosolic 

SOD1 localizes  to  mitochondria  in  brain  samples  from ALS patients  and  mutant 

SOD1 mice [84], which could presumably damage mitochondrial function. Multiple 

lines of studies suggested mitochondrial morphological abnormalities in ALS patients 

and  animal  models.  Earlier  studies  demonstrated  the  presence  of  aggregates  of 

mitochondria in the subsarcolemmal region of muscles [85] and appearance of dense 

conglomerates of mitochondria in anterior horn neurons of the lumbar spinal cord of 

ALS patients [86]. Strikingly vacuolated and dilated mitochondria with disorganized 

cristae  and  membranes  [87],  presumably  deriving  from  expansion  of  the  outer 

mitochondrial membrane and intermembrane space [88], are present in motor neurons 

devoid  of  any apoptotic  features  at  asymptomatic  stages  of  the disease in  mutant 

SOD1 transgenic  mice.  Continuous expression of G93A SOD1 mutant  induces an 

extensive fragmentation of mitochondrial network and cristae remodeling in NSC-34 

motoneuronal-like cells but not in N18TG2 neuroblastoma cells or non-neuronal cells 

[89], suggesting that excessive mitochondrial fission may be involved in the selective 

vulnerability of motoneuronal mitochondria to SOD1 mutation.
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Hungtington’s  disease: Huntington's  disease  (HD)  is  a  genetic  neurodegenerative 

disease  characterized  by  loss  of  capacity  in  movement  control,  cognition,  and 

emotional  regulation  due  to  the  striatal  neuronal  loss  caused  by  a  CAG  repeat 

expansion (>35 CAGs) in the first exon of the Huntingtin (Htt) gene which becomes 

translated  into  long  stretches  of  glutamines  [90].  Growing  evidence  suggest  that 

mitochondrial  dysfunction is involved in the pathogenesis of HD either directly or 

indirectly  [91].  Positron  emission  tomography  imaging  studies  have  revealed 

hypometabolism in the caudate,  putamen,  and cerebral  cortex of symptomatic  HD 

subjects  and nonsymptomatic  known HD gene carriers  [92]. Significant  defects  in 

mitochondrial respiratory enzymes, including mitochondrial succinate dehydrogenase 

(SDH, complex  II)  and aconitase,  have been consistently reported in brain tissues 

from HD patients [93]. More importantly, SDH inhibitors including 3-nitropropionic 

acid and malonate cause medium spiny neuronal loss and clinical and pathological 

features  reminiscent  of  HD in rodents  and non-human  primates  [94,  95].  mtDNA 

damage and deletion were documented in HD patients and animal models [96, 97]. 

Htt  aggregates  are  associated  with  mitochondria  and  mutant  Htt  directly  impacts 

mitochondrial  membrane  potential,  calcium  handling  [98]  and  mitochondrial 

trafficking  in  axon [99,  100].  Most  recently,  it  is  reported that  mutant  Htt  causes 

mitochondrial  fragmentation,  likely through the inhibition of mitochondrial  fusion, 

along  with  reduced  ATP  levels  [101].  Remarkably,  overexpression  of  Mfn2  or 

dominant negative DLP1 mutant not only prevents mitochondrial fragmentation, but 

also  restores  ATP  levels  [101],  suggesting  that  mutant  Htt-induced  excessive 

mitochondrial  fission mediates mutant Htt-induced mitochondrial  dysfunction (e.g., 

ATP  levels).  More  importantly,  DLP1  knockdown  rescues  the  motility  defects 

associated  with  expression  of  mutant  Htt  in  a  C.  elegans  model  of  HD  [101], 

suggesting  that  mutant  Htt-induced  excessive  mitochondrial  fission  also  mediates 

neuronal dysfunction that leads to motility deficit. SDH inhibition by 3-nitropropionic 

acid caused excessive mitochondrial fission and consequent neuronal death [102].

Abnormal  Mitochondrial  Dynamics:  A  Common  Pathway  Mediating 

Mitochondrial Dysfunction and Neuronal Dysfunction?

Despite  the  fact  that  different  neuronal  populations  are  affected  in  the  various 

neurodegenerative  diseases  discussed  above,  one  common  phenomenon  is  that 
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abnormal mitochondrial dynamics is likely involved in these diseases, which suggests 

that altered mitochondrial dynamics may not be involved in the selective vulnerability 

of  specific  neuronal  populations,  but  rather  may  represent  a  common  pathway 

mediating or amplifying mitochondrial dysfunction and neuronal dysfunction during 

the course of neurodegeneration. 

Mitochondrial Function: 

It is assumed that  every mammalian cell maintains a delicate balance of fission and 

fusion  as  reflected  by its  distinctive  mitochondrial  shape  and network.  Therefore, 

unbalanced  fission  or  fusion  will  likely  have  deleterious  impact  to  mitochondrial 

functions. Indeed, in addition to controlling mitochondrial number and morphology, 

mitochondrial dynamics is critical for maintaining various mitochondrial  functions: 

Mfn1/2-null  cells  and  OPA-1  deficient  cells  with  excessively  fragmented 

mitochondria  demonstrate  greatly  reduced  endogenous  and  uncoupled  respiratory 

rates which is due to attenuation of electron transport rates in respiration complexes I, 

III,  and IV and demonstrated reversible interorganellar  heterogeneity in membrane 

potential and inhibition of cell growth [12, 103]. Purkinje cells of Mfn2 conditional 

knockout  mouse  have  aberrant  electron  transport  chain  activity  [104].  Similarly, 

excessive  fusion  induced by genetic  inhibition  of  DLP1 causes  a  reduced rate  of 

mitochondrial ATP synthesis due to a significant decrease in complex-IV activity and 

an inefficient OXPHOS system [1]. Sustained elongation of mitochondria induced by 

Fis1  knockdown  was  also  associated  with  decreased  mitochondrial  membrane 

potential  [105].  Mitochondrial  Ca2+ uptake and intramitochondrial  Ca2+ diffusion is 

impaired in cells  with fragmented mitochondria,  suggesting an imbalance between 

mitochondrial fission and fusion can disrupt normal Ca2+ ion homeostasis [106, 107]. 

Recently  it  was  demonstrated  that  mitochondrial  fragmentation  mediated  by  the 

fission process is a necessary component to increase high glucose-induced respiration 

and  to  ROS  overproduction,  and  inhibition  of  mitochondrial  fission  prevented 

periodic fluctuation of ROS production during high-glucose exposure [108]. On the 

other  hand,  sustained  elongation  also  leads  to  increased  reactive  oxygen  species 

production  [105,  109]. However,  how  excessive  fission  or  fusion  impact 

mitochondrial function is not clear. 

As a dynamics process, the balance between mitochondrial fission and fusion is also 

sensitive to alterations in cellular metabolism, energy status and redox homeostasis. In 
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a recent report by Ichishita et al [110], the authors knocked down 719 genes predicted 

to  code  for  most  of  mitochondrial  proteins.  Strikingly,  >80%  of  them  caused 

abnormal  mitochondrial  morphology,  including fragmentation and elongation.  This 

report  strongly  suggests  that  fundamental  mitochondrial  functions,  including 

metabolism  and  oxidative  phosphorylation,  are  necessary  for  maintenance  of 

mitochondrial tubular networks as well as membrane fission and fusion. Consistent 

with this report, inhibitors of electron transport, ATP synthase, or the permeability 

transition pore (mtPTP) induced reversible mitochondrial fission [61]. Sandebring et 

al.,  suggested  that  PINK1  deficiency  causes  mitochondrial  fission  via  impaired 

mitochondrial  membrane  potential  [75].  Indeed,  mitochondrial  depolarization 

associated with sustained cytosolic Ca2+ rise causes mitochondrial  fragmentation in 

which DLP1 phosphorylation at Ser637 appears to play a critical role [16, 17, 22, 23]. 

