 2

[bookmark: _GoBack][image: ]


Association of snca parkinson's disease risk polymorphisms with disease progressi...





[image: ]Health & Medicine


[bookmark: h2]Introduction 
Parkinson's disease (PD) is a neurodegenerative disorder characterized by the core motor symptoms, bradykinesia, resting tremor, rigidity, and postural instability, though often accompanied by a wide spectrum of additional motor and non-motor signs ( 1 ). The severity and rate of progression of clinical symptoms in PD are highly variable between patients. Some patients experience mild motor decline and non-motor symptoms, whereas some experience fast deterioration in motor symptoms and prominent non-motor symptoms. These differences are in part predicted by sex, age at diagnosis, motor phenotype, and disease severity ( 2 ). Similarly, the timing and rate of cognitive decline vary widely among individuals with PD ( 3 ), and certain measures, including older age or differences in motor phenotype at diagnosis, predict a more rapid rate of cognitive decline in subgroups of patients ( 4 ). The observed heterogeneity can pose prognostic difficulties in a clinical setting, compromising both the planning of appropriate patient management and clinical trial design. 
Although heterogeneity in PD is widely recognized, the biological factors modulating the progression remain largely unknown. Association studies have shown that common genetic variance contributes to the risk of developing idiopathic PD ( 5 , 6 ), and some of these same variants may modify the progression of clinical symptoms ( 7 , 8 ). The SNCA gene encodes α-synuclein, the main protein component of Lewy bodies, which are the pathological hallmark of sporadic PD ( 9 ), and genetic variants in the SNCA region repeatedly have the strongest association with PD risk in genome-wide association studies (GWASs) ( 5 , 10 – 12 ). To date, data on the impact of these SNCA polymorphisms on PD progression are scarce, and further investigation in longitudinal studies of patients with PD is needed to refine the link between the genetic variance in SNCA and disease course. 
Here, we explored the effects of five SNCA single nucleotide polymorphisms (SNPs), rs2870004, rs356182, rs5019538, rs356219, and rs763443, on the presentation of PD at the time of diagnosis and the progression of the motor, functional, and cognitive impairment over up to 9 years of regular follow-up, in three deeply phenotyped, longitudinal PD cohorts from Northern Europe. 
[bookmark: h3]Methods 
Study Participants 
Three longitudinal cohorts were included in the study: the Norwegian ParkWest study ( 13 ), the Parkinsonism Incidence in North-East Scotland (PINE) study ( 14 ), and the Swedish New Parkinson Patient in Umeå (NYPUM) study ( 15 ). These cohorts provide on-going prospective follow-up of population-based incidence studies of all newly diagnosed PD patients identified in specific geographic regions, initiated between 2002 and 2009. Diagnosis of PD was made according to UK Brain Bank criteria by a neurologist specialized in movement disorders at the baseline visit with continued reassessment at follow-up visits. Participant recruitment and follow-up are summarized in Supplementary Figure 1 . Briefly, 605 patients were enrolled: 212 in ParkWest, 211 in PINE, and 182 in NYPUM. Of these, 70 have had a diagnosis other than PD during follow-up, 7 did not consent to follow-up, 57 did not consent to genotyping, and 38 have no DNA sample available, or DNA could not be genotyped. Five hundred twenty-three control subjects were recruited from the same areas: 201 in ParkWest, 266 in PINE, and 56 in the NYPUM study. Of these, 70 have no DNA sample available, or DNA could not be genotyped, 30 did not consent to genotyping, and 6 were diagnosed with PD during follow-up. The remaining 433 PD patients and 417 controls consented to regular follow-up and were eligible for this study. At the time of the study, data from clinical visits for a period of up to 9 years were available ( Supplementary Figure 1 ). 
Respective ethical committees approved studies: The Western Norway Regional Committee for Medical and Health Research Ethics, the Multi-Centre Research Ethics Committee for Scotland, and the Regional Ethics Review Board in Umeå. All participants signed written informed consent. 
