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Mitochondrial biogenesis, telomere 
length and cellular senescence 
in Parkinson’s disease and Lewy 
body dementia
Muhammad Asghar1,2*, Amani Odeh2, Ahmad Jouni Fattahi3, 
Alexandra Edwards Henriksson2, Aurelie Miglar2, Shervin Khosousi4,5 & Per Svenningsson4,5

Progressive age is the single major risk factor for neurodegenerative diseases. Cellular aging 
markers during Parkinson’s disease (PD) have been implicated in previous studies, however the 
majority of studies have investigated the association of individual cellular aging hallmarks with PD 
but not jointly. Here, we have studied the association of PD with three aging hallmarks (telomere 
attrition, mitochondrial dysfunction, and cellular senescence) in blood and the brain tissue. Our 
results show that PD patients had 20% lower mitochondrial DNA copies but 26% longer telomeres 
in blood compared to controls. Moreover, telomere length in blood was positively correlated with 
medication (Levodopa Equivalent Daily Dose, LEDD) and disease duration. Similar results were 
found in brain tissue, where patients with Parkinson’s disease (PD), Parkinson’s disease dementia 
(PDD) and Dementia with Lewy Bodies (DLB) showed (46–95%) depleted mtDNA copies, but (7–9%) 
longer telomeres compared to controls. In addition, patients had lower mitochondrial biogenesis 
(PGC-1α and PGC-1β) and higher load of a cellular senescence marker in postmortem prefrontal 
cortex tissue, with DLB showing the highest effect among the patient groups. Our results suggest 
that mitochondrial dysfunction (copy number and biogenesis) in blood might be a valuable marker to 
assess the risk of PD. However, further studies with larger sample size are needed to evaluate these 
findings.

Parkinson’s disease (PD) is the second most common age-related neurodegenerative disease, characterized by 
motor dysfunctions caused by the progressive death of dopaminergic neurons in the substantia nigra, and is 
often accompanied by non-motor symptoms such as dementia, mood and sleep  disorders1–3. Although PD is a 
complex disease with several causes, including genetic and environmental factors, progressive age remains the 
single major risk factor for  PD3.

Aging is characterized by a time-dependent progressive deterioration of an organism’s function, caused by 
the accumulation of deleterious changes throughout its  lifetime4. Cellular aging markers such as mitochondrial 
dysfunction and telomere shortening have been associated with age related disorders and neurodegenerative 
 diseases5–7. Mitochondria are surrounded by double-membranes, which maintain the functional and structural 
integrity of pre- and post-mitotic cells, through involvement in cellular bioenergetics and the production of 
reactive oxygen species (ROS)8. Lower blood mitochondrial DNA (mtDNA) copy number has been associated 
with high mortality, poor health conditions, worse physical performance, and cognitive  impairment9. Somatic 
mtDNA damage and mutations are part of the natural aging process, however, they have also been linked to age 
associated diseases and neurodegeneration in  humans7,10–12. Furthermore, increased accumulation of mtDNA 
mutations and damage has been shown to contribute to impaired mitochondrial  respiration12,13. Hence, mito-
chondrial DNA content and function might represent a valuable biomarker to monitor early changes in different 
physiological and pathological states.
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Telomere shortening is a well-studied hallmark of aging that has been associated with several age-related 
disorders, infectious diseases and neurodegenerative  diseases14–17. Telomeres are non-coding, ribonucleotide 
structures composed of highly conserved repetitive hexamer 5′-TTA GGG -3′ and a core of proteins called shel-
terin. Telomeres maintain chromosome integrity by capping the ends to prevent end-to-end joining of chro-
mosomes and prevent loss of coding DNA sequences during DNA replication. Telomeres shorten progressively 
over time until reaching a critical length that leads to cell-cycle arrest, senescence, or apoptosis,  respectively4,18. 
Whether telomere shortening also contributes to the pathogenesis of neurodegenerative disorders remains to be 
understood. Previous studies provide inconclusive findings regarding the association between telomere length 
and PD, where both shorter and longer telomeres have been identified as a risk factor for  PD17,19.

Furthermore, it has been shown that shorter telomeres and dysfunctional mitochondria in turn lead to cellular 
 senescence4, a state of irreversible cell cycle arrest, which is associated with age related pathology and phenotypic 
 alterations20,21. Expression of the cyclin-dependent kinase inhibitor 2A (CDKN2A) gene is positively correlated 
to cellular senescence and has emerged as a valuable marker of cellular senescence over the last  decade21,22. 
CDKN2A is a cell cycle inhibitor gene encoding for  p16INK4a and  p14arf20,21. Expression of CDKN2A is positively 
correlated with 3-repeat TAU (microtubule-associated protein) transcripts in blood and associated with mild 
cognitive decline in  humans23.

This study investigated the telomere-mitochondria axis of aging in PD patients. We investigated the asso-
ciation between PD with cellular aging biomarkers (telomere attrition, mitochondrial copy number) in blood. 
Furthermore, we investigated the association of PD, Parkinson’s Disease Dementia (PDD) and Dementia with 
Lewy Bodies (DLB) with cellular aging biomarkers (telomere attrition, mitochondrial dysfunction, and cellular 
senescence) in postmortem prefrontal cortex tissues.

Results
Senescence biomarkers in whole blood. PD patients had significantly lower number of mitochon-
dria (Est. = 62.74, SE = 27.02, df = 1, t = 2.36, p = 0.020, Fig. 1A,) with no significant effect of age (Est. =  − 1.506, 
SE = 1.764, df = 115, t =  − 0.857, p = 0.395) and sex (Est. =  − 9.237, SE = 16.42, df = 1, t =  − 0.56, p = 0.576). Our 
results show that PD patients had significantly longer telomeres in blood compared to controls (Est. =  − 0.393, 
SE = 0.176, df = 1, t =  − 2.23, p = 0.028, Fig. 1B), with no effect of age (Est. = 0.009, SE = 0.011, df = 115, t = 0.84, 
p = 0.400) and sex (Est. = 0.188, SE = 0.107, df = 1, t = 1.75, p = 0.083). Overall PD patients had 19.7% lower mtDNA 
copy number and 26.3% longer telomeres compared to controls (Fig. 1A,B). Mitochondrial DNA copy number 

Figure 1.  (A) Difference in mtDNA copy number and (B) telomere length between Parkinson’s Disease (PD) 
patients and controls in blood. Mean mtDNA copy number in PD patients was 505.99 ± 17.68, compared to 
controls 630.48 ± 52.88, while mean telomere length in PD patients was 3.21 ± 1.12 kb compared to the controls 
2.54 ± 0.15 kb (C) Association between telomere length and Levodopa Equivalent Daily Dose (LEDD) in blood 
(multivariate regression). Data are presented as mean ± SE. *p < 0.05 versus control.
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and telomere length showed no significant correlation between each other in blood, neither for PD patients nor 
for controls (all p > 0.05, data not shown).