A more recent study suggested that inhibition of complex II by 3-nitropropionic acid 

causes  mitochondrial  fission,  likely  mediated  by  increased  oxidative  stress  and 

nitrosative  stress  following  glutamate  receptor  activation  of  the  NMDA  subtype, 

rather than energy deficits per se [102]. In this regard, it is known that short exposure 

to low levels of ROS causes transient changes in the mitochondrial morphology and 

fine structure by inhibiting both the fusion and fission processes through modulation 

of  the  expression  of  fission/fusion  proteins  [111].  That  the  balance  between 

mitochondrial fission and fusion can significantly impact mitochondrial function, and 

is also rapidly affected by mitochondrial function, is likely critical for each and every 

cell to meet its physiological needs under certain and ever-changing environment and 

thus shapes distinctive mitochondrial network between different cell types. However, 

changes that exceed the equilibrium of the balance, leading to either excessive fission 

or  excessive  fusion,  likely  will  cause  a  downward  spiral  (or  vicious  cycle)  that 

exacerbates mitochondrial dysfunction.   Such a downward spiral appears to play a 

role in mitochondrial dysfunction in both genetic factor-induced and mitochondrial 

toxin-induced neurodegeneration models, although it is unclear in the former whether 

genetic factor-induced dynamics changes or functional changes initiate the cascade. 

mtDNA integrity:

One possible mechanism underlying excessive fission/fusion-induced mitochondrial 

dysfunction is through the loss of mtDNA integrity.  mtDNA genome encoding 24 

genes  that  are  involved  in  local  mitochondrial  protein  synthesis  and  13  essential 
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protein subunits of the OXPHOS complexes I, III, IV and V. Therefore, the integrity 

of mtDNA is critical for proper mitochondrial function.  Since each mitochondrion 

contains  1-10 copies of mtDNA and each cell  contains  hundreds of mitochondria, 

mitochondrial dysfunction and cellular dysfunction will manifest only after mtDNA 

defects  accumulate  to  a  certain  threshold  level.  Mitochondrial  fusion  allows  the 

mixture and exchange of mitochondrial contents including mtDNA and its encoded 

proteins. This will enable each individual mitochondrion that has suffered stochastic 

loss of essential components to rapidly replenish their stores, thus effectively lowering 

the effect of defect mtDNA. Therefore, inhibition of mitochondrial fusion will likely 

maximize  and  exacerbate  the  effect  of  defect  mtDNA on mitochondrial  function. 

Indeed,  in  Mfn2  deficient  cells  where  mitochondrial  fusion  is  entirely  abolished, 

mitochondrial  fragmentation results  in a majority of mitochondria  lacking mtDNA 

[104]. Due to the lack of essential  respiratory subunits encoded by mtDNA, these 

mitochondria  lack  electron  transport  activity.  However,  on  the  other  hand, 

mitochondrial  fusion  that  creates  a  shared  compartment  of  mtDNA  may  cause 

expansion of mtDNA deletion mutants because of their survival advantage of rapid 

replication  [112].  Indeed,  preventing  mitochondrial  fission  by  down-regulating 

expression of DLP1 or Fis1 in mammalian cells favors the accumulation of mutant 

mtDNA,  leads  to  a  loss  of  mtDNA  and  a  decrease  of  mitochondrial  respiration 

coupled to an increase in the levels of cellular  ROS [105, 109, 113]. Importantly, 

mitochondrial  fission,  coupled  with  fusion  and  followed  by  autophagy,  allows 

sequestration  and  elimination  of  irreversibly  damaged  mitochondria  and 

mitochondrial  content,  thus  maintaining  the  integrity  and  homogeneity  of 

mitochondria  population  throughout  the  cell  [114].  Therefore,  an  altered  balance 

between mitochondrial fission and fusion may affect the removal of damaged mtDNA 

and  thus  contributes  to  the  accumulation  of  mutant  mtDNA.  In  this  regard,  it  is 

notable  that  accumulation  of  damaged  or  mutated  mtDNA is  almost  an  invariant 

feature of all these neurodegenerative diseases  [40-42, 57, 80, 82, 96, 97]  and it is 

likely that abnormal mitochondrial dynamics is involved.

Synaptic maintenance:

As a specialization for communication, synaptic function and maintenance are critical 

for  neuronal  function  and  survival.  It  is  generally  accepted  that  the  intracellular 

distribution of mitochondria is adapted to and critical for cellular physiology so that 
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mitochondria  concentrate  in  subcellular  regions  with  high  metabolic  requirement 

[115]. Therefore, it is not surprising that, with the high energy demand and calcium 

buffering requirements, synapses are packed with mitochondria [116, 117]. To exert 

their  synaptic  roles,  mitochondria  must  be  transported  from  the  soma  to  distal 

synapses via cytoskeleton and constantly reconfigure to meet synaptic needs [118]. 

While synapses are more sensitive to declines in mitochondrial function than soma, 

due to the considerable length and complex morphology,  they are also much more 

vulnerable to interruption of mitochondrial distribution mechanisms. Not surprisingly, 

deficits in axonal transport, especially the transport of mitochondria, are indicated as 

common themes in neurodegenerative diseases and some of the genetic factors are 

implicated  in  the  regulation  of  mitochondrial  transport.  For  example,  PINK1  is 

involved in mitochondrial trafficking through interaction with Miro and Milton [119], 

thus potentially affecting the distribution of mitochondria. Importantly, mitochondrial 

dynamics  also impact  mitochondrial  movement  and distribution  since  both fission 

mutants  (i.e.,  DLP1)  with  elongated  mitochondria  [120]  and  fusion  mutants  (i.e., 

OPA1)  with  short,  rounded  mitochondria  [121]  caused  mitochondrial  distribution 

changes, although the mechanisms involved are not clear. Indeed, in primary neuronal 

cultures, perturbation of either mitochondrial fission or fusion proteins affected the 

number of dendritic mitochondria which in turn affected the number and plasticity of 

spines and synapses and there is a correlation between dendritic spine morphogenesis 

and recruitment of nearby mitochondria [49, 122]. ADDLs-induced loss of dendritic 

spine  and  PSD95-positive  puncta  correlated  with  reduced  dendritic  density  of 

mitochondria  and can  be  prevented  by DLP1 overexpression  which  only  restored 

normal dendritic mitochondrial density but had no effect on mitochondrial function 

[49]. In  vivo,  DLP1  mutations  in  Drosophila  led  to  elongated  mitochondria  and 

failure  to  properly  populate  the  distal  axon  with  mitochondria  [123].  It  causes 

synaptic dysfunction including elevated basal calcium levels and failure to mobilize 

reserve pool  vesicles  during intense stimulation  at  neuromuscular  junction (NMJ). 