Clinical Assessment 
The clinical assessments have been described in detail, and the same procedures were followed for each cohort ( 13 – 15 ). At baseline, general medical and neurological examinations and semi-structured interviews were performed for all participants to establish medical, drug, and family history (first-degree relative with PD, self-reported). No cases of familial PD were recorded. Patients with PD were assessed at baseline and annual follow-up visits using Hoehn and Yahr staging ( 16 ), the Unified Parkinson's Disease Rating Scale (UPDRS) II (activities of daily living) and part III (motor examination) ( 17 ), and the Mini-Mental State Examination (MMSE) ( 18 ) (in ParkWest, MMSE was evaluated at baseline, the first annual visit and every second year after that), and controls were assessed at baseline and follow-up visits using the MMSE. Home visits were offered to those unable or unwilling to come to the clinic to minimize attrition bias. 
Based on subscores of UPDRS III (motor examination), we derived measures of tremor (sum of items 20 and 21), rigidity (sum of item 22), bradykinesia (sum of items 23, 24, 25, 26, and 31), and axial impairment (sum of items 27, 28, 29, and 30). We calculated levodopa-equivalent doses (LEDs) in accordance with published recommendations ( 19 ). 
Genotyping of SNCA Variants 
We selected five SNCA polymorphisms (rs2870004, rs356182, rs5019538, rs356219, and rs763443) identified as contributing to a person's risk of developing PD in the largest genome-wide association studies ( 5 , 20 ) and the largest dedicated genetic study of SNCA ( 6 ) to date. 
Genomic DNA was extracted from peripheral blood using standard methods. Allelic discrimination analysis was performed using predesigned TaqMan SNP genotyping assay (Thermo Fisher Scientific) for rs2870004 (Assay ID: C__26455957_20), rs356182 (C___3208989_10), rs356219 (C___1020193_10), and rs763443 (C___1902284_10) and a custom assay for rs5019538 (Thermo Fisher Scientific). The amplification reactions were performed using the ABI PRISM 7300 Real-Time PCR System (Applied Biosystems) with SDS v1. 4 software. The call rates were > 99% for each SNP, and the concordance rate was 98%. 
Statistical Methods 
All between-group comparisons were performed using IBM SPSS Statistics version 26. 0 (Armonk, NY). The regression analysis was done in R version 4. 0. 2. No differences were observed between the unadjusted and adjusted analyses unless otherwise stated. Two-tailed p -values < 0. 05 were considered significant, and correction for multiple testing was not performed in this exploratory analysis. As there is insufficient evidence regarding the best genetic model to analyze the effect of SNCA SNPs on disease progression, we took an exploratory approach and included both the recessive and dominant genetic models in the analysis plan. 
Baseline Analysis 
Continuous data were summarized using descriptive statistics, whereas categorical data were reported as counts and percentages. Between-group differences in demographic variables were assessed for significance using the Mann–Whitney U tests and χ 2 tests, as appropriate. Logistic regression (categorical outcome) or linear regression (continuous outcome) was used to test the association between SNCA genotypes and PD risk or clinical outcomes at baseline, without and with adjustment for age at baseline and sex. The results of multivariable analyses were presented as odds ratios (ORs) with 95% confidence intervals (CIs) and p -values. 
Longitudinal Analysis 
We investigated the association between each of the SNCA genotypes and disease progression using three different linear mixed models. The outcome variables for the three models were repeated measurements of UPDRS part II, UPDRS part III, or MMSE total score. MMSE total scores were transformed using log (30 – MMSE + 1) to achieve normality. Time in the study (as a continuous variable) and the SNCA genotype (as a binary categorical variable) were included as fixed effects. Patient IDs were included as random intercepts. The interaction between time and the genotype was included as a fixed effect to assess how the SNCA genotype influenced disease progression. The analyses were performed without adjustment and with adjustment for the following variables as fixed effects: study cohort, sex, age at baseline, and duration of motor symptoms at baseline. For MMSE, years of education were also included as a fixed effect. For UPDRS II and III, the effect sizes were similar after additional adjustment for LED at each visit (data not shown). Each model had a first-order autoregressive covariance structure. The plot of predictive margins was created using the command margins in Stata 16. 00. 