Our multivariate regression analysis showed that telomere length was positively correlated with LEDD in 
PD patients (p = 0.015, Fig. 1C) with a significant effect of age and sex (all p < 0.05, Table S1), while no such 
correlation was found for mtDNA copy number and LEDD (Table S1). Furthermore, disease duration (number 
of years since the PD diagonised) was positively correlated with disease severity measured by Hoehn and Yahr 
(p = 0,005, Fig. 2), telomere length (p = 0.002) and LEDD (p < 0.001) after accounting for age and sex. However, 
disease duration was not correlated with mtDNA copy number in PD patients (p = 0.499), when controlling for age 
and sex (Table S2). However, there was no correlation of mtDNA copy number and telomere length in PD with 
any studied clinical parameter (MDS-UPDRS III, Hoehn and Yahr, MADRS, HADS-Anxiety, HADS-Depression 
and MoCA; all p > 0.05, data Table S3).

Senescence biomarkers in brain tissue. To assess whether our findings in whole blood DNA are 
comparable to patient’s prefrontal cortex tissue, we studied the mtDNA copy number and telomere length in 
brain tissue from patients with PD, PDD, DLB and healthy controls. Our multivariate regression model shows 
that patients had significantly lower mtDNA copy number in prefrontal cortex tissue, compared to controls 
(Est. = 5075.89, SE = 1016.04, df = 3, t = 5.00, p < 0.001, Fig. 3A), with no significant effect of age (Est. = 125.71, 
SE = 94.54, df = 50, t = 1.33, p = 0.189) and sex (Est. = 155.95, SE = 622.2, df = 1, t = 0.25, p = 0.803). Comparison 
of the groups was further explored using a multiple comparison test (Tukey’s test), which showed that both 
PDD and DLB had significantly lower mitochondrial copy number (88.9% and 95.6%, respectively) compared 
to controls (all p < 0.05, Table 1). Furthermore, mtDNA copy number was 91.8% lower in DLB compared to PD 
(p = 0.011, Table 1).
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Figure 2.  Correlation between Disease duration (number of years since the PD diagnosed), telomere length, 
disease severity (Hoehn and Yahr), Levodopa Equivalent Daily Dose (LEDD) and mitochondria copy number. P 
values are reported from multivariate annova, test including age and sex as co-factors in the model.
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Telomere length in prefrontal cortex tissue was significantly longer in patients than controls (Est. =  − 0.264, 
SE = 0.071, df = 3, t =  − 3.68, p < 0.001, Fig. 3B) with no significant effect of age (Est. =  − 0.007, SE = 0.006, df = 47, 
t =  − 1.09, p = 0.280) and sex (Est. = 0.022, SE = 0.043, df = 1, t = 0.51, p = 0.611). Further group comparison (Tukey’s 
test) showed that the DLB group had significantly longer telomere length (9%) compared to controls (p < 0.05, 
Table 1). However, there was only a tendency of longer telomeres in the PDD group compared to controls 
(p = 0.097, Table 1).

Next, we studied mitochondrial biogenesis (PGC-1α and PGC-1β) and cellular senescence (CDKN2A) gene 
expression in prefrontal cortex tissue. Our multivariate analysis did not show a significant difference between 
patients and controls for PGC-1α gene expression (Est. = 0.014, SE = 0.141, df = 3, t = 0.74, p = 0.464, Fig. 4A) with 
no significant effect of age (Est. = 0.012, SE = 0.011, df = 64, t = 1.01, p = 0.316) and sex (Est. = 0.041, SE = 0.082, 
df = 1, t = 0.50, p = 0.620). Further group comparison with Tukey’s test showed similar results (Table 1). PGC-1β 
expression was significantly lower in patients (Est. = 0.320, SE = 0.100, df = 3, t = 3.19, p = 0.002, Fig. 4B) with 
no significant effect of age (Est. = 0.002, SE = 0.008, df = 65, t = 0.34, p = 0.735) and sex (Est. = 0.035, SE = 0.057, 
df = 1, t = 1.62, p = 0.536, Fig. 3B). Further multi comparison test (Tukey) shows that controls have higher PGC-1β 
expression when compared to PD (p = 0.024), PDD (p = 0.048) and a tendency for DLB group (p = 0.085), 
(Table 1).

Overall, CDKN2A expression was not significantly higher in patients compared to controls (Est. =  − 0.249, 
SE = 0.209, df = 3, t = -1.19, p = 0.239, Fig. 4C) with no significant effect of age (Est. = 0.023, SE = 0.017, df = 68, 
t = 1.35, p = 0.180) and sex (Est. =  − 0.008, SE = 0.121, df = 1, t =  − 0.07, p = 0.944). When using multiple compari-
son test (Tukey), the DLB group shows significantly higher CDKN2A expression compared to controls, PD and 
PDD (all p < 0.05, Fig. 4C, Table 1). Our results show that patient groups (PD, PDD, and DLB) had significantly 
lower mtDNA copy number and mtDNA biogenesis gene expression levels, but higher cellular senescence gene 
expression, with DLB showing the strongest effect among all patient groups (Fig. 4D). To further investigate the 
correlation between different variables, we pooled all the patient data to increase our sample size. In patients, 
telomere length was negatively correlated with mitochondrial copy number (r2 = 0.167, N = 36, p = 0.012) and 
positively correlated with CDKN2A expression (r2 = 0.286, N = 18, p = 0.018), while PGC-1α and PGC-1β were 
positively correlated with each other (r2 = 0.543, N = 55, p < 0.001).

Discussion
Using blood and prefrontal cortex brain tissues from two different cohorts we show that mitochondrial dys-
function (mtDNA copy number and mitochondria biogenesis gene expression) and cellular senescence, but not 
telomere shortening is associated with neurodegenerative diseases (PD, PDD and DLB). Our results suggest 
that mitochondrial dysfunction (copy number and biogenesis) in blood might be a valuable marker to assess 
the early risk of PD.