Neuron-specific  DLP1-deficient  mouse  die  shortly  after  birth  as  a  result  of  brain 

hypoplasia with apoptosis. Aggregated mitochondria that failed to distribute properly 

within the cell processes correlated with a decreased number of neurites and defective 

synapse  formation,  which  is  likely  the  cause  of  abnormal  forebrain  development 

[124]. Similarly,  cerebellum-specific Mfn2-deficiency causes movement defect and 

lethality   due  to  extensive  degeneration  of  Purkinje  cells  [104].  Although  Mfn2-
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deficiency-induced  excessive  fragmentation  which  causes  severe  mitochondrial 

dysfunction is thought to play a major role, Mfn2-deficiency aberrant mitochondrial 

distribution in Purkinje cells likely also contributes to deficits in dendritic outgrowth, 

spine formation, and cell survival. Synaptic dysfunction is arguably the earliest event 

in most neurodegenerative diseases causing clinical symptoms such as memory loss, 

cognitive decline and motor dysfunction and an abnormal mitochondrial dynamics is 

likely a contributing factor causing the early manifestation of synaptic dysfunction via 

abnormal mitochondrial distribution. 

Cell death:

Extensive  neuronal  death  occurs  in  neurodegenerative  diseases  and  despite  the 

controversy,  apoptosis  is  implicated.  Mitochondrial  dynamics  are  involved  in  the 

regulation of apoptosis with mitochondrial fragmentation being an early event during 

apoptosis  that  precedes  cytochrome  c  release  and  caspase  activation  [125].  Upon 

apoptotic induction, Bax/Bak-dependent sumoylation and mitochondrial recruitment 

of  DLP1  increases  along  with  increased  mitochondrial  fission  [126].  DLP1 

downregulation  by  RNAi  decreases  mitochondrial  fragmentation,  cytochrome  c 

release, casapse activation and cell death [125]. Similarly, DLP1 inhibitor, mdivi-1, 

inhibits DLP1 translocation to mitochondria and mitochondrial fission and cell death 

[127].  Mitochondrial  fusion  was  found  to  be  blocked  during  apoptosis  [128]. 

Knockdown of Mfn1, Mfn2 or OPA1 increases the cellular vulnerability to apoptotic 

stimuli while overexpression of these fusion proteins renders resistance [129]. OPA1 

also  controls  apoptotic  cristae  remodeling  during  apoptosis  independent  of  fusion 

[130, 131]. Bcl-2 family members including Bax, Bak, Bcl-2 and Bcl-xL were found 

to affect mitochondrial dynamics and specifically interact with Mfn1 or Mfn2 which 

further links mitochondrial dynamics and regulation of apoptosis [132]. In general, 

inhibition of fission reduces apoptosis while inhibition of fusion facilitates cell death 

[125, 133, 134]. However, apoptosis can occur in the absence of mitochondrial fission 

and  excessive  mitochondrial  fission  may  not  necessarily  cause  apoptosis  [61]. 

Moreover,  it  was  also reported  that  DLP1-dependent  mitochondrial  fission  blocks 

intraorganellar  Ca2+ waves thereby protecting cells  against  Ca2+-mediated forms of 

apoptosis [107]. Neuron specific DLP1 deficient mice die shortly after birth due to 

brain  hypoplasia  with  apoptosis  [124].  Apparently,  further  studies  are  needed  to 
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elucidate the role of mitochondrial fission and fusion in the regulation of apoptosis 

and other types of cell death and its potential contribution to neurodegeneration. 

Conclusion

There is no doubt that mitochondrial abnormalities and dysfunction are involved in 

neurodegenerative diseases, however, it is still a matter of debate whether or not such 

abnormalities are a cause or merely a consequence--among many--of the diseases. It 

is  also not clear  how mitochondrial  abnormalities  and dysfunction  cause selective 

neurodegeneration  in  different  neurodegenerative  diseases.  With  the  deeper 

understanding of dynamic nature of mitochondria characterized by a tightly controlled 

balance  of  fission  and  fusion,  emerging  evidence  suggests  that  abnormal 

mitochondrial dynamics is involved in various neurodegenerative diseases. Although 

this recent development in the field will unlikely resolve the debate over a causal and 

selective  role  of  mitochondrial  dysfunction  in  neurodegeneration,  given  that 

mitochondrial  dynamics  significantly  impacts  mitochondrial  genome  integrity  and 

bioenergetics and neuronal functions including synaptic maintenance and cell death, it 

is  very  likely  that  abnormal  mitochondrial  dynamics  represents  a  key  common 

pathway mediating or amplifying mitochondrial dysfunction and neuronal dysfunction 

during  the  course  of  neurodegeneration.  Therefore,  strategies  to  modify  abnormal 

mitochondrial dynamics may be an attractive therapeutic intervention target for the 

treatment of neurodegenerative diseases.

17



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

REFERENCES

[1] G. Benard, N. Bellance, D. James, P. Parrone, H. Fernandez, T. Letellier, R. Rossignol, 
Mitochondrial bioenergetics and structural network organization, Journal of cell 
science 120 (2007) 838-848.

[2] C. Delettre, G. Lenaers, J.M. Griffoin, N. Gigarel, C. Lorenzo, P. Belenguer, L. 
Pelloquin, J. Grosgeorge, C. Turc-Carel, E. Perret, C. Astarie-Dequeker, L. Lasquellec, 
B. Arnaud, B. Ducommun, J. Kaplan, C.P. Hamel, Nuclear gene OPA1, encoding a 
mitochondrial dynamin-related protein, is mutated in dominant optic atrophy, Nat 
Genet 26 (2000) 207-210.

[3] O. Kann, R. Kovacs, Mitochondria and neuronal activity, Am J Physiol Cell Physiol 292 
(2007) C641-657.

[4] D.A. Rusakov, Ca2+-dependent mechanisms of presynaptic control at central 
synapses, Neuroscientist 12 (2006) 317-326.

[5] D. Zenisek, G. Matthews, The role of mitochondria in presynaptic calcium handling 
at a ribbon synapse, Neuron 25 (2000) 229-237.

[6] P.J. Hollenbeck, Mitochondria and neurotransmission: evacuating the synapse, 
Neuron 47 (2005) 331-333.

[7] D.C. Chan, Mitochondria: dynamic organelles in disease, aging, and development, 
Cell 125 (2006) 1241-1252.

[8] X. Wang, B. Su, L. Zheng, G. Perry, M.A. Smith, X. Zhu, The role of abnormal 
mitochondrial dynamics in the pathogenesis of Alzheimer's disease, J Neurochem 
109 Suppl 1 (2009) 153-159.

[9] A.B. Knott, G. Perkins, R. Schwarzenbacher, E. Bossy-Wetzel, Mitochondrial 
fragmentation in neurodegeneration, Nat Rev Neurosci 9 (2008) 505-518.

[10] E. Smirnova, L. Griparic, D.L. Shurland, A.M. van der Bliek, Dynamin-related protein 
Drp1 is required for mitochondrial division in mammalian cells, Molecular biology of 
the cell 12 (2001) 2245-2256.

[11] D.I. James, P.A. Parone, Y. Mattenberger, J.C. Martinou, hFis1, a novel component of 
the mammalian mitochondrial fission machinery, The Journal of biological chemistry 
278 (2003) 36373-36379.

[12] H. Chen, A. Chomyn, D.C. Chan, Disruption of fusion results in mitochondrial 
heterogeneity and dysfunction, The Journal of biological chemistry 280 (2005) 
26185-26192.

[13] N. Ishihara, Y. Eura, K. Mihara, Mitofusin 1 and 2 play distinct roles in mitochondrial 
fusion reactions via GTPase activity, Journal of cell science 117 (2004) 6535-6546.