[bookmark: h4]Results 
Baseline Characterization of Study Population 
Of the total 850 participants eligible for the study, 433 were patients with PD, and 417 were control subjects ( Table 1 ). The mean age at baseline for PD patients was 69. 9 ± 9. 6 years, with the proportion of males 60. 7%. At the baseline examination, the patients and controls differed with regard to the level of family history of PD ( p < 0. 001), the years of education ( p = 0. 005), and the MMSE score ( p < 0. 001) but not the distribution of sex or age. 
[bookmark: T1]TABLE 1  
Baseline demographic and clinical characteristics of patients and controls included in study. 
SNCA Variants and Risk of Parkinson's Disease 
The distributions of the five SNCA SNP genotypes and the minor allele frequencies in PD patients and controls are summarized in Supplementary Table 1 . No deviations from Hardy–Weinberg equilibrium were observed for the allele frequencies in patients and controls. Logistic regression analysis was performed to determine if genotype status was associated with a higher incidence of PD, using either the recessive or dominant model ( Table 2 ). In unadjusted analysis, rs356182-G allele carrier status was significantly associated with increased risk of PD compared with noncarriers (OR = 1. 33; 95% CI 1. 01–1. 75; p = 0. 046). This remained significant after adjustment for age at baseline and sex (OR = 1. 32; 95% CI 1. 00–1. 75; p = 0. 049). No other significant associations were identified between genotype status and risk of PD. 
[bookmark: T2]TABLE 2  
Comparison of genotypes of each SNCA variant between PD patients and controls. 
SNCA Variants and Baseline Parkinson's Disease Profile 
Analysis of the association of SNCA genotypes and the demographic characteristics of the patients with PD showed no significant differences between groups, except for a higher mean number of years of education for the carriers of rs2870004-TT genotype as compared with rs2870004 A-allele carriers (13. 2 ± 4. 4 vs. 11. 1 ± 3. 5 years; p = 0. 021, Supplementary Table 2 ). At the time of PD diagnosis, the rs356219-GG genotype was associated with higher UPDRS II scores ( p = 0. 017) ( Supplementary Table 2 ). No differences were shown between baseline clinical presentation of PD and SNCA genotypes for the other SNPs investigated ( Supplementary Tables 2, 3 ). 
Effect of SNCA Genotypes on Motor and Functional Impairment 
Linear mixed-effects regression analysis with adjustment for age, sex, study cohort, and duration of motor symptoms at baseline revealed that there were no significant differences between any of the SNCA genotypes and the rate of annual changes in UPDRS II or III scores measured for up to 9 years ( Table 3 ; Supplementary Table 4 ). Further adjustment for time-varying LED did not change the significance of the results (data not shown). However, the linear mixed-effects regression analysis reproduced the association between the rs356219 genotype and UPDRS II scores at baseline, with the carriers of rs356219-GG genotype having a 1. 52-point higher UPDRS II score during all 9 years of the study in comparison with the carriers of A-allele in adjusted analysis (β = 1. 52; 95% CI 0. 10–2. 95; p = 0. 036) ( Table 3 , Figure 1A ). 
[bookmark: T3]TABLE 3  
Association between annual change in clinical assessments of PD and SNCA polymorphisms assuming a recessive model. 