A single mitochondrion contains 2–10 copies of mtDNA, depending on the type of cell and  tissue24. Under 
healthy circumstances, human cells contain thousands of copies of mtDNA that are usually identical (homo-
plasmy). However, during infection or disease settings, mtDNA frequently presents a mixture of wild-type 
mtDNA within each  cell25, therefore, mutant mitochondrial genome accumulates in cells over  time4. The number 
of mtDNA copies increases with age, as a compensatory mechanism, which maintains the amount of wild-type 
mtDNA and reverses the effect of defective mitochondria  accumulation26. However, this compensatory mecha-
nism declines in PD resulting in exhaustion of mtDNA copies, which, in turn, leads to respiratory deficiency 
in dopaminergic  neurons26. Here, we report a significant reduction of mtDNA copy number in both blood and 

Figure 3.  Mitochondrial DNA copy number and telomere length in prefrontal cortex tissue. (A) Mean MtDNA 
copy number in controls (9357.3 ± 1487.4), PD (5015.5 ± 1578.8), PDD (1036.4 ± 119.3) and DLB (410.7 ± 71.3). 
(B) Mean telomere length in control (5.60 ± 0.001 kb), PD (5.89 ± 0.07 kb), PDD (5.99 ± 0.01 kb) and DLB 
(6.12 ± 0.10 kb). Data are presented as mean ± SE. Controls vs patients, p < 0.05 = *, p < 0.005 = **, p < 0.0005 = *** 
and PD versus PDD/DLB, p < 0.05 = #, p < 0.005 = ##.
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prefrontal cortex brain tissues of PD, PDD and DLB patients, compared to healthy controls (Figs. 1A, 2A). In 
accordance, previous studies have shown that PD patients have lower mtDNA copy number in blood compared to 
healthy  controls27–29. We found similar mitochondrial reduction (20%) in whole blood in PD patients compared 
to 19.6% in PBMC previously reported by Pyle et al.28. However, we found lower mtDNA copy numbers (46.4%) 
in prefrontal cortex tissues, while Pyle et al. showed no significant difference of mtDNA copy numbers between 
PD patients and controls in frontal  cortex28. Overall, our results are also in agreement with findings from other 
neurodegenerative diseases including Alzheimer’s disease (AD) and Huntington’s disease, where mitochondrial 
dysfunction is  observed28,30,31.

Mitochondrial copy number is strongly associated with mitochondrial function, which makes it an impor-
tant aging  marker32. MtDNA mutation and mitochondrial dysfunction, respectively, have been associated with 
neurodegenerative diseases such as PD and  AD5,33,34. Our study also shows lower expression of PGC-1β gene 
(master regulators of mitochondrial biogenesis) in brain tissues of PD, PDD and DLB patients compared to 
healthy controls (Fig. 4B), However, the expression level of PGC-1α was similar between patients and controls. 
A recent study by Dölle et al. 2016 also showed no difference in PGC-1α between PD patients and  controls35. 
Lack of of PGC-1α correlation could be explained due to the fact that PGC-1α also influences the expression 
of several other genes involved in metabolic  pathways36, and therefore its expression might be highly regulated 
to avoid its deleterious side effects. Our study suggests that both lower mtDNA copy number and expression of 
PGC-1β in PD, PDD and DLB might indicate dysfunctional mitochondria in patients. An alternative explanation 
of low mitochondrial content could be due the presence a of high proportion of mutant mitochondrial genome. 

Table 1.  Multi comparison (post hoc Tukey analysis) of mtDNA copy number, telomere length, PGC1a, 
PGC1b and CDKN2A between patient and controls in brain tissues. Significant are in value [bold].

Condition Condition Mean diff SE t ratio Adj. p value Lower 95 Upper 95

mtDNA copy number

Control PD 3584.95 1732.17 2.07 0.177 105.79 7064.12

Control PDD 7471.8 1980.2 3.77 0.002 3494.46 11,449.16

Control DLB 9246.82 1498.03 6.17 < 0.001 6237.92 12,255.73

PD PDD 3886.85 1962.35 1.98 0.208 − 54.64 7828.35

PD DLB 5661.87 1754.23 3.23 0.011 2138.39 9185.35

PDD DLB 1775.01 2012.81 0.88 0.382 − 2267.84 5817.87

Telomere length

Control PD − 0.22 0.125 − 1.76 0.303 − 0.473 0.032

Control PDD − 0.322 0.136 − 2.37 0.097 − 0.596 − 0.048

Control DLB − 0.514 0.101 − 5.06 < 0.001 − 0.718 − 0.309

PD PDD − 0.101 0.131 − 0.77 0.866 − 0.365 0.162

PD DLB − 0.293 0.124 − 2.35 0.100 − 0.544 − 0.042

PDD DLB − 0.191 0.135 − 1.42 0.496 − 0.464 0.08

PGC1 α

Control PD 0.463 0.257 1.8 0.282 − 0.05 0.976

Control PDD − 0.053 0.213 − 0.25 0.994 − 0.479 0.372

Control DLB 0.007 0.206 0.04 0.999 − 0.405 0.420

PD PDD − 0.516 0.226 − 2.28 0.113 − 0.969 − 0.063

PD DLB − 0.455 0.234 − 1.94 0.221 − 0.924 0.013

PDD DLB 0.060 0.186 0.33 0.987 − 0.311 0.432

PGC − 1β

Control PD 0.531 0.182 2.91 0.024 0.166 0.895

Control PDD 0.395 0.149 2.65 0.048 0.097 0.694

Control DLB 0.355 0.147 2.41 0.085 0.060 0.649

PD PDD − 0.135 0.161 − 0.84 0.835 − 0.457 0.186

PD DLB − 0.176 0.166 − 1.06 0.717 − 0.509 0.156

PDD DLB − 0.040 0.130 − 0.31 0.989 − 0.300 0.219

CDKN2A

Control PD − 0.041 0.373 − 0.11 0.999 − 0.786 0.702

Control PDD 0.057 0.318 0.18 0.997 − 0.577 0.692

Control DLB − 1.012 0.301 − 3.36 0.006 − 1.613 − 0.411

PD PDD 0.099 0.327 0.30 0.990 − 0.554 0.752

PD DLB − 0.970 0.330 − 2.94 0.022 − 1.630 − 0.311

PDD DLB − 1.069 0.269 − 3.97 0.001 − 1.607 − 0.532



6

Vol:.(1234567890)

Scientific Reports |        (2022) 12:17578  | https://doi.org/10.1038/s41598-022-22400-z

www.nature.com/scientificreports/

Future studies characterizing the mitochondrial genome into mutant and wild-type can further explain the 
mitochondrial role in neurodegenerative diseases.