[14] S. Zuchner, I.V. Mersiyanova, M. Muglia, N. Bissar-Tadmouri, J. Rochelle, E.L. Dadali, 
M. Zappia, E. Nelis, A. Patitucci, J. Senderek, Y. Parman, O. Evgrafov, P.D. Jonghe, Y. 
Takahashi, S. Tsuji, M.A. Pericak-Vance, A. Quattrone, E. Battaloglu, A.V. Polyakov, V. 
Timmerman, J.M. Schroder, J.M. Vance, Mutations in the mitochondrial GTPase 
mitofusin 2 cause Charcot-Marie-Tooth neuropathy type 2A, Nat Genet 36 (2004) 
449-451.

[15] S. Cipolat, O. Martins de Brito, B. Dal Zilio, L. Scorrano, OPA1 requires mitofusin 1 to 
promote mitochondrial fusion, Proceedings of the National Academy of Sciences of 
the United States of America 101 (2004) 15927-15932.

[16] C.R. Chang, C. Blackstone, Cyclic AMP-dependent protein kinase phosphorylation of 
Drp1 regulates its GTPase activity and mitochondrial morphology, The Journal of 
biological chemistry 282 (2007) 21583-21587.

18



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[17] J.T. Cribbs, S. Strack, Reversible phosphorylation of Drp1 by cyclic AMP-dependent 
protein kinase and calcineurin regulates mitochondrial fission and cell death, EMBO 
reports 8 (2007) 939-944.

[18] Z. Harder, R. Zunino, H. McBride, Sumo1 conjugates mitochondrial substrates and 
participates in mitochondrial fission, Curr Biol 14 (2004) 340-345.

[19] M. Karbowski, A. Neutzner, R.J. Youle, The mitochondrial E3 ubiquitin ligase 
MARCH5 is required for Drp1 dependent mitochondrial division, J Cell Biol 178 
(2007) 71-84.

[20] K. Meuer, I.E. Suppanz, P. Lingor, V. Planchamp, B. Goricke, L. Fichtner, G.H. Braus, 
G.P. Dietz, S. Jakobs, M. Bahr, J.H. Weishaupt, Cyclin-dependent kinase 5 is an 
upstream regulator of mitochondrial fission during neuronal apoptosis, Cell Death 
Differ 14 (2007) 651-661.

[21] N. Taguchi, N. Ishihara, A. Jofuku, T. Oka, K. Mihara, Mitotic phosphorylation of 
dynamin-related GTPase Drp1 participates in mitochondrial fission, The Journal of 
biological chemistry 282 (2007) 11521-11529.

[22] G.M. Cereghetti, A. Stangherlin, O. Martins de Brito, C.R. Chang, C. Blackstone, P. 
Bernardi, L. Scorrano, Dephosphorylation by calcineurin regulates translocation of 
Drp1 to mitochondria, Proc Natl Acad Sci U S A 105 (2008) 15803-15808.

[23] X.J. Han, Y.F. Lu, S.A. Li, T. Kaitsuka, Y. Sato, K. Tomizawa, A.C. Nairn, K. Takei, H. 
Matsui, M. Matsushita, CaM kinase I alpha-induced phosphorylation of Drp1 
regulates mitochondrial morphology, J Cell Biol 182 (2008) 573-585.

[24] N. Nakamura, Y. Kimura, M. Tokuda, S. Honda, S. Hirose, MARCH-V is a novel 
mitofusin 2- and Drp1-binding protein able to change mitochondrial morphology, 
EMBO Rep 7 (2006) 1019-1022.

[25] D.H. Cho, T. Nakamura, J. Fang, P. Cieplak, A. Godzik, Z. Gu, S.A. Lipton, S-
nitrosylation of Drp1 mediates beta-amyloid-related mitochondrial fission and 
neuronal injury, Science 324 (2009) 102-105.

[26] S. Minoshima, B. Giordani, S. Berent, K.A. Frey, N.L. Foster, D.E. Kuhl, Metabolic 
reduction in the posterior cingulate cortex in very early Alzheimer's disease, Ann 
Neurol 42 (1997) 85-94.

[27] H. Fukuyama, M. Ogawa, H. Yamauchi, S. Yamaguchi, J. Kimura, Y. Yonekura, J. 
Konishi, Altered cerebral energy metabolism in Alzheimer's disease: a PET study, J 
Nucl Med 35 (1994) 1-6.

[28] S. Hoyer, Intermediary metabolism disturbance in AD/SDAT and its relation to 
molecular events, Prog Neuropsychopharmacol Biol Psychiatry 17 (1993) 199-228.

[29] X. Zhu, H.G. Lee, G. Casadesus, J. Avila, K. Drew, G. Perry, M.A. Smith, Oxidative 
imbalance in Alzheimer's disease, Molecular neurobiology 31 (2005) 205-217.

[30] X. Zhu, G. Perry, P.I. Moreira, G. Aliev, A.D. Cash, K. Hirai, M.A. Smith, Mitochondrial 
abnormalities and oxidative imbalance in Alzheimer disease, J Alzheimers Dis 9 
(2006) 147-153.

[31] G.E. Gibson, K.F. Sheu, J.P. Blass, Abnormalities of mitochondrial enzymes in 
Alzheimer disease, J Neural Transm 105 (1998) 855-870.

[32] K. Chandrasekaran, T. Giordano, D.R. Brady, J. Stoll, L.J. Martin, S.I. Rapoport, 
Impairment in mitochondrial cytochrome oxidase gene expression in Alzheimer 
disease, Brain Res Mol Brain Res 24 (1994) 336-340.

[33] D.A. Cottrell, E.L. Blakely, M.A. Johnson, P.G. Ince, D.M. Turnbull, Mitochondrial 
enzyme-deficient hippocampal neurons and choroidal cells in AD, Neurology 57 
(2001) 260-264.

[34] I. Maurer, S. Zierz, H.J. Moller, A selective defect of cytochrome c oxidase is present 
in brain of Alzheimer disease patients, Neurobiol Aging 21 (2000) 455-462.

19



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[35] Z. Nagy, M.M. Esiri, M. LeGris, P.M. Matthews, Mitochondrial enzyme expression in 
the hippocampus in relation to Alzheimer-type pathology, Acta Neuropathol (Berl) 
97 (1999) 346-354.

[36] W.D. Parker, Jr., N.J. Mahr, C.M. Filley, J.K. Parks, D. Hughes, D.A. Young, C.M. 
Cullum, Reduced platelet cytochrome c oxidase activity in Alzheimer's disease, 
Neurology 44 (1994) 1086-1090.

[37] W.D. Parker, Jr., J. Parks, C.M. Filley, B.K. Kleinschmidt-DeMasters, Electron 
transport chain defects in Alzheimer's disease brain, Neurology 44 (1994) 1090-
1096.

[38] S.M. Khan, D.S. Cassarino, N.N. Abramova, P.M. Keeney, M.K. Borland, P.A. Trimmer, 
C.T. Krebs, J.C. Bennett, J.K. Parks, R.H. Swerdlow, W.D. Parker, Jr., J.P. Bennett, Jr., 
Alzheimer's disease cybrids replicate beta-amyloid abnormalities through cell death 
pathways, Annals of neurology 48 (2000) 148-155.

