Supplementary appendix of “Protein-coding and rRNA variants drive a mitochondrial DNA genotype that associates to low birth weight and is more common in individuals born after assisted reproductive technologies”
Table of contents
2Supplementary methods


2Exploratory factor analysis


2Binary logistic regression and discriminant analysis


4supplementary figures and tables


4Figure S1. Factors that could potentially influence the presence and load of variants.


5Figure S2. Correlation plots of the factor scores between mother and child.


5Figure S3. Changes in heteroplasmic load after transmission seen in the oocytes of natural and OS cycles from the same donor.


6Figure S4. Overview of factor analysis of the oocytes from natural cycles and after OS.


8Table S2. List of excluded mtDNA positions.


8Table S3. Prevalence of haplogroups per mode of conception.


9Table S5. Distribution ART and SC individuals with homoplasmic variants outside of the haplogroup.


10Table S6. Location of the heteroplasmic variants.


10Table S7. Type of heteroplasmic variants.


10Table S8. Mean sum of heteroplasmic loads of the individuals categorized according to their location.


11Table S9. (Sub)haplogroup distribution in ART and SC children distributed whether their birth weight was categorized under or above the 25th percentile.


11Table S10. Distribution of ART and SC individuals with homoplasmic variants outside of the haplogroup distributed whether their birth weight was categorized under or above the 10th percentile.


12Table S11. Distribution of SC individuals with heteroplasmic variants distributed whether their birth weight was categorized under or above the 10th or the 25th percentile.


12Table S12. List of possible confounding factors affecting birth weight.




Supplementary methods

Exploratory factor analysis
Exploratory factor analysis is a statistical method used to extract the variability among variables in the form of independent latent variables.  We hypothesized that the eight variables generated by adding up the heteroplasmic loads of variants of a given type (all variants in the HV, non-coding, OHR, TAS, protein-coding (synonymous and non-synonymous), rRNA-coding and tRNA-coding regions) could potentially be explained by a lower number of underlying variables, or factors. Hence, we carried out exploratory factor analysis using these eight variables as input. The number of finally chosen factors in the model is based on the eigenvalue. In our case, four factors can represent the majority of variance of the eight variables (see scree plot, panel a), and the relative contribution of each variable to each factor is reflected in the component matrix (panel b). Next, we computed the factor scores per sample, for all four factors. To calculate the factor score for a given sample for a given factor, the sample's standardized score on each variable is multiplied by the corresponding loadings of the variable for the given factor in the component matrix, and these products are added up (see example, panel c). As a result, each sample has a corresponding score for each of the four factors, which reflect its mtDNA variant composition. 
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Binary logistic regression and discriminant analysis

In first instance, we used binary logistic regression by SPSS to investigate the role of the different factors on the probability of being born with a birth weight under the 10th percentile (<P10) and the 25th percentile (<P25). We introduced all confounding factors (the used culture medium, maternal age, maternal BMI >25, gestational hypertension, gestational diabetes, primiparity, and smoking during pregnancy) and the different aspects of the mitochondrial genome (haplogroup, presence of different types of homoplasmic variants, presence of different types of heteroplasmic variants and the values of the factor analysis). Although a number of these factors appeared to have a statistically significant impact, the model generated with the logistic regression was not able to predict the category of birth weight. We therefore considered this logistic regression model not to be sufficiently reliable and choose to work with a discriminant analysis approach which resembles multiple regression analysis. During the building of the model using discriminant analysis in SPSS, we systematically tested the impact of each factor on the accuracy of the model. Overall, factors that proved to be statistically significantly associated to <P10 or <P25, also significantly improved the model. In order to achieve the strongest possible model, we aimed at building a model that would work for both ART and SC individuals. The inclusion of a maximum number of cases resulted in the strongest p-value for the model.

Supplementary figures and tables

Figure S1. Factors that could potentially influence the presence and load of variants. 