Our results show that PD patients have longer telomeres in blood compared to healthy controls (Fig. 1B). 
We found similar results in brain tissues where PD, PDD and DLB patients show longer telomeres compared to 
healthy controls (Fig. 3B). These results were contrary to our expectations as we expected that patients would 
show shorter telomeres compared to controls. So far, previous literature has shown mixed results, no association 
of telomere length with PD in  blood37–41 and brain  tissue42. However, a study by Maeda et al., 2012, from Japanese 
women reported shorter blood telomere length in PD  patients43. Similarly, DLB patients have been shown to 
have shorter telomeres compared to  controls44. However, a recent nested case control study showed a positive 
association between PD and longer telomere length in leukocytes and PBMCs, where men with shorter telomere 
length were of lower risk of getting diagnosed with  PD45. Furthermore, Degerman et al. 2014 reported that PD 

Figure 4.  Change in PGC-1α, PGC-1β and CDKN2A gene expression in brain tissues. (A) Fold change of 
PGC-1α in patients compared to controls, (B) fold change of PGC-1β in patients compared to controls, (C) fold 
change of CDKN2A in patients compared to controls, (D) 3D graph showing the relation between expression 
of PGC-1α, PGC-1β and CDKN2A in patients and controls. Data are presented as mean ± SE. Controls 
versus patients p < 0.05 = *, p < 0.005 = **, p < 0.0005 = ***; PD versus PDD/DLB, p < 0.05 = #, p < 0.005 = ##, 
p < 0.0005 = ###; PDD versus DLB, p < 0.05 = §, p < 0.005 = §§, p < 0.0005 = §§§.
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patients who developed dementia within three years after diagnosis had longer telomere length at diagnosis 
compared to the other PD patients without early development of  dementia37.

Contradictory results of telomere association with PD could be due to the heterogeneity of the study setup 
(cross sectional vs nested case control), sample heterogeneity, quality and cell composition within each tissue, 
or differential methods for assessing telomere length. An alternative explanation could be the effect of PD 
medication on telomere length. Interestingly, our results show that blood telomere length was significantly 
positively correlated with Levodopa Equivalent Daily Dose (LEDD) medication in PD patients. Furthermore, we 
found a positive correlation of telomere length with disease duration (years since PD diagnosis) in PD patients, 
which may further reflect the cumulative effect of LEDD on telomere length. Previously it has been shown that 
Levodopa moderately induces nerve growth factor and growth  hormone46. In addition, Levodopa increased 
homocysteine, which in turn may accelerate aging processes, such as neuropathy and  dementia47. Our results 
show that disease duration is positively correlated with Levodopa Equivalent Daily Dose LEDD, which in turn 
positively correlated with telomere length in blood in PD patients. Our results show that DLB patients have 
longer telomeres in brain tissue than controls and other patient groups. We did not have Levodopa Equivalent 
Daily Dose (LEDD) nor other clinical information for the brain tissues as we did for the blood samples. We 
were, therefore, unable to investigate whether this was an effect of the medication, as generally DLB patients 
are treated with lower LEDD than PD patients. Our study is also limited in terms of varying cell composition 
within each brain tissue which might also affect our results. Nevertheless, to elucidate the relationship between 
neurodegenerative diseases and telomere length, and to pinpoint whether short/long telomeres are the cause or 
consequence of neurodegenerative diseases, a longitudinal study set-up is needed, with well-defined samples.

Here, we show a significantly higher expression of cyclin dependent kinase inhibitor 2A (CDKN2A) in pre-
frontal cortex brain tissue of DLB patients compared to healthy controls. CDKN2A reflects the increased load of 
cellular senescence and has been shown to be negatively associated with telomere  length15,21,22. A previous study 
showed that expression of CDKN2A has been associated with mild cognitive decline in aging humans, where 
CDKN2A expression was positively associated with 3 repeat TAU (microtubule-associated protein) in  blood23. 
However, contrary to previous findings we found a positive correlation between telomere length and CDKN2A 
expression in PD patients. Mechanisms behind such association are yet to be investigated. One strength of the 
study is that different tissues were compared (blood vs brain) in Parkinson’s disease (PD). However, it is difficult 
to obtain large sample sizes when using brain tissue and therefore results should be taken with cautions.

Our results show that mitochondrial DNA copy number and telomere length are not correlated in blood. 
However, in a previous study with healthy individuals we showed that these two markers were positively 
 correlated48. Telomere-mitochondria axis is argued to compromise metabolism and organ function, where tel-
omere dysfunction triggers P53 and P16, which in turn affect mitochondrial  biogenesis49. We show a negative 
correlation of CDKN2A (P16) expression with mitochondrial copy number in brain tissues. Lack of correlation 
between telomere length and mitochondria in brain tissues could depend upon frequent mtDNA mutation due 
to disease, which accumulate over the  time25. Hence our primers only capture wild type mitochondria and not 
all mitochondrial DNA.

In conclusion, our results indicate that mitochondrial dysfunction and cellular senescence might be valuable 
markers to study neurodegenerative diseases (PD, PDD, DLB). Follow-up studies were more individuals, par-
ticularly healthy controls, are important to perform. The identification of blood biomarkers in neurodegenerative 
diseases could potentially facilitate the drug development process, as the utility of measuring such markers in 
the brain is limited. Our findings further extend our knowledge that mitochondrial copy number and function 
could be a viable biomarker in blood as an early indicator for the risk of neurodegenerative diseases.

Materials and methods
Blood samples from Swedish cohort. The blood samples were obtained from controls and PD patients 
from the Swedish BIOPARK cohort, following the Declaration of Helsinki and Good Clinical Practice standards 
and approved by the Swedish Ethical Review Authority, reference number 2019–04967 and all applied methods 
were carried out in accordance with relevant guidelines and  regulations50. Patients were recruited in clinics 
within Stockholm region, Sweden, and from the Sunderby Hospital in Luleå, Sweden. Both verbal and written 
informed consent were obtained at the time of inclusion. Blood was drawn by venepuncture by trained person-
nel and collected in EDTA tubes. The mtDNA copy number and the telomere length were measured from DNA 
of whole blood of n = 112 individuals including 100 PD patients and 12 controls. Age range of patients diagnosed 
with PD was between 47–97 years and male/female ratio was 1.5, while controls had an age range between 54–73 
and male/female ratio was 0.3. Clinical data was collected from PD patients including, disease duration (years 
since PD diagnosis), Movement Disorder Society Unified Parkinson’s Disease Rating Scale part 3 (MDS-UPDRS 
III) for motor symptoms, Hoehn and Yahr for disease severity, Montgomery-Åsberg Depression Rating Scale 
(MADRS) for depression, Hospital Anxiety and Depression Scale sub scores for anxiety (HADS-Anxiety) and 
depression (HADS-Depression), Montreal Cognitive assessment (MoCA) for cognitive assessment, and Levo-
dopa Equivalent Daily Dose (LEDD) as a standard measure for patients’ dopaminergic medication.

Brain tissues samples from UK cohort. Postmortem human prefrontal cortex brain tissues were obtained 
from the MRC London Neurodegenerative Diseases Brain Bank, King’s College London, United Kingdom. The 
permission to collect human brain tissue included participants informed consent for research purposes follow-
ing the procedure corresponds to principles expressed in the Declaration of Helsinki and Good Clinical Practice 
standards and approved by the UK National Research Ethics Service (08/H1010/4 and KI IRB)51. All applied 
methods were carried out in accordance with relevant guidelines and regulations. In total 58 brain tissues were 
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used including 13 PD patients, 8 PDD patients, 19 DLB patients and 16 healthy controls (for demographic char-
acteristics of donors, see Table 2).