[39] J.P. Sheehan, R.H. Swerdlow, W.D. Parker, S.W. Miller, R.E. Davis, J.B. Tuttle, Altered 
calcium homeostasis in cells transformed by mitochondria from individuals with 
Parkinson's disease, Journal of neurochemistry 68 (1997) 1221-1233.

[40] P.E. Coskun, M.F. Beal, D.C. Wallace, Alzheimer's brains harbor somatic mtDNA 
control-region mutations that suppress mitochondrial transcription and replication, 
Proceedings of the National Academy of Sciences of the United States of America 
101 (2004) 10726-10731.

[41] K. Hirai, G. Aliev, A. Nunomura, H. Fujioka, R.L. Russell, C.S. Atwood, A.B. Johnson, Y. 
Kress, H.V. Vinters, M. Tabaton, S. Shimohama, A.D. Cash, S.L. Siedlak, P.L. Harris, 
P.K. Jones, R.B. Petersen, G. Perry, M.A. Smith, Mitochondrial abnormalities in 
Alzheimer's disease, J Neurosci 21 (2001) 3017-3023.

[42] M. Corral-Debrinski, T. Horton, M.T. Lott, J.M. Shoffner, A.C. McKee, M.F. Beal, B.H. 
Graham, D.C. Wallace, Marked changes in mitochondrial DNA deletion levels in 
Alzheimer brains, Genomics 23 (1994) 471-476.

[43] S. Arbuzova, T. Hutchin, H. Cuckle, Mitochondrial dysfunction and Down's syndrome, 
Bioessays 24 (2002) 681-684.

[44] G. Pigino, G. Morfini, A. Pelsman, M.P. Mattson, S.T. Brady, J. Busciglio, Alzheimer's 
presenilin 1 mutations impair kinesin-based axonal transport, J Neurosci 23 (2003) 
4499-4508.

[45] L. Devi, B.M. Prabhu, D.F. Galati, N.G. Avadhani, H.K. Anandatheerthavarada, 
Accumulation of amyloid precursor protein in the mitochondrial import channels of 
human Alzheimer's disease brain is associated with mitochondrial dysfunction, J 
Neurosci 26 (2006) 9057-9068.

[46] H. Du, L. Guo, F. Fang, D. Chen, A.A. Sosunov, G.M. McKhann, Y. Yan, C. Wang, H. 
Zhang, J.D. Molkentin, F.J. Gunn-Moore, J.P. Vonsattel, O. Arancio, J.X. Chen, S.D. 
Yan, Cyclophilin D deficiency attenuates mitochondrial and neuronal perturbation 
and ameliorates learning and memory in Alzheimer's disease, Nat Med 14 (2008) 
1097-1105.

[47] M. Manczak, T.S. Anekonda, E. Henson, B.S. Park, J. Quinn, P.H. Reddy, Mitochondria 
are a direct site of A beta accumulation in Alzheimer's disease neurons: implications 
for free radical generation and oxidative damage in disease progression, Human 
molecular genetics 15 (2006) 1437-1449.

[48] X. Wang, B. Su, H. Fujioka, X. Zhu, Dynamin-like protein 1 reduction underlies 
mitochondrial morphology and distribution abnormalities in fibroblasts from 
sporadic Alzheimer's disease patients, Am J Pathol 173 (2008) 470-482.

[49] X. Wang, B. Su, H.G. Lee, X. Li, G. Perry, M.A. Smith, X. Zhu, Impaired balance of 
mitochondrial fission and fusion in Alzheimer's disease, J Neurosci 29 (2009) 9090-
9103.

20



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[50] Y. Rui, P. Tiwari, Z. Xie, J.Q. Zheng, Acute impairment of mitochondrial trafficking by 
beta-amyloid peptides in hippocampal neurons, J Neurosci 26 (2006) 10480-10487.

[51] M.J. Barsoum, H. Yuan, A.A. Gerencser, G. Liot, Y. Kushnareva, S. Graber, I. Kovacs, 
W.D. Lee, J. Waggoner, J. Cui, A.D. White, B. Bossy, J.C. Martinou, R.J. Youle, S.A. 
Lipton, M.H. Ellisman, G.A. Perkins, E. Bossy-Wetzel, Nitric oxide-induced 
mitochondrial fission is regulated by dynamin-related GTPases in neurons, EMBO J 
25 (2006) 3900-3911.

[52] X. Wang, B. Su, S.L. Siedlak, P.I. Moreira, H. Fujioka, Y. Wang, G. Casadesus, X. Zhu, 
Amyloid-beta overproduction causes abnormal mitochondrial dynamics via 
differential modulation of mitochondrial fission/fusion proteins, Proc Natl Acad Sci U 
S A 105 (2008) 19318-19323.

[53] P.H. Reddy, Amyloid beta, mitochondrial structural and functional dynamics in 
Alzheimer's disease, Experimental neurology 218 (2009) 286-292.

[54] S. Lesage, A. Brice, Parkinson's disease: from monogenic forms to genetic 
susceptibility factors, Hum Mol Genet 18 (2009) R48-59.

[55] A. Abeliovich, M. Flint Beal, Parkinsonism genes: culprits and clues, J Neurochem 99 
(2006) 1062-1072.

[56] C. Henchcliffe, M.F. Beal, Mitochondrial biology and oxidative stress in Parkinson 
disease pathogenesis, Nat Clin Pract Neurol 4 (2008) 600-609.

[57] A. Bender, K.J. Krishnan, C.M. Morris, G.A. Taylor, A.K. Reeve, R.H. Perry, E. Jaros, J.S. 
Hersheson, J. Betts, T. Klopstock, R.W. Taylor, D.M. Turnbull, High levels of 
mitochondrial DNA deletions in substantia nigra neurons in aging and Parkinson 
disease, Nat Genet 38 (2006) 515-517.

[58] R.H. Swerdlow, J.K. Parks, S.W. Miller, J.B. Tuttle, P.A. Trimmer, J.P. Sheehan, J.P. 
Bennett, Jr., R.E. Davis, W.D. Parker, Jr., Origin and functional consequences of the 
complex I defect in Parkinson's disease, Ann Neurol 40 (1996) 663-671.

[59] M.F. Beal, Mitochondria, oxidative damage, and inflammation in Parkinson's disease, 
Annals of the New York Academy of Sciences 991 (2003) 120-131.

[60] G. Fiskum, A. Starkov, B.M. Polster, C. Chinopoulos, Mitochondrial mechanisms of 
neural cell death and neuroprotective interventions in Parkinson's disease, Annals of 
the New York Academy of Sciences 991 (2003) 111-119.

[61] K.J. De Vos, V.J. Allan, A.J. Grierson, M.P. Sheetz, Mitochondrial function and actin 
regulate dynamin-related protein 1-dependent mitochondrial fission, Curr Biol 15 
(2005) 678-683.

[62] M. Gomez-Lazaro, N.A. Bonekamp, M.F. Galindo, J. Jordan, M. Schrader, 6-
Hydroxydopamine (6-OHDA) induces Drp1-dependent mitochondrial fragmentation 
in SH-SY5Y cells, Free Radic Biol Med 44 (2008) 1960-1969.

[63] J. Blackinton, M. Lakshminarasimhan, K.J. Thomas, R. Ahmad, E. Greggio, A.S. Raza, 
M.R. Cookson, M.A. Wilson, Formation of a Stabilized Cysteine Sulfinic Acid Is Critical 
for the Mitochondrial Function of the Parkinsonism Protein DJ-1, J Biol Chem 284 
(2009) 6476-6485.