[bookmark: F1]FIGURE 1  
Prediction of UPDRS II and MMSE scores over time. Average predicted UPDRS II(A)and MMSE(B)scores with confidence bands for first 9 years after diagnosis of PD for rs356219-GG allele carriers (orange, circles) and rs356219-A allele carriers (blue, triangles). UPDRS, Unified Parkinson's Disease Rating Scale; MMSE, Mini-Mental State Examination. 
rs356219 Is Associated With Faster Cognitive Decline 
The rs356219 genotype was associated with a difference in the rate of annual change in MMSE score ( Table 3 , Figure 1B ), with carriers of rs356219-GG predicted to experience a faster decrease in MMSE scores over the 9 years of follow-up compared with an A-allele carrier (β = 0. 03; 95% CI 0. 00–0. 06; p = 0. 043) after the adjustment for study cohort, sex, age at baseline, duration of motor symptoms at baseline, and years of education. For MMSE, the estimated coefficients cannot be directly interpreted in terms of the annual change in performance, as the data were transformed before analysis. The adjusted model predicts that SNCA rs356219-GG carriers would experience on average a fall from 28. 9 to 25. 1 (95% CI 23. 9–26. 1) points during 9 years, whereas the MMSE score of A-allele carriers would fall from 29. 0 to 26. 6 (95% CI 26. 2–27. 0; p = 0. 043). Analysis of the association of rs356219 with the rate of change in MMSE score in the control group showed no association between rs356219-GG status and the annual change in MMSE (data not shown). We did not observe any significant effects of the other SNCA genotypes on cognitive impairment measured using MMSE ( Table 3 ; Supplementary Table 4 ). 
[bookmark: h5]Discussion 
In this study, we explored the effect of five SNCA polymorphisms linked to PD risk on the progression of the disease. Based on the prospective assessment of three population-based incident cohorts of patients with PD, we show an association between rs356219 and the rate of cognitive decline measured from the time of PD diagnosis. The predicted size of the effect of rs356219 on the annual change in cognitive impairment was small, and further, the four other PD risk SNPs investigated had no effect on longitudinal measures of disease severity. Together, these data suggest that although common variants in SNCA are important risk factors for PD, these SNPs play a minor role in modifying the progression of PD. 
Patients with the rs356219-GG genotype experienced a faster rate of cognitive decline measured by MMSE than A-allele carriers over the 9 years of follow-up. No differences between genotype groups and the annual change in MMSE score were observed for the control subjects over the same follow-up period, indicating that this effect is disease-specific. Similar to our findings, Luo et al. ( 21 ) found an association between the rate of cognitive impairment and rs356219. However, in their study of patients with PD from China, carriers of the G-allele had a decreased risk of cognitive decline, indicating that the G allele might have a protective role in this population ( 21 ). In an analysis of European patients with PD, Goris et al. reported no association of rs356219 with the annual change in MMSE ( 22 ). Notably, this study only followed participants for the first 3. 5 years from diagnosis, and based on the predictions from our population, a longer follow-up period would be required to observe the effects of rs356219 on changes in MMSE. In keeping with our findings at the time of PD diagnosis, no difference was observed between rs356219 and mild cognitive impairment in newly diagnosed patients ( 23 ). Further, in patients in the later stages of PD (average disease duration at examination 8. 8 years), carriers of the rs356219-G allele were at higher risk of cognitive impairment ( 24 ). However, a large study analyzing a broad battery of cognitive tests found no association with this SNP in PD patients with a mean of 6. 6 years disease duration ( 25 ). 
Our models predicted that patients with the rs356219-GG genotype would experience on average a one and a half-point larger decrease in MMSE score compared with rs356219-A carriers after 9 years. This small difference suggests that the rs356219 genotype alone is not a strong predictor of cognitive decline in individuals with PD; however, subtle changes of cognitive function may prove to be clinically meaningful in combination with other risk factors. Recently, the rs356219 SNCA variant has been suggested to interact in a synergic manner with GBA variants to alter the disease course. In a longitudinal study of newly diagnosed patients with PD, rs356219-GG was associated with faster progression to Hoehn and Yahr stage 3 in GBA -associated PD but had no detectable effect in noncarriers of a GBA variant ( 26 ). This indicates that a synergistic interaction between different genetic risk variants could amplify their effect on disease outcomes. 