Factors 1-4 of the factor analysis are plotted according to (a) source of DNA (blood: N=168, placenta: N=117, buccal: N=166), (b) age at sampling (newborn: N=163, children: N=106, young adults: N=182) and (c) maternal age at conception (<30: N=158, 31-35: N=163, 36-40: N=57, >40: N=6). No significant differences were found. Statistics were performed using the Kruskal-Wallis test and were considered significant when p<0.05. 

	
	Factor 1
	Factor 2
	Factor 3
	Factor 4

	Source DNA
	P=0.8989
	P=0.2703
	P=0.0811
	P=0.6558

	Age at sampling
	P=0.9217
	P=0.0921
	P=0.1750
	P=0.6640

	Maternal age at conception
	P=0.7590
	P=0.5280
	P=0.1489
	P=0.2746
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Figure S2. Correlation plots of the factor scores between mother and child. 
a-d. Correlation plot for factors 1, 2, 3 and 4. All correlations were statistically significant (factor 1: p<0.0001, factor 2: p<0.0001, factor 3: p=0.0002 and factor 4: p<0.0001).
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Figure S3. Changes in heteroplasmic load after transmission seen in the oocytes of natural and OS cycles from the same donor. 

No differences were seen between natural and stimulated oocytes.

	
	Natural cycle oocytes
	OS cycle oocyte

	Same
	3.0% (1)
	11.9% (5)

	Decrease
	48.5% (16)
	31.0% (13)

	Increase
	48.5% (16)
	47.6% (20)


Figure S4. Overview of factor analysis of the oocytes from natural cycles and after OS. 

a. Component matrix generated by the factor analysis using the “sum of the heteroplasmic loads” per oocyte in 7 different categories. b-d. Correlation plots for all three factors between oocytes from the same donor for de novo variants. All correlations were very low and not significant (Factor 1: p=0.2375, factor 2: p=0.8177 and factor 3: p=0.5110). e. Factor scores of the heteroplasmic data of oocytes from natural cycles and after OS. None of the factors were different (Mann-Whitney test, factor 1: p=0.33, factor 2: p=0.07 and factor 3: p=0.57). f. Correlation plot of the total amount of FSH units used during treatment and the cumulative heteroplasmic load of the protein-coding variants (p=0.68). g. Correlation plot of the total amount of FSH units used during treatment and the factor 1 scores (p=0.58). h. Correlation plot of the number of oocytes retrieved at the oocyte pick up and the factor 1 scores (p=0.64). i. Correlation plot of the maternal age at the time of oocyte pick up and the factor 1 scores (p=0.54). j. Correlation plot of the total amount of FSH units used during treatment and the factor 2 scores (p=0.65). k. Correlation plot of the number of oocytes retrieved at the oocyte pick up and the factor 2 scores (p=0.7). l. Correlation plot of the maternal age at the time of oocyte pick up and the factor 2 scores (p=0.78). OS: ovarian stimulation, FSH: follicle stimulating hormone.
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Table S1. Total number of oocytes retrieved in natural and OS cycles per donor. 

Each donor underwent up to three natural menstrual cycle and one cycle after OS. The oocytes from an OS cycle used in this study were supernumerary to the mature oocytes that were suitable for oocyte donation.

	Donor
	Natural cycle

oocytes
	 OS cycle

oocytes

	1
	3
	7

	2
	2
	2

	3
	1
	2

	4
	1
	0

	5
	2
	6

	6
	2
	2

	7
	3
	4

	8
	1
	0

	9
	1
	6

	10
	1
	3

	11
	1
	3

	13
	3
	0

	14
	1
	2

	15
	1
	2

	16
	3
	0

	17
	3
	7

	18
	3
	0

	19
	3
	0

	20
	3
	4

	21
	3
	2

	22
	3
	2

	23
	0
	0

	24
	1
	4

	25
	1
	2

	26
	1
	2

	27
	0
	0

	28
	0
	0

	29
	1
	3


Table S2. List of excluded mtDNA positions. 