[64] I.E. Clark, M.W. Dodson, C. Jiang, J.H. Cao, J.R. Huh, J.H. Seol, S.J. Yoo, B.A. Hay, M. 
Guo, Drosophila pink1 is required for mitochondrial function and interacts 
genetically with parkin, Nature 441 (2006) 1162-1166.

[65] J. Park, S.B. Lee, S. Lee, Y. Kim, S. Song, S. Kim, E. Bae, J. Kim, M. Shong, J.M. Kim, J. 
Chung, Mitochondrial dysfunction in Drosophila PINK1 mutants is complemented by 
parkin, Nature 441 (2006) 1157-1161.

[66] Y. Yang, S. Gehrke, Y. Imai, Z. Huang, Y. Ouyang, J.W. Wang, L. Yang, M.F. Beal, H. 
Vogel, B. Lu, Mitochondrial pathology and muscle and dopaminergic neuron 
degeneration caused by inactivation of Drosophila Pink1 is rescued by Parkin, Proc 
Natl Acad Sci U S A 103 (2006) 10793-10798.

21



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[67] H. Deng, M.W. Dodson, H. Huang, M. Guo, The Parkinson's disease genes pink1 and 
parkin promote mitochondrial fission and/or inhibit fusion in Drosophila, Proc Natl 
Acad Sci U S A 105 (2008) 14503-14508.

[68] A.C. Poole, R.E. Thomas, L.A. Andrews, H.M. McBride, A.J. Whitworth, L.J. Pallanck, 
The PINK1/Parkin pathway regulates mitochondrial morphology, Proc Natl Acad Sci 
U S A 105 (2008) 1638-1643.

[69] J. Park, G. Lee, J. Chung, The PINK1-Parkin pathway is involved in the regulation of 
mitochondrial remodeling process, Biochem Biophys Res Commun 378 (2009) 518-
523.

[70] Y. Yang, Y. Ouyang, L. Yang, M.F. Beal, A. McQuibban, H. Vogel, B. Lu, Pink1 regulates 
mitochondrial dynamics through interaction with the fission/fusion machinery, Proc 
Natl Acad Sci U S A 105 (2008) 7070-7075.

[71] H. Mortiboys, K.J. Thomas, W.J. Koopman, S. Klaffke, P. Abou-Sleiman, S. Olpin, N.W. 
Wood, P.H. Willems, J.A. Smeitink, M.R. Cookson, O. Bandmann, Mitochondrial 
function and morphology are impaired in parkin-mutant fibroblasts, Ann Neurol 64 
(2008) 555-565.

[72] A.K. Lutz, N. Exner, M.E. Fett, J.S. Schlehe, K. Kloos, K. Laemmermann, B. Brunner, A. 
Kurz-Drexler, F. Vogel, A.S. Reichert, L. Bouman, D. Vogt-Weisenhorn, W. Wurst, J. 
Tatzelt, C. Haass, K.F. Winklhofer, Loss of parkin or PINK1 function increases DRP1-
dependent mitochondrial fragmentation, J Biol Chem  (2009).

[73] N. Exner, B. Treske, D. Paquet, K. Holmstrom, C. Schiesling, S. Gispert, I. Carballo-
Carbajal, D. Berg, H.H. Hoepken, T. Gasser, R. Kruger, K.F. Winklhofer, F. Vogel, A.S. 
Reichert, G. Auburger, P.J. Kahle, B. Schmid, C. Haass, Loss-of-function of human 
PINK1 results in mitochondrial pathology and can be rescued by parkin, J Neurosci 
27 (2007) 12413-12418.

[74] R.K. Dagda, S.J. Cherra, 3rd, S.M. Kulich, A. Tandon, D. Park, C.T. Chu, Loss of PINK1 
function promotes mitophagy through effects on oxidative stress and mitochondrial 
fission, J Biol Chem 284 (2009) 13843-13855.

[75] A. Sandebring, K.J. Thomas, A. Beilina, M. van der Brug, M.M. Cleland, R. Ahmad, 
D.W. Miller, I. Zambrano, R.F. Cowburn, H. Behbahani, A. Cedazo-Minguez, M.R. 
Cookson, Mitochondrial alterations in PINK1 deficient cells are influenced by 
calcineurin-dependent dephosphorylation of dynamin-related protein 1, PLoS ONE 4 
(2009) e5701.

[76] A. Grunewald, M.E. Gegg, J.W. Taanman, R.H. King, N. Kock, C. Klein, A.H. Schapira, 
Differential effects of PINK1 nonsense and missense mutations on mitochondrial 
function and morphology, Exp Neurol  (2009).

[77] J.D. Rothstein, Current hypotheses for the underlying biology of amyotrophic lateral 
sclerosis, Ann Neurol 65 Suppl 1 (2009) S3-9.

[78] K. Fujita, M. Yamauchi, K. Shibayama, M. Ando, M. Honda, Y. Nagata, Decreased 
cytochrome c oxidase activity but unchanged superoxide dismutase and glutathione 
peroxidase activities in the spinal cords of patients with amyotrophic lateral 
sclerosis, J Neurosci Res 45 (1996) 276-281.

[79] G.M. Borthwick, M.A. Johnson, P.G. Ince, P.J. Shaw, D.M. Turnbull, Mitochondrial 
enzyme activity in amyotrophic lateral sclerosis: implications for the role of 
mitochondria in neuronal cell death, Ann Neurol 46 (1999) 787-790.

[80] S. Vielhaber, D. Kunz, K. Winkler, F.R. Wiedemann, E. Kirches, H. Feistner, H.J. 
Heinze, C.E. Elger, W. Schubert, W.S. Kunz, Mitochondrial DNA abnormalities in 
skeletal muscle of patients with sporadic amyotrophic lateral sclerosis, Brain 123 ( Pt 
7) (2000) 1339-1348.

22



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[81] D. Curti, A. Malaspina, G. Facchetti, C. Camana, L. Mazzini, P. Tosca, F. Zerbi, M. 
Ceroni, Amyotrophic lateral sclerosis: oxidative energy metabolism and calcium 
homeostasis in peripheral blood lymphocytes, Neurology 47 (1996) 1060-1064.

[82] G.K. Dhaliwal, R.P. Grewal, Mitochondrial DNA deletion mutation levels are elevated 
in ALS brains, Neuroreport 11 (2000) 2507-2509.

[83] M. Mattiazzi, M. D'Aurelio, C.D. Gajewski, K. Martushova, M. Kiaei, M.F. Beal, G. 
Manfredi, Mutated human SOD1 causes dysfunction of oxidative phosphorylation in 
mitochondria of transgenic mice, J Biol Chem 277 (2002) 29626-29633.

[84] J. Liu, C. Lillo, P.A. Jonsson, C. Vande Velde, C.M. Ward, T.M. Miller, J.R. 
Subramaniam, J.D. Rothstein, S. Marklund, P.M. Andersen, T. Brannstrom, O. Gredal, 
P.C. Wong, D.S. Williams, D.W. Cleveland, Toxicity of familial ALS-linked SOD1 
mutants from selective recruitment to spinal mitochondria, Neuron 43 (2004) 5-17.

[85] A.K. Afifi, F.P. Aleu, J. Goodgold, B. MacKay, Ultrastructure of atrophic muscle in 
amyotrophic lateral sclerosis, Neurology 16 (1966) 475-481.