In this study, we did not observe any significant associations between each of the five SNCA SNPs and the development of motor or functional impairment. Few studies have analyzed the effect of SNCA SNPs on the annual change in UPDRS scores ( 27 , 28 ), and previously, only the rs356182-GG genotype has been linked to the rate of motor progression, with GG carriers exhibiting a slower rate of change in UPDRS III scores ( 28 ). A notable difference to our study is that the patients were not followed from the time of diagnosis but were first examined after a median disease duration of 7 years, and it is possible that the effect of this SNP on modifying motor impairment is more prominent in the later stages of PD. This highlights one of the many difficulties in modeling the relationship between measures of motor impairment and genetic variants, as, in addition to disease duration, the results can also be impacted by differences in the number and frequency of study visits and the length of follow-up. In our study, subjects were followed annually from the time of diagnosis. Although our findings support that common SNCA SNPs do not contribute to variability in the rate of motor impairment, it will be important to follow up these findings in the later phases of the disease. 
Each of the SNCA variants included in our study has been previously linked to the risk of PD ( 5 , 6 ). In our study population, we observed an association between rs356182 and disease risk under the dominant model. This variant appeared as the top hit with the strongest association with PD risk in consecutive GWASs ( 5 , 10 , 11 ). Two of the SNPs included in our study, rs2870004 and rs5019538, were only recently identified as risk variants for PD in the largest GWASs performed to date ( 5 ) or a comprehensive SNCA locus study ( 6 ) and have not previously been studied in the context of PD phenotype. In this study, we present the first assessment of the disease-modifying effect of these SNPs and find that they do not have a major impact on the presentation or progression of PD. This is in keeping with recent work showing that a genetic risk score based on 31 SNPs associated with the risk of PD was not associated with changes in clinical progression ( 8 ). 
The present study has notable strengths. All cohorts included in our work are population-based and recruited incident cases representative of the general PD population, as opposed to general research studies, which are generally unrepresentative of the population age distribution of PD ( 29 ). Every center used the same standardized diagnostic criteria for PD and clinical outcomes, and patients were all recruited early in the disease and followed prospectively with more than 3, 000 study visits. The rate of attrition for reasons other than death was very low, and potential selection bias was minimized by introducing remote visits for those unable to attend clinic visits. The study also has limitations. Firstly, we were only able to include 433 patients with PD and 417 controls, limiting the power of the study to detect small effects, although notably, our study is the largest to date to study the effects of these SNCA polymorphisms on disease progression. Furthermore, we acknowledge that our exploratory approach, including five SNCA SNPs and two genetic models, increases the risk of false positives. Therefore, the significance of our findings should be interpreted with caution, and this work should be validated. Further, we did not address the potential confounding effect of death on the association with disease outcomes in carriers of these SNCA SNPs. 
In summary, we report the comprehensive analysis of five SNCA PD risk SNPs and their association with long-term disease progression in the largest study to date of patients with PD followed from diagnosis. We find that rs356219 is linked with subtle differences in PD clinical measures, whereas no differences are associated with rs2870004, rs356182, rs5019538, and rs763443, suggesting that these genetic variants do not play a large role in modifying disease progression. This illustrates that PD is a complex disease in which the mechanisms underlying the association of the SNCA GWAS signals with PD risk may not be driving factors to the large clinical heterogeneity observed throughout the disease. 
[bookmark: h6]Data Availability Statement 
The datasets presented in this study can be found in online repositories. The names of the repository/repositories and accession number(s) can be found below: Novartis supports the publication of scientifically rigorous analysis that is relevant to patient care, regardless of a positive or negative outcome. Qualified external researchers can request access to anonymized patient-level data, respecting patient informed consent, contacting study sponsor authors. The protocol can be accessed through EnCePP portal http://www. encepp. eu/ (EU PAS Register Number EUPAS3247). 