Most of the excluded variants were recurrently present across samples. They are present in a homopolymeric stretch and are therefore prone to PCR/sequencing artifacts. The first 250 bp of the amplicons were excluded as well since their coverage was remarkably higher than the rest of the mtDNA sequence, hereby increasing the risk for calling an inaccurate heteroplasmic load.

	Position
	Region
	Reason

	303
	MT-HV2; MT-OHR
	Recurrent

	310-316
	MT-HV2; MT-OHR
	Recurrent

	513-515
	Non-coding
	Recurrent

	528-778
	MT-TFH; MT-HSP1; MT-TF; MT-RNR1
	First 250bp of forward primer

	955
	MT-RNR1
	Recurrent

	1174-1424
	MT-RNR1
	First 250bp of reverse primer

	5042-5292
	MT-ND2
	First 250bp of forward primer

	5539-5789
	MT-TW; MT-TA; MT-TN; MT-OLR; MT-TC
	First 250bp of reverse primer

	6286
	MT-CO1
	Recurrent

	10935
	MT-ND4
	Recurrent

	12148
	MT-TH
	Recurrent

	13762
	MT-ND5
	Recurrent

	15399
	MT-CYB
	Recurrent

	15407
	MT-CYB
	Recurrent

	16180-16199
	MT-HV1
	Recurrent


Table S3. Prevalence of haplogroups per mode of conception. 

Only the haplogroups that were present in more than 10 children were further considered. Statistics were performed using the Fisher’s exact test.

	Haplogroup
	ART 

N=270
	SC

N=181
	F test

	
	%(N)
	

	B
	0.4% (1)
	0.6% (1)
	

	C
	0.4% (1)
	0.0% (0)
	

	F
	0.4% (1)
	0.6% (1)
	

	H
	42.6% (115)
	43.6% (79)
	P=0.8465

	HV
	3.3% (9)
	3.9% (7)
	P=0.7988

	I
	1.9% (5)
	3.3% (6)
	P=0.3612

	J
	10.7% (29)
	8.3% (15)
	P=0.4224

	K
	9.3% (25)
	8.8% (16)
	P=1.0000

	L
	1.1% (3)
	0.6% (1)
	

	M
	1.9% (5)
	0.0% (0)
	

	N
	0.0% (0)
	1.1% (2)
	

	R
	0.4% (1)
	0.6% (1)
	

	T
	8.5% (23)
	11.6% (21)
	P=0.3316

	U
	15.2% (41)
	11.0% (20)
	P=0.2611

	V
	1.5% (4)
	2.2% (4)
	

	W
	0.4% (1)
	2.2% (4)
	

	X
	1.9% (5)
	1.7% (3)
	

	Y
	0.4% (1)
	0.0% (0)
	


Table S4. Prevalence of subhaplogroups per mode of conception.

Statistics were performed using the Fisher’s exact test.

	Subhaplogroups
	ART
	SC
	F test

	H1
	16.3% (44)
	15.5% (28)
	P=0.8958

	H10
	3.0% (8)
	1.1% (2)
	P=0.3281

	H2
	1.5% (4)
	3.9% (7)
	P=0.1264

	H3
	3.3% (9)
	3.9% (7)
	P=0.7988

	H5
	3.0% (8)
	5.5% (10)
	P=0.2203

	HV0
	2.2% (6)
	2.2% (4)
	P=1.0000

	J1
	7.0% (19)
	4.4% (8)
	P=0.3132

	J2
	3.7% (10)
	3.9% (7)
	P=1.0000

	K1
	7.8% (21)
	7.7% (14)
	P=1.0000

	T1
	2.2% (6)
	4.4% (8)
	P=0.2673

	T2
	6.3% (17)
	7.2% (13)
	P=0.7047

	U4
	5.2% (14)
	0.6% (1)
	P=0.0068

	U5
	7.8% (21)
	7.7% (14)
	P=1.0000


Table S5. Distribution ART and SC individuals with homoplasmic variants outside of the haplogroup.