Telomere and mitochondrial copy number assay. DNA was extracted using QIAmp DNA Blood 
Maxi Kit (Cat# 51,994, QIAGEN) according to manufacturer’s instructions. DNA concentration was measured 
using a Nanodrop (Marshall Scientific). In brain tissues DNA was extracted using 30 mg frozen human brain 
tissue using QIAmp DNA Blood Maxi Kit. DNA concentration and purity was measured using a Nanodrop 
(Marshall Scientific). Telomere length and mitochondrial copy number was measured using the ScinceCell kit 
(cat# 8958) from blood and brain tissues DNA. Each 15 μl reaction contained 7.5 μl QuantiNova Syber green (cat 
# 208,054, Qiagen), 0.5 μl telomere or single copy (SCR) or mitochondria primers, 0.1 μl ROX (passive reference 
dye), 1.9 μl DNA/RNA free water and 5 μl (1 ng/μl) template DNA. For telomere qPCR, the thermal cycle profile 
included incubation at 50 °C for 2 min and 95 °C for 10 min before running 30 thermal cycles (95 °C for 15 s, 
56 °C for 45 s, and 72 °C for 45 s). For single‐copy gene and mitochondrial copy number qPCR, the thermal 
profile included incubation at 50 °C for 2 min and 95 °C for 10 min before running 40 thermal cycles (95 °C for 
15 s, 54 °C for 45 s, and 72 °C for 45 s). Each assay was run on a separate plate, with each plate containing a seri-
ally diluted DNA sample to calculate the PCR efficiency. PCR acceptance value was set to 100 ± 15%, any plate 
producing the PCR efficiency outside this range was repeated. Samples were run in triplicate, and mean CT value 
was used for final calculation after carefully checking the melt curve for each sample.

A reference genomic human DNA of known telomere length of 4.1 kb (or 369 kb, per diploid cell) and mito-
chondrial copy number (1200 ± 9 copies) was added on each plate. ΔCT for both telomere length and mitochon-
drial copy number was calculated using the formula CT target sample–CT reference sample after adjusting the 
PCR efficiency using Pfaffl  method52. We then calculated the ∆∆CT for both telomere length and mitochondrial 
copy number using the formula (TEL∆CT–SCR∆CT). Relative telomere length of target sample to reference 
sample was calculated as 2^ − ∆∆CT and the ratio was then multiplied with 369 kb to get telomere length per 
diploid cell. Telomere length of the diploid cell was divided by number of chromosomes ends (92) to get average 
telomere length of each chromosome end (2^ − ΔΔCT × 369/92). Mitochondria copy number per diploid cell 
of target sample to reference sample was calculated as 2^ − ∆∆CT and the ratio was then multiplied with 1200 
mtDNA copy number for each sample (2^ − ΔΔCT × 1200), as described  elsewhere48.

Gene expression. 30  mg frozen human brain tissue was used to extract RNA using RNeasy Plus Mini 
Kit (Qiagen) according to manufacturer’s protocol. RNA concentration was measured and evaluated for purity 
(260/280  nm ratio) using Nanodrop (Marshall Scientific). RNA integrity was confirmed using bioanalyzer. 
cDNA was synthesized by using QuantiTec Reverse Transcriptase kit (cat# 205,311) following the manufacturer 
guidelines. Thermal profile consisted of 10 min incubation at 25 °C, followed by 1 h at 42 °C for cDNA synthe-
sis and 5 min at 85 °C to inactivate the enzyme on a Quant Studio 5 thermocycler. Relative gene expression of 
CDKN2A, PGC1 α and PGC-1β was determined using the comparative ∆CT method by calculating the CT values 
of the target genes (CDKN2a, PGC1 α and PGC-1β) against the CT values of the reference gene (GAPDH). Target 
genes and GAPDH were run in triplicates and amplified in the same wells. Respective CT values were averaged 
before performing the ∆CT calculation (∆CT = CT Target − CT GAPDH). Gene expression values were converted into 
log 2 of ∆CT (2^ − ∆CT).

Cellular senescence and mitochondrial biogenesis. CDKN2A, PGC1α and PGC-1β expression was 
measured using TaqMan Gene Expression Assay (CDKN2A, HS00923894_m1; PGC1α, Hs00173304_m1; 
PGC-1β, Hs00993805_m1; Applied Biosystem) on a Quant Studio 5 qPCR instrument. The total qPCR reaction 
of 20 μl contained 3 μl cDNA, 10 μl TaqMan Multiplex Master Mix (cat # 4,461,882; Applied Biosystem), 1 µl 
GAPDH Assay (cat # 4,485,712; Applied Biosystem), 1 μl of CDKN2A, PGC1α and PGC-1β Assay and ddH2O. 
TaqMan GAPDH Assay was added to each run as an endogenous control. Thermal profile included 95 °C for 
20 s, followed by 45 thermal cycles (95 °C for 1 s and 60 °C for 20 s).

Table 2.  Demographic characteristics of UK brain tissues samples.

Number Age range (years) M/F ratio

DNA

Control 16 68–96 1.6

Parkinson’s disease PD 13 69–89 1.1

Parkinson’s disease dementia PDD 8 68–81 1.6

Dementia with Lewy bodies DLB 19 74–92 0.9

RNA

Control 13 66–96 1.6

Parkinson’s disease PD 13 59–89 1.1

Parkinson’s disease dementia PDD 22 68–89 1.2

Dementia with Lewy bodies DLB 27 65–92 1.1
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Statistical analysis. Statistical analysis was performed using the statistical program JMP (version 16). We 
performed multivariate regression analysis to investigate the correlation of disease with three hallmarks of aging 
(telomere attrition, mitochondrial dysfunction, and cellular senescence) in blood and brain tissue separately. 
Age and sex were fitted as fixed factors in all analysis. For further comparison between different groups, we used 
multiple comparison test (Tukey’s test). Pearson correlation was used to assess the correlation between different 
cellular aging markers. Fold change of PGC1α, PGC-1β and CDKN2A was calculated by dividing the individual 
values with the mean value of controls.

Institutional review board statement. The blood samples were obtained from PD patients included 
in the Swedish BIOPARK cohort (approved by the Swedish Ethical Review Authority, reference number 2019–
04967)50. Patients were recruited in clinics within Stockholm region, Sweden, and from the Sunderby Hospital 
in Luleå, Sweden. Both verbal and written consent were obtained at the time of inclusion. Postmortem human 
prefrontal cortex brain tissues were obtained from the MRC London Neurodegenerative Diseases Brain Bank, 
King’s College London, United Kingdom. The permission to collect human brain tissue included participants 
consent for research purposes and ethical approval was obtained from the UK National Research Ethics Service 
(08/H1010/4 and KI IRB)51.