[bookmark: h7]Ethics Statement 
The studies involving human participants were reviewed and approved by the relevant ethical committees: The Western Norway Regional Committee for Medical and Health Research Ethics, the Multi-Centre Research Ethics Committee for Scotland and, the Regional Ethics Review Board in Umeå. The patients/participants provided their written informed consent to participate in this study. 
[bookmark: h8]Author Contributions 
JM-G, AS, CP, and JL: design of the study. AS, CP, and JM-G: writing the manuscript. LF, CC, GA, and AM: clinical data collection/organization of research project. CP and AS: molecular assays. AS and AU: statistical data analysis. AU, JL, LF, CC, GA, and AM: critical review of the manuscript. All authors contributed to the article and approved the submitted version. 
[bookmark: h9]Funding 
Funding sources for the respective studies are as follows: The Norwegian ParkWest study has been funded by the Research Council of Norway (177966), the Western Norway Regional Health Authority (911218), and the Norwegian Parkinson's Disease Association. PINE study was supported by Parkinson's UK (G0502, G0914, and G1302), Scottish Government Chief Scientist Office, BMA Doris Hillier Award, the BUPA Foundation, NHS Grampian Endowments, and RS MacDonald Trust. The Swedish Medical Research Council, the Swedish Parkinson's Disease Association, the Swedish Parkinson's Foundation, Erling Persson Foundation, Kempe Foundation, and the Västerbotten County Council have funded the NYPUM study. The Research Council of Norway (287842) supported AS, JM-G, and GA. 
[bookmark: h10]Conflict of Interest 
The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest. 
[bookmark: h11]Acknowledgments 
The authors would like to thank all of the patients and controls for participation in each of the studies. Equally, we thank all members of each of the study groups and other personnel for their contributions. 
[bookmark: h12]Supplementary Material 
The Supplementary Material for this article can be found online at: https://www. frontiersin. org/articles/10. 3389/fneur. 2020. 620585/full#supplementary-material 
[bookmark: h13]References 
[bookmark: B1]1. Sveinbjornsdottir S. The clinical symptoms of Parkinson's disease. J Neurochem. (2016) 139 (Suppl. 1): 318–24. doi: 10. 1111/jnc. 13691 
[bookmark: B2]2. Lawton M, Ben-Shlomo Y, May MT, Baig F, Barber TR, Klein JC, et al. Developing and validating Parkinson's disease subtypes and their motor and cognitive progression. J Neurol Neurosurg Psychiatry. (2018) 89: 1279–87. doi: 10. 1136/jnnp-2018-318337 
[bookmark: B3]3. Aarsland D, Creese B, Politis M, Chaudhuri KR, Ffytche DH, Weintraub D, et al. Cognitive decline in Parkinson disease. Nat Rev Neurol. (2017) 13: 217–31. doi: 10. 1038/nrneurol. 2017. 27 
[bookmark: B4]4. Williams-Gray CH, Evans JR, Goris A, Foltynie T, Ban M, Robbins TW, et al. The distinct cognitive syndromes of Parkinson's disease: 5 year follow-up of the CamPaIGN cohort. Brain. (2009) 132 (Pt 11): 2958–69. doi: 10. 1093/brain/awp245 