The sum of all the percentages does not add up to 100% because individuals can have multiple homoplasmic variants in the different categories. Synonymous and non-synonymous variants are subcategories of protein-coding variants. Statistics were performed using the Fisher’s exact test.

	Region
	ART
	SC
	F test

	HV
	27.4% (74)
	34.3% (62)
	P=0.1427

	Non coding
	3.3% (9)
	1.1% (2)
	P=0.2124

	OHR
	17.4% (47)
	14.9% (27)
	P=0.5186

	TAS
	1.5% (4)
	0.6% (1)
	P=0.6525

	Synonymous
	44.4% (120)
	44.8% (81)
	P=1.0000

	Non synonymous
	27.0% (73)
	34.3% (62)
	P=0.1157

	Potential pathogenic
	1.1% (3)
	2.2% (4)
	P=0.4459

	rRNA
	9.3% (25)
	5.5% (10)
	P=0.1560

	tRNA
	7.4% (20)
	5.5% (10)
	P=0.5637

	(Potential) pathogenic
	0.0% (0)
	1.7% (3)
	P=0.064

	Total
	77.4% (209)
	80.1% (145)
	P=0.5592


Table S6. Location of the heteroplasmic variants. 

Note that the total sum of the absolute numbers of each category does not add up to the total number of variants found in the ART and SC group because the insertions and deletions (ART: n=7 and SC: n=6) in the protein-coding regions are not subcategorized in the synonymous and non-synonymous categories. Statistics were performed using the Fisher’s exact test.

	
	All individuals
	ART
	SC
	F test

	HV
	19.1% (82)
	17.7% (45)
	21.0% (37)
	P=0.4540

	Non coding
	4.9% (21)
	4.7% (12)
	5.1% (9)
	P=1.0000

	OHR
	14.2% (61)
	13.4% (34)
	15.3% (27)
	P=0.5767

	TAS
	1.2% (5)
	1.2% (3)
	1.1% (2)
	P=1.0000

	Synonymous
	18.6% (80)
	18.5% (47)
	18.8% (33)
	P=1.0000

	Non Synonymous
	24.7% (103)
	26.8% (68)
	19.9% (35)
	P=0.1085

	Of which Potential pathogenic
	5.7% (24)
	6.5% (16)
	4.7% (8)
	P=0.5248

	rRNA
	8.4% (36)
	8.7% (22)
	8.0% (14)
	P=0.8607

	tRNA
	6.7% (29)
	6.3% (16)
	7.4% (13)
	P=0.6982

	Of which potential pathogenic
	3.1% (13)
	4.07% (10)
	1.8% (3)
	P=0.2553

	Total nr of variants
	417
	247
	170
	


Table S7. Type of heteroplasmic variants. 

Statistics were performed using the Fisher’s exact test.

	
	Total
	ART
	SC
	F test

	Transition
	89.1% (383)
	89.4% (227)
	88.6% (156)
	P=0.8754

	Transversion
	3.5% (15)
	3.1% (8)
	4.0% (7)
	P=0.7903

	Insertion
	5.1% (22)
	4.7% (12)
	5.7% (10)
	P=0.6627

	Deletion
	2.3% (10)
	2.8% (7)
	1.7% (3)
	P=0.5367


Table S8. Mean sum of heteroplasmic loads of the individuals categorized according to their location. 

Statistics were performed using the Student t test.