[86] S. Sasaki, M. Iwata, Dendritic synapses of anterior horn neurons in amyotrophic 
lateral sclerosis: an ultrastructural study, Acta Neuropathol 91 (1996) 278-283.

[87] P.C. Wong, C.A. Pardo, D.R. Borchelt, M.K. Lee, N.G. Copeland, N.A. Jenkins, S.S. 
Sisodia, D.W. Cleveland, D.L. Price, An adverse property of a familial ALS-linked SOD1 
mutation causes motor neuron disease characterized by vacuolar degeneration of 
mitochondria, Neuron 14 (1995) 1105-1116.

[88] C.M. Higgins, C. Jung, Z. Xu, ALS-associated mutant SOD1G93A causes mitochondrial 
vacuolation by expansion of the intermembrane space and by involvement of SOD1 
aggregation and peroxisomes, BMC Neurosci 4 (2003) 16.

[89] A. Raimondi, A. Mangolini, M. Rizzardini, S. Tartari, S. Massari, C. Bendotti, M. 
Francolini, N. Borgese, L. Cantoni, G. Pietrini, Cell culture models to investigate the 
selective vulnerability of motoneuronal mitochondria to familial ALS-linked 
G93ASOD1, Eur J Neurosci 24 (2006) 387-399.

[90] S. Imarisio, J. Carmichael, V. Korolchuk, C.W. Chen, S. Saiki, C. Rose, G. Krishna, J.E. 
Davies, E. Ttofi, B.R. Underwood, D.C. Rubinsztein, Huntington's disease: from 
pathology and genetics to potential therapies, Biochem J 412 (2008) 191-209.

[91] P.H. Reddy, P. Mao, M. Manczak, Mitochondrial structural and functional dynamics 
in Huntington's disease, Brain Res Rev 61 (2009) 33-48.

[92] A. Ciarmiello, M. Cannella, S. Lastoria, M. Simonelli, L. Frati, D.C. Rubinsztein, F. 
Squitieri, Brain white-matter volume loss and glucose hypometabolism precede the 
clinical symptoms of Huntington's disease, J Nucl Med 47 (2006) 215-222.

[93] S.J. Tabrizi, M.W. Cleeter, J. Xuereb, J.W. Taanman, J.M. Cooper, A.H. Schapira, 
Biochemical abnormalities and excitotoxicity in Huntington's disease brain, Ann 
Neurol 45 (1999) 25-32.

[94] E. Brouillet, P. Hantraye, R.J. Ferrante, R. Dolan, A. Leroy-Willig, N.W. Kowall, M.F. 
Beal, Chronic mitochondrial energy impairment produces selective striatal 
degeneration and abnormal choreiform movements in primates, Proc Natl Acad Sci 
U S A 92 (1995) 7105-7109.

[95] I.S. Seong, E. Ivanova, J.M. Lee, Y.S. Choo, E. Fossale, M. Anderson, J.F. Gusella, J.M. 
Laramie, R.H. Myers, M. Lesort, M.E. MacDonald, HD CAG repeat implicates a 
dominant property of huntingtin in mitochondrial energy metabolism, Hum Mol 
Genet 14 (2005) 2871-2880.

[96] K. Acevedo-Torres, L. Berrios, N. Rosario, V. Dufault, S. Skatchkov, M.J. Eaton, C.A. 
Torres-Ramos, S. Ayala-Torres, Mitochondrial DNA damage is a hallmark of 
chemically induced and the R6/2 transgenic model of Huntington's disease, DNA 
Repair (Amst) 8 (2009) 126-136.

23



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[97] M.M. Banoei, M. Houshmand, M.S. Panahi, P. Shariati, M. Rostami, M.D. Manshadi, 
T. Majidizadeh, Huntington's disease and mitochondrial DNA deletions: event or 
regular mechanism for mutant huntingtin protein and CAG repeats expansion?!, Cell 
Mol Neurobiol 27 (2007) 867-875.

[98] E. Petrasch-Parwez, H.P. Nguyen, M. Lobbecke-Schumacher, H.W. Habbes, S. 
Wieczorek, O. Riess, K.H. Andres, R. Dermietzel, S. Von Horsten, Cellular and 
subcellular localization of Huntingtin [corrected] aggregates in the brain of a rat 
transgenic for Huntington disease, J Comp Neurol 501 (2007) 716-730.

[99] A.L. Orr, S. Li, C.E. Wang, H. Li, J. Wang, J. Rong, X. Xu, P.G. Mastroberardino, J.T. 
Greenamyre, X.J. Li, N-terminal mutant huntingtin associates with mitochondria and 
impairs mitochondrial trafficking, J Neurosci 28 (2008) 2783-2792.

[100] D.T. Chang, G.L. Rintoul, S. Pandipati, I.J. Reynolds, Mutant huntingtin aggregates 
impair mitochondrial movement and trafficking in cortical neurons, Neurobiol Dis 22 
(2006) 388-400.

[101] H. Wang, P.J. Lim, M. Karbowski, M.J. Monteiro, Effects of overexpression of 
huntingtin proteins on mitochondrial integrity, Hum Mol Genet 18 (2009) 737-752.

[102] G. Liot, B. Bossy, S. Lubitz, Y. Kushnareva, N. Sejbuk, E. Bossy-Wetzel, Complex II 
inhibition by 3-NP causes mitochondrial fragmentation and neuronal cell death via 
an NMDA- and ROS-dependent pathway, Cell Death Differ 16 (2009) 899-909.

[103] H. Chen, S.A. Detmer, A.J. Ewald, E.E. Griffin, S.E. Fraser, D.C. Chan, Mitofusins Mfn1 
and Mfn2 coordinately regulate mitochondrial fusion and are essential for 
embryonic development, The Journal of cell biology 160 (2003) 189-200.

[104] H. Chen, J.M. McCaffery, D.C. Chan, Mitochondrial fusion protects against 
neurodegeneration in the cerebellum, Cell 130 (2007) 548-562.

[105] S. Lee, S.Y. Jeong, W.C. Lim, S. Kim, Y.Y. Park, X. Sun, R.J. Youle, H. Cho, 
Mitochondrial fission and fusion mediators, hFis1 and OPA1, modulate cellular 
senescence, J Biol Chem 282 (2007) 22977-22983.

[106] M. Frieden, D. James, C. Castelbou, A. Danckaert, J.C. Martinou, N. Demaurex, Ca(2+) 
homeostasis during mitochondrial fragmentation and perinuclear clustering induced 
by hFis1, The Journal of biological chemistry 279 (2004) 22704-22714.

[107] G. Szabadkai, A.M. Simoni, M. Chami, M.R. Wieckowski, R.J. Youle, R. Rizzuto, Drp-1-
dependent division of the mitochondrial network blocks intraorganellar Ca2+ waves 
and protects against Ca2+-mediated apoptosis, Molecular cell 16 (2004) 59-68.

[108] T. Yu, J.L. Robotham, Y. Yoon, Increased production of reactive oxygen species in 
hyperglycemic conditions requires dynamic change of mitochondrial morphology, 
Proceedings of the National Academy of Sciences of the United States of America 
103 (2006) 2653-2658.

[109] P.A. Parone, S. Da Cruz, D. Tondera, Y. Mattenberger, D.I. James, P. Maechler, F. 
Barja, J.C. Martinou, Preventing mitochondrial fission impairs mitochondrial function 
and leads to loss of mitochondrial DNA, PLoS ONE 3 (2008) e3257.