[bookmark: B5]5. Nalls MA, Blauwendraat C, Vallerga CL, Heilbron K, Bandres-Ciga S, Chang D, et al. Identification of novel risk loci, causal insights, and heritable risk for Parkinson's disease: a meta-analysis of genome-wide association studies. Lancet Neurol. (2019) 18: 1091–102. doi: 10. 1016/S1474-4422(19)30320-5 
[bookmark: B6]6. Pihlstrøm L, Blauwendraat C, Cappelletti C, Berge-Seidl V, Langmyhr M, Henriksen SP, et al. A comprehensive analysis of SNCA-related genetic risk in sporadic parkinson disease. Ann Neurol. (2018) 84: 117–29. doi: 10. 1002/ana. 25274 
[bookmark: B7]7. Iwaki H, Blauwendraat C, Leonard HL, Kim JJ, Liu G, Maple-Grodem J, et al. Genomewide association study of Parkinson's disease clinical biomarkers in 12 longitudinal patients' cohorts. Mov Disord. (2019) 34: 1839–50. doi: 10. 1002/mds. 27845 
[bookmark: B8]8. Iwaki H, Blauwendraat C, Leonard HL, Liu G, Maple-Grodem J, Corvol JC, et al. Genetic risk of Parkinson disease and progression: an analysis of 13 longitudinal cohorts. Neurol Genet. (2019) 5: e348. doi: 10. 1212/NXG. 0000000000000348 
[bookmark: B9]9. Fields CR, Bengoa-Vergniory N, Wade-Martins R. Targeting alpha-synuclein as a therapy for Parkinson's disease. Front Mol Neurosci. (2019) 12: 299. doi: 10. 3389/fnmol. 2019. 00299 
[bookmark: B10]10. Chang D, Nalls MA, Hallgrímsdóttir IB, Hunkapiller J, van der Brug M, Cai F, et al. A meta-analysis of genome-wide association studies identifies 17 new Parkinson's disease risk loci. Nat Genet. (2017) 49: 1511–6. doi: 10. 1038/ng. 3955 
[bookmark: B11]11. Nalls MA, Pankratz N, Lill CM, Do CB, Hernandez DG, Saad M, et al. Large-scale meta-analysis of genome-wide association data identifies six new risk loci for Parkinson's disease. Nat Genet. (2014) 46: 989–93. doi: 10. 1038/ng. 3043 
[bookmark: B12]12. Foo JN, Tan LC, Irwan ID, Au W-L, Low HQ, Prakash K-M, et al. Genome-wide association study of Parkinson's disease in East Asians. Hum Mol Genet. (2016) 26: 226–32. doi: 10. 1093/hmg/ddw379 
[bookmark: B13]13. Alves G, Müller B, Herlofson K, HogenEsch I, Telstad W, Aarsland D, et al. Incidence of Parkinson's disease in Norway: the Norwegian ParkWest study. J Neurol Neurosurg Psychiatry. (2009) 80: 851–7. doi: 10. 1136/jnnp. 2008. 168211 
[bookmark: B14]14. Caslake R, Taylor K, Scott N, Gordon J, Harris C, Wilde K, et al. Age-, gender-, and socioeconomic status-specific incidence of Parkinson's disease and parkinsonism in northeast Scotland: the PINE study. Parkinsonism Relat Disord. (2013) 19: 515–21. doi: 10. 1016/j. parkreldis. 2013. 01. 014 
[bookmark: B15]15. Linder J, Stenlund H, Forsgren L. Incidence of Parkinson's disease and parkinsonism in northern Sweden: a population-based study. Mov Disord. (2010) 25: 341–8. doi: 10. 1002/mds. 22987 
[bookmark: B16]16. Hoehn MM, Yahr MD. Parkinsonism: onset, progression and mortality. Neurology. (1967) 17: 427–42. doi: 10. 1212/WNL. 17. 5. 427 
[bookmark: B17]17. Fahn S. Unified Parkinson's disease rating scale. Recent Dev Parkinsons Dis . (1987) 2: 153–163. 