Informed consent statement. Both verbal and written informed consent were obtained at the time of 
inclusion.

Data availability
All data are available upon reasonable request to corresponding author, Muhammad Asghar (asghar.muham-
mad@biol.lu.se).

Received: 14 December 2021; Accepted: 14 October 2022

References
 1. Fereshtehnejad, S. M. & Postuma, R. B. Subtypes of Parkinson’s disease: What do they tell us about disease progression?. Curr. 

Neurol. Neurosci. Rep. 17, 34. https:// doi. org/ 10. 1007/ s11910- 017- 0738-x (2017).
 2. Kritsilis, M. et al. Ageing, cellular senescence and neurodegenerative disease. Int. J. Mol. Sci. 19, E2937. https:// doi. org/ 10. 3390/ 

ijms1 91029 37 (2018).
 3. Poewe, W. et al. Parkinson disease. Nat. Rev. Dis. Primers 3, 17013. https:// doi. org/ 10. 1038/ nrdp. 2017. 13 (2017).
 4. Lopez-Otin, C., Blasco, M. A., Partridge, L., Serrano, M. & Kroemer, G. The hallmarks of aging. Cell 153, 1194–1217. https:// doi. 

org/ 10. 1016/j. cell. 2013. 05. 039 (2013).
 5. Bender, A. et al. High levels of mitochondrial DNA deletions in substantia nigra neurons in aging and Parkinson disease. Nat, 

Genet. 38, 515–517. https:// doi. org/ 10. 1038/ ng1769 (2006).
 6. Filograna, R., Mennuni, M., Alsina, D. & Larsson, N. G. Mitochondrial DNA copy number in human disease: The more the better?. 

FEBS Lett https:// doi. org/ 10. 1002/ 1873- 3468. 14021 (2020).
 7. Wallace, D. C. A mitochondrial paradigm of metabolic and degenerative diseases, aging, and cancer: A dawn for evolutionary 

medicine. Annu. Rev. Genet. 39, 359–407. https:// doi. org/ 10. 1146/ annur ev. genet. 39. 110304. 095751 (2005).
 8. Nicholls, D. G. Mitochondrial function and dysfunction in the cell: Its relevance to aging and aging-related disease. Int. J. Biochem. 

Cell Biol. 34, 1372–1381. https:// doi. org/ 10. 1016/ s1357- 2725(02) 00077-8 (2002).
 9. Mengel-From, J. et al. Mitochondrial DNA copy number in peripheral blood cells declines with age and is associated with general 

health among elderly. Hum. Genet. 133, 1149–1159. https:// doi. org/ 10. 1007/ s00439- 014- 1458-9 (2014).
 10. Greaves, L. C., Reeve, A. K., Taylor, R. W. & Turnbull, D. M. Mitochondrial DNA and disease. J. Pathol. 226, 274–286. https:// doi. 

org/ 10. 1002/ path. 3028 (2012).
 11. Reeve, A. K., Krishnan, K. J. & Turnbull, D. Mitochondrial DNA mutations in disease, aging and neurodegeneration. Ann. N. Y. 

Acad. Sci. 1147, 21–29. https:// doi. org/ 10. 1196/ annals. 1427. 016 (2008).
 12. Trifunovic, A. et al. Premature ageing in mice expressing defective mitochondrial DNA polymerase. Nature 429, 417–423. https:// 

doi. org/ 10. 1038/ natur e02517 (2004).
 13. Kraytsberg, Y. et al. Mitochondrial DNA deletions are abundant and cause functional impairment in aged human substantia nigra 

neurons. Nat. Genet. 38, 518–520. https:// doi. org/ 10. 1038/ ng1778 (2006).
 14. Asghar, M. et al. Chronic infection. Hidden costs of infection: Chronic malaria accelerates telomere degradation and senescence 

in wild birds. Science 347, 436–438. https:// doi. org/ 10. 1126/ scien ce. 12611 21 (2015).
 15. Asghar, M. et al. Cellular aging dynamics after acute malaria infection: A 12-month longitudinal study. Aging Cell 17, e12702. 

https:// doi. org/ 10. 1111/ acel. 12702 (2018).
 16. Kong, C. M., Lee, X. W. & Wang, X. Telomere shortening in human diseases. FEBS J. 280, 3180–3193. https:// doi. org/ 10. 1111/ febs. 

12326 (2013).
 17. Thanseem, I., Viswambharan, V., Poovathinal, S. A. & Anitha, A. Is telomere length a biomarker of neurological disorders?. Biomark. 

Med. 11, 799–810. https:// doi. org/ 10. 2217/ bmm- 2017- 0032 (2017).
 18. Toupance, S. et al. The individual’s signature of telomere length distribution. Sci. Rep. 9, 685. https:// doi. org/ 10. 1038/ s41598- 018- 

36756-8 (2019).
 19. Levstek, T., Kozjek, E., Dolzan, V. & Trebusak Podkrajsek, K. Telomere attrition in neurodegenerative disorders. Front. Cell Neurosci. 

14, 219. https:// doi. org/ 10. 3389/ fncel. 2020. 00219 (2020).
 20. Agarwal, M. et al. Cyclin dependent kinase inhibitor 2A/B gene deletions are markers of poor prognosis in Indian children with 

acute lymphoblastic leukemia. Pediatr. Blood Cancer 65, e27001. https:// doi. org/ 10. 1002/ pbc. 27001 (2018).
 21. Shiels, P. G. CDKN2A might be better than telomere length in determining individual health status. BMJ 344, e1415. https:// doi. 

org/ 10. 1136/ bmj. e1415 (2012).
 22. Ko, A., Han, S. Y. & Song, J. Dynamics of ARF regulation that control senescence and cancer. BMB Rep. 49, 598–606. https:// doi. 

org/ 10. 5483/ bmbrep. 2016. 49. 11. 120 (2016).
 23. Lye, J. J. et al. Astrocyte senescence may drive alterations in GFAPalpha, CDKN2A p14 (ARF), and TAU3 transcript expression 

and contribute to cognitive decline. Geroscience 41, 561–573. https:// doi. org/ 10. 1007/ s11357- 019- 00100-3 (2019).
 24. Xia, C. Y. et al. Reference intervals of mitochondrial DNA copy number in peripheral blood for chinese minors and adults. Chin. 