[110] R. Ichishita, K. Tanaka, Y. Sugiura, T. Sayano, K. Mihara, T. Oka, An RNAi screen for 
mitochondrial proteins required to maintain the morphology of the organelle in 
Caenorhabditis elegans, J Biochem 143 (2008) 449-454.

[111] M. Jendrach, S. Mai, S. Pohl, M. Voth, J. Bereiter-Hahn, Short- and long-term 
alterations of mitochondrial morphology, dynamics and mtDNA after transient 
oxidative stress, Mitochondrion 8 (2008) 293-304.

[112] F. Diaz, M.P. Bayona-Bafaluy, M. Rana, M. Mora, H. Hao, C.T. Moraes, Human 
mitochondrial DNA with large deletions repopulates organelles faster than full-
length genomes under relaxed copy number control, Nucleic Acids Res 30 (2002) 
4626-4633.

24



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[113] A. Malena, E. Loro, M. Di Re, I.J. Holt, L. Vergani, Inhibition of Mitochondrial Fission 
Favours Mutant Over Wild-type Mitochondrial DNA, Hum Mol Genet  (2009).

[114] G. Twig, A. Elorza, A.J. Molina, H. Mohamed, J.D. Wikstrom, G. Walzer, L. Stiles, S.E. 
Haigh, S. Katz, G. Las, J. Alroy, M. Wu, B.F. Py, J. Yuan, J.T. Deeney, B.E. Corkey, O.S. 
Shirihai, Fission and selective fusion govern mitochondrial segregation and 
elimination by autophagy, EMBO J 27 (2008) 433-446.

[115] A.E. Frazier, C. Kiu, D. Stojanovski, N.J. Hoogenraad, M.T. Ryan, Mitochondrial 
morphology and distribution in mammalian cells, Biological chemistry 387 (2006) 
1551-1558.

[116] S.L. Palay, Synapses in the central nervous system, The Journal of biophysical and 
biochemical cytology 2 (1956) 193-202.

[117] P.V. Nguyen, L. Marin, H.L. Atwood, Synaptic physiology and mitochondrial function 
in crayfish tonic and phasic motor neurons, Journal of neurophysiology 78 (1997) 
281-294.

[118] C.V. Ly, P. Verstreken, Mitochondria at the synapse, Neuroscientist 12 (2006) 291-
299.

[119] A. Weihofen, K.J. Thomas, B.L. Ostaszewski, M.R. Cookson, D.J. Selkoe, Pink1 Forms 
a Multiprotein Complex with Miro and Milton, Linking Pink1 Function to 
Mitochondrial Trafficking (dagger), Biochemistry  (2009).

[120] E. Smirnova, D.L. Shurland, S.N. Ryazantsev, A.M. van der Bliek, A human dynamin-
related protein controls the distribution of mitochondria, The Journal of cell biology 
143 (1998) 351-358.

[121] L. Griparic, N.N. van der Wel, I.J. Orozco, P.J. Peters, A.M. van der Bliek, Loss of the 
intermembrane space protein Mgm1/OPA1 induces swelling and localized 
constrictions along the lengths of mitochondria, The Journal of biological chemistry 
279 (2004) 18792-18798.

[122] Z. Li, K. Okamoto, Y. Hayashi, M. Sheng, The importance of dendritic mitochondria in 
the morphogenesis and plasticity of spines and synapses, Cell 119 (2004) 873-887.

[123] P. Verstreken, C.V. Ly, K.J. Venken, T.W. Koh, Y. Zhou, H.J. Bellen, Synaptic 
mitochondria are critical for mobilization of reserve pool vesicles at Drosophila 
neuromuscular junctions, Neuron 47 (2005) 365-378.

[124] N. Ishihara, M. Nomura, A. Jofuku, H. Kato, S.O. Suzuki, K. Masuda, H. Otera, Y. 
Nakanishi, I. Nonaka, Y.I. Goto, N. Taguchi, H. Morinaga, M. Maeda, R. Takayanagi, S. 
Yokota, K. Mihara, Mitochondrial fission factor Drp1 is essential for embryonic 
development and synapse formation in mice, Nat Cell Biol  (2009).

[125] S. Frank, B. Gaume, E.S. Bergmann-Leitner, W.W. Leitner, E.G. Robert, F. Catez, C.L. 
Smith, R.J. Youle, The role of dynamin-related protein 1, a mediator of mitochondrial 
fission, in apoptosis, Developmental cell 1 (2001) 515-525.

[126] S. Wasiak, R. Zunino, H.M. McBride, Bax/Bak promote sumoylation of DRP1 and its 
stable association with mitochondria during apoptotic cell death, J Cell Biol 177 
(2007) 439-450.

[127] A. Cassidy-Stone, J.E. Chipuk, E. Ingerman, C. Song, C. Yoo, T. Kuwana, M.J. Kurth, J.T. 
Shaw, J.E. Hinshaw, D.R. Green, J. Nunnari, Chemical inhibition of the mitochondrial 
division dynamin reveals its role in Bax/Bak-dependent mitochondrial outer 
membrane permeabilization, Dev Cell 14 (2008) 193-204.

[128] M. Karbowski, D. Arnoult, H. Chen, D.C. Chan, C.L. Smith, R.J. Youle, Quantitation of 
mitochondrial dynamics by photolabeling of individual organelles shows that 
mitochondrial fusion is blocked during the Bax activation phase of apoptosis, J Cell 
Biol 164 (2004) 493-499.

[129] D.F. Suen, K.L. Norris, R.J. Youle, Mitochondrial dynamics and apoptosis, Genes Dev 
22 (2008) 1577-1590.

25



AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

ACCEPTED MANUSCRIPT

[130] C. Frezza, S. Cipolat, O. Martins de Brito, M. Micaroni, G.V. Beznoussenko, T. Rudka, 
D. Bartoli, R.S. Polishuck, N.N. Danial, B. De Strooper, L. Scorrano, OPA1 controls 
apoptotic cristae remodeling independently from mitochondrial fusion, Cell 126 
(2006) 177-189.

[131] S. Cipolat, T. Rudka, D. Hartmann, V. Costa, L. Serneels, K. Craessaerts, K. Metzger, C. 
Frezza, W. Annaert, L. D'Adamio, C. Derks, T. Dejaegere, L. Pellegrini, R. D'Hooge, L. 
Scorrano, B. De Strooper, Mitochondrial rhomboid PARL regulates cytochrome c 
release during apoptosis via OPA1-dependent cristae remodeling, Cell 126 (2006) 
163-175.

[132] C. Brooks, Q. Wei, L. Feng, G. Dong, Y. Tao, L. Mei, Z.J. Xie, Z. Dong, Bak regulates 
mitochondrial morphology and pathology during apoptosis by interacting with 
mitofusins, Proc Natl Acad Sci U S A 104 (2007) 11649-11654.

[133] R. Sugioka, S. Shimizu, Y. Tsujimoto, Fzo1, a protein involved in mitochondrial fusion, 
inhibits apoptosis, The Journal of biological chemistry 279 (2004) 52726-52734.

[134] A. Olichon, L. Baricault, N. Gas, E. Guillou, A. Valette, P. Belenguer, G. Lenaers, Loss 
of OPA1 perturbates the mitochondrial inner membrane structure and integrity, 
leading to cytochrome c release and apoptosis, The Journal of biological chemistry 
278 (2003) 7743-7746.

26