[bookmark: B18]18. Folstein MF, Folstein SE, McHugh PR. “ Mini-mental state”. A practical method for grading the cognitive state of patients for the clinician. J Psychiatr Res . (1975) 12: 189–98. doi: 10. 1016/0022-3956(75)90026-6 
[bookmark: B19]19. Tomlinson CL, Stowe R, Patel S, Rick C, Gray R, Clarke CE. Systematic review of levodopa dose equivalency reporting in Parkinson's disease. Mov Disord. (2010) 25: 2649–53. doi: 10. 1002/mds. 23429 
[bookmark: B20]20. International Parkinson Disease Genomics Consortium, Nalls MA, Plagnol V, Hernandez DG, Sharma M, Sheerin U-M, et al. Imputation of sequence variants for identification of genetic risks for Parkinson's disease: a meta-analysis of genome-wide association studies. Lancet . (2011) 377: 641–9. doi: 10. 1016/S0140-6736(10)62345-8 
[bookmark: B21]21. Luo N, Li Y, Niu M, Zhou L, Yao M, Zhu L, et al. Variants in the SNCA locus are associated with the progression of Parkinson's disease. Front Aging Neurosci. (2019) 11: 110. doi: 10. 3389/fnagi. 2019. 00110 
[bookmark: B22]22. Goris A, Williams-Gray CH, Clark GR, Foltynie T, Lewis SJ, Brown J, et al. Tau and alpha-synuclein in susceptibility to, and dementia in, Parkinson's disease. Ann Neurol. (2007) 62: 145–53. doi: 10. 1002/ana. 21192 
[bookmark: B23]23. Yarnall AJ, Breen DP, Duncan GW, Khoo TK, Coleman SY, Firbank MJ, et al. Characterizing mild cognitive impairment in incident Parkinson disease: the ICICLE-PD study. Neurology. (2014) 82: 308–16. doi: 10. 1212/WNL. 0000000000000066 
[bookmark: B24]24. Campelo CLC, Cagni FC, de Siqueira Figueredo D, Oliveira LG Jr, Silva-Neto AB, et al. Variants in SNCA gene are associated with Parkinson's disease risk and cognitive symptoms in a Brazilian sample. Front Aging Neurosci. (2017) 9: 198. doi: 10. 3389/fnagi. 2017. 00198 
[bookmark: B25]25. Mata IF, Leverenz JB, Weintraub D, Trojanowski JQ, Hurtig HI, Van Deerlin VM, et al. APOE, MAPT, and SNCA genes and cognitive performance in Parkinson disease. JAMA Neurol. (2014) 71: 1405–12. doi: 10. 1001/jamaneurol. 2014. 1455 
[bookmark: B26]26. Stoker TB, Camacho M, Winder-Rhodes S, Liu G, Scherzer CR, Foltynie T, et al. A common polymorphism in SNCA is associated with accelerated motor decline in GBA-Parkinson's disease. J Neurol Neurosurg Psychiatry. (2020) 91: 673–4. doi: 10. 1136/jnnp-2019-322210 
[bookmark: B27]27. Davis AA, Andruska KM, Benitez BA, Racette BA, Perlmutter JS, Cruchaga C. Variants in GBA, SNCA, and MAPT influence Parkinson disease risk, age at onset, and progression. Neurobiol Aging. (2016) 37: 209 e1–7. doi: 10. 1016/j. neurobiolaging. 2015. 09. 014 
[bookmark: B28]28. Cooper CA, Jain N, Gallagher MD, Weintraub D, Xie SX, Berlyand Y, et al. Common variant rs356182 near SNCA defines a Parkinson's disease endophenotype. Ann Clin Transl Neurol. (2017) 4: 15–25. doi: 10. 1002/acn3. 371 
[bookmark: B29]29. Macleod AD, Henery R, Nwajiugo PC, Scott NW, Caslake R, Counsell CE. Age-related selection bias in Parkinson's disease research: are we recruiting the right participants? Parkinsonism Relat Disord. (2018) 55: 128–33. doi: 10. 1016/j. parkreldis. 2018. 05. 027 
https://assignbuster.com/association-of-snca-parkinsons-disease-risk-polymorphisms-with-disease-progression-in-newly-diagnosed-patients/
image1.png




image2.png
Q ASSIGN

BUSTER