Med. J. Engl. 130, 2435–2440. https:// doi. org/ 10. 4103/ 0366- 6999. 216395 (2017).

https://doi.org/10.1007/s11910-017-0738-x
https://doi.org/10.3390/ijms19102937
https://doi.org/10.3390/ijms19102937
https://doi.org/10.1038/nrdp.2017.13
https://doi.org/10.1016/j.cell.2013.05.039
https://doi.org/10.1016/j.cell.2013.05.039
https://doi.org/10.1038/ng1769
https://doi.org/10.1002/1873-3468.14021
https://doi.org/10.1146/annurev.genet.39.110304.095751
https://doi.org/10.1016/s1357-2725(02)00077-8
https://doi.org/10.1007/s00439-014-1458-9
https://doi.org/10.1002/path.3028
https://doi.org/10.1002/path.3028
https://doi.org/10.1196/annals.1427.016
https://doi.org/10.1038/nature02517
https://doi.org/10.1038/nature02517
https://doi.org/10.1038/ng1778
https://doi.org/10.1126/science.1261121
https://doi.org/10.1111/acel.12702
https://doi.org/10.1111/febs.12326
https://doi.org/10.1111/febs.12326
https://doi.org/10.2217/bmm-2017-0032
https://doi.org/10.1038/s41598-018-36756-8
https://doi.org/10.1038/s41598-018-36756-8
https://doi.org/10.3389/fncel.2020.00219
https://doi.org/10.1002/pbc.27001
https://doi.org/10.1136/bmj.e1415
https://doi.org/10.1136/bmj.e1415
https://doi.org/10.5483/bmbrep.2016.49.11.120
https://doi.org/10.5483/bmbrep.2016.49.11.120
https://doi.org/10.1007/s11357-019-00100-3
https://doi.org/10.4103/0366-6999.216395


10

Vol:.(1234567890)

Scientific Reports |        (2022) 12:17578  | https://doi.org/10.1038/s41598-022-22400-z

www.nature.com/scientificreports/

 25. Villanueva Paz, M. et al. Targeting autophagy and mitophagy for mitochondrial diseases treatment. Expert Opin. Ther. Targets 20, 
487–500. https:// doi. org/ 10. 1517/ 14728 222. 2016. 11010 68 (2016).

 26. Giannoccaro, M. P., La Morgia, C., Rizzo, G. & Carelli, V. Mitochondrial DNA and primary mitochondrial dysfunction in Parkin-
son’s disease. Mov. Disord. 32, 346–363. https:// doi. org/ 10. 1002/ mds. 26966 (2017).

 27. Gui, Y. X., Xu, Z. P., Lv, W., Zhao, J. J. & Hu, X. Y. Evidence for polymerase gamma, POLG1 variation in reduced mitochondrial 
DNA copy number in Parkinson’s disease. Parkinsonism Relat. Disord. 21, 282–286. https:// doi. org/ 10. 1016/j. parkr eldis. 2014. 12. 
030 (2015).

 28. Pyle, A. et al. Reduced mitochondrial DNA copy number is a biomarker of Parkinson’s disease. Neurobiol. Aging 38, 216-e7. https:// 
doi. org/ 10. 1016/j. neuro biola ging. 2015. 10. 033 (2016).

 29. Wei, W. et al. Mitochondrial DNA point mutations and relative copy number in 1363 disease and control human brains. Acta 
Neuropathol. Commun. 5, 13. https:// doi. org/ 10. 1186/ s40478- 016- 0404-6 (2017).

 30. Petersen, M. H. et al. Reduction in mitochondrial DNA copy number in peripheral leukocytes after onset of Huntington’s disease. 
Mitochondrion 17, 14–21. https:// doi. org/ 10. 1016/j. mito. 2014. 05. 001 (2014).

 31. Rice, A. C. et al. Mitochondrial DNA copy numbers in pyramidal neurons are decreased and mitochondrial biogenesis transcrip-
tome signaling is disrupted in Alzheimer’s disease hippocampi. J. Alzheimers Dis. 40, 319–330. https:// doi. org/ 10. 3233/ JAD- 131715 
(2014).

 32. Fries, G. R. et al. Accelerated epigenetic aging and mitochondrial DNA copy number in bipolar disorder. Transl. Psychiatry 7, 1283. 
https:// doi. org/ 10. 1038/ s41398- 017- 0048-8 (2017).

 33. Coskun, P. E., Beal, M. F. & Wallace, D. C. Alzheimer’s brains harbor somatic mtDNA control-region mutations that suppress 
mitochondrial transcription and replication. Proc. Natl. Acad. Sci. U. S. A. 101, 10726–10731. https:// doi. org/ 10. 1073/ pnas. 04036 
49101 (2004).

 34. Krishnan, K. J., Ratnaike, T. E., De Gruyter, H. L., Jaros, E. & Turnbull, D. M. Mitochondrial DNA deletions cause the biochemi-
cal defect observed in Alzheimer’s disease. Neurobiol. Aging 33, 2210–2214. https:// doi. org/ 10. 1016/j. neuro biola ging. 2011. 08. 009 
(2012).

 35. Dolle, C. et al. Defective mitochondrial DNA homeostasis in the substantia nigra in Parkinson disease. Nat. Commun. 7, 13548. 
https:// doi. org/ 10. 1038/ ncomm s13548 (2016).

 36. Fernandez-Marcos, P. J. & Auwerx, J. Regulation of PGC-1 alpha, a nodal regulator of mitochondrial biogenesis. Am. J. Clin. Nutr. 
93, 884S – 890. https:// doi. org/ 10. 3945/ ajcn. 110. 001917 (2011).

 37. Degerman, S. et al. Long leukocyte telomere length at diagnosis is a risk factor for dementia progression in idiopathic parkinson-
ism. PLoS One 9, e113387. https:// doi. org/ 10. 1371/ journ al. pone. 01133 87 (2014).

 38. Eerola, J. et al. No evidence for shorter leukocyte telomere length in Parkinson’s disease patients. J. Gerontol. A Biol. Sci. Med. Sci. 
65, 1181–1184. https:// doi. org/ 10. 1093/ gerona/ glq125 (2010).

 39. Guan, J. Z. et al. A percentage analysis of the telomere length in Parkinson’s disease patients. J. Gerontol. A Biol. Sci. Med. Sci. 63, 
467–473. https:// doi. org/ 10. 1093/ gerona/ 63.5. 467 (2008).

 40. Wang, H. et al. Telomere length and risk of Parkinson’s disease. Mov. Disord. 23, 302–305. https:// doi. org/ 10. 1002/ mds. 21867 
(2008).

 41. Watfa, G. et al. Study of telomere length and different markers of oxidative stress in patients with Parkinson’s disease. J. Nutr. Health 
Aging 15, 277–281. https:// doi. org/ 10. 1007/ s12603- 010- 0275-7 (2011).

 42. Hudson, G. et al. No evidence of substantia nigra telomere shortening in Parkinson’s disease. Neurobiol. Aging 32, e2103-2105. 
https:// doi. org/ 10. 1016/j. neuro biola ging. 2011. 05. 022 (2011).

 43. Maeda, T., Guan, J. Z., Koyanagi, M., Higuchi, Y. & Makino, N. Aging-associated alteration of telomere length and subtelomeric 
status in female patients with Parkinson’s disease. J. Neurogenet. 26, 245–251. https:// doi. org/ 10. 3109/ 01677 063. 2011. 651665 
(2012).

 44. Kume, K. et al. Telomere length shortening in patients with dementia with Lewy bodies. Eur. J. Neurol. 19, 905–910. https:// doi. 
org/ 10. 1111/j. 1468- 1331. 2011. 03655.x (2012).

 45. Schurks, M. et al. Telomere length and Parkinson’s disease in men: A nested case-control study. Eur. J. Neurol. 21, 93–99. https:// 
doi. org/ 10. 1111/ ene. 12252 (2014).

 46. Müller, T., Hellwig, R. & Muhlack, S. Levodopa induces synthesis of nerve growth factor and growth hormone in patients with 
Parkinson disease. Clin. Neuropharmacol. 34, 101–103 (2011).

 47. Thomas, M. Role of homocysteine in the treatment of Parkinson’s disease. Expert Rev. Neurother. 8, 957–967 (2008).
 48. Hagman, M., Fristrup, B., Michelin, R., Krustrup, P. & Asghar, M. Football and team handball training postpone cellular aging in 

women. Sci. Rep. 11, 11733. https:// doi. org/ 10. 1038/ s41598- 021- 91255-7 (2021).
 49. Sahin, E. et al. Telomere dysfunction induces metabolic and mitochondrial compromise. Nature 17, 359–365. https:// doi. org/ 10. 

1038/ natur e09787 (2011).
 50. Markaki, I., Ntetsika, T., Sorjonen, K., Svenningsson, P., BioPark Study, G. Euglycemia indicates favorable motor outcome in 

Parkinson’s disease. Mov Disord 36(6), 1430–1434. https:// doi. org/ 10. 1002/ mds. 28545 (2021).
 51. Baek, J. H. et al. GRP78 level is altered in the brain, but not in plasma or cerebrospinal fluid in Parkinson’s disease patients. Front. 

Neurosci. 13, 697. https:// doi. org/ 10. 3389/ fnins. 2019. 00697 (2019).
 52. Pfaffl, M. W. A new mathematical model for relative quantification in real-time RT-PCR. Nucleic Acids Res. 29, e45. https:// doi. 

org/ 10. 1093/ nar/ 29.9. e45 (2001).

Acknowledgements
We are very thankful to all the study participants. Colleagues recruiting patients for the BioPark cohort in Stock-
holm and Dr Radka Pavlova for recruiting patients at Sunderbyn hospital Luleå.

Author contributions
Conceptualization, M.A. and P.S.; methodology, A.J.F., A.E.H. and M.A.; clinical interpretation, S.K. and P.S.; 
formal analysis, M.A.; investigation, M.A., P.S., A.J.F., A.E.H., S.K. and A.M.; resources, M.A., P.S.; data curation, 
M.A.; writing—original draft preparation, M.A. and A.O.; writing—review and editing, M.A., P.S., A.O., A.J.F., 
A.E.H., S.K. and A.M.; visualization, M.A.; supervision, M.A. and P.S.; funding acquisition, M.A. and P.S. All 
authors have read and agreed to the published version of the manuscript.

Funding
Open access funding provided by Lund University. This work was supported by Ragnar Söderbergs Foundation 
(M13/18), Swedish Research Council (2018–02266) and Karolinska Institutet Funds and Foundation granted to 
MA. Funding from Wallenberg Clinical Scholarship, Stockholm City Council and Van Geest Foundation was 
granted to PS.

https://doi.org/10.1517/14728222.2016.1101068
https://doi.org/10.1002/mds.26966
https://doi.org/10.1016/j.parkreldis.2014.12.030
https://doi.org/10.1016/j.parkreldis.2014.12.030
https://doi.org/10.1016/j.neurobiolaging.2015.10.033
https://doi.org/10.1016/j.neurobiolaging.2015.10.033
https://doi.org/10.1186/s40478-016-0404-6
https://doi.org/10.1016/j.mito.2014.05.001
https://doi.org/10.3233/JAD-131715
https://doi.org/10.1038/s41398-017-0048-8
https://doi.org/10.1073/pnas.0403649101
https://doi.org/10.1073/pnas.0403649101
https://doi.org/10.1016/j.neurobiolaging.2011.08.009
https://doi.org/10.1038/ncomms13548
https://doi.org/10.3945/ajcn.110.001917
https://doi.org/10.1371/journal.pone.0113387
https://doi.org/10.1093/gerona/glq125
https://doi.org/10.1093/gerona/63.5.467
https://doi.org/10.1002/mds.21867
https://doi.org/10.1007/s12603-010-0275-7
https://doi.org/10.1016/j.neurobiolaging.2011.05.022
https://doi.org/10.3109/01677063.2011.651665
https://doi.org/10.1111/j.1468-1331.2011.03655.x
https://doi.org/10.1111/j.1468-1331.2011.03655.x
https://doi.org/10.1111/ene.12252
https://doi.org/10.1111/ene.12252
https://doi.org/10.1038/s41598-021-91255-7
https://doi.org/10.1038/nature09787
https://doi.org/10.1038/nature09787
https://doi.org/10.1002/mds.28545
https://doi.org/10.3389/fnins.2019.00697
https://doi.org/10.1093/nar/29.9.e45
https://doi.org/10.1093/nar/29.9.e45


11

Vol.:(0123456789)

Scientific Reports |        (2022) 12:17578  | https://doi.org/10.1038/s41598-022-22400-z

www.nature.com/scientificreports/

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https:// doi. org/ 
10. 1038/ s41598- 022- 22400-z.

Correspondence and requests for materials should be addressed to M.A.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http:// creat iveco mmons. org/ licen ses/ by/4. 0/.

© The Author(s) 2022

https://doi.org/10.1038/s41598-022-22400-z
https://doi.org/10.1038/s41598-022-22400-z
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Mitochondrial biogenesis, telomere length and cellular senescence in Parkinson’s disease and Lewy body dementia
	Results
	Senescence biomarkers in whole blood. 
	Senescence biomarkers in brain tissue. 

	Discussion
	Materials and methods
	Blood samples from Swedish cohort. 
	Brain tissues samples from UK cohort. 
	Telomere and mitochondrial copy number assay. 
	Gene expression. 
	Cellular senescence and mitochondrial biogenesis. 
	Statistical analysis. 
	Institutional review board statement. 
	Informed consent statement. 

	References
	Acknowledgements