	
	ART
	SC
	Student t test

	HV
	4.5 ± 18.2%
	7.0 ± 23.1%
	P=0.2016

	NonCod
	0.9 ± 7.6%
	1.1 ± 8.0%
	P=0.8068

	OHR
	2.1 ± 11.8%
	2.5 ± 11.6%
	P=0.7123

	TAS
	0.0 ± 0.6%
	0.7 ± 5.8%
	P=0.0736

	Syn
	2.8 ± 11.5%
	2.2 ± 8.8%
	P=0.5798

	NonSyn
	2.7 ± 9.7%
	2.1 ± 7.2%
	P=0.4910

	rRNA
	1.6 ± 9.3%
	1.2 ± 5.5%
	P=0.6216

	tRNA
	0.9 ± 7.3%
	0.9 ± 4.5%
	P=0.9303


Table S9. (Sub)haplogroup distribution in ART and SC children distributed whether their birth weight was categorized under or above the 25th percentile. 

Children with haplogroup T appeared underrepresented in the <P25 category, however, when correcting for multiple testing, this association was not statistically significant (p=0.04, p-values ≤0.006 were considered significant). Statistics were performed using the Fischer’s exact test and corrected for multiple testing using the Bonferroni method.

	Haplogroups
	<P25
	>P25
	P-value

	H
	38.8% (26)
	44.5% (143)
	P=0.4186

	HV
	6.0% (4)
	3.1% (10)
	P=0.2759


	I
	4.5% (3)
	1.9% (6)
	P=0.1906

	J
	14.9% (10)
	9.3% (30)
	P=0.1856

	K
	9.0% (6)
	9.3% (30)
	P=1.0000

	T
	3.0% (2)
	11.2% (36)
	P=0.0410

	U
	14.9% (10)
	11.2% (38)
	P=0.5399

	Subhaplogroups
	
	
	

	H1
	11.9% (8)
	16.8% (54)
	P=0.3651

	H10
	3.0% (2)
	2.2% (7)
	P=0.6570

	H2
	1.5% (1)
	3.1% (10)
	P=0.6978

	H3
	4.5% (3)
	3.1% (10)
	P=0.4769

	H5
	3.0% (2)
	4.0% (13)
	P=1.0000

	HV0
	4.5% (3)
	1.6% (5)
	P=0.1443

	J1
	9.0% (6)
	5.6% (18)
	P=0.2757

	J2
	6.0% (4)
	3.7% (12)
	P=0.4947

	K1
	7.5% (5)
	7.8% (25)
	P=1.0000

	T1
	0.0% (0)
	4.0% (13)
	P=0.1367

	T2
	3.0% (2)
	7.2% (23)
	P=0.2786

	U4
	4.5% (3)
	2.5% (8)
	P=0.4120

	U5
	4.5% (3)
	8.1% (26)
	P=0.4440


Table S10. Distribution of ART and SC individuals with homoplasmic variants outside of the haplogroup distributed whether their birth weight was categorized under or above the 10th percentile. 

The percentages do not add up to 100% because individuals can have multiple homoplasmic variants in different categories. tRNA homoplasmies were more frequently found in the <P10 group, however, after correcting for multiple testing, this association was not statistically significant (p=0.04, p-values ≤0.007 were considered significant). Statistics were performed using the Fischer’s exact test and corrected for multiple testing using the Bonferroni method.
	Region
	<P10
	>P10
	F test

	HV
	28.6% (8)
	29.7% (107)
	P=1.0000

	Non coding
	7.1% (2)
	3.3% (12)
	P=0.2675

	OHR
	17.9% (5)
	17.5% (63)
	P=1.0000

	TAS
	0.0% (0)
	1.4% (5)
	P=1.0000

	Synonymous
	53.6% (15)
	44.2% (159)
	P=0.4306

	Non synonymous
	25.0% (7)
	29.7% (107)
	P=0.6723

	rRNA
	0.0% (0)
	8.3% (30)
	P=0.1503

	tRNA
	17.9% (5)
	6.1% (22)
	P=0.0357

	Total
	82.1% (23)
	78.6% (283)
	P=0.8121


Table S11. Distribution of SC individuals with heteroplasmic variants distributed whether their birth weight was categorized under or above the 10th or the 25th percentile. 
The percentages do not add up to 100% because individuals can have multiple heteroplasmic variants in different categories. rRNA-coding heteroplasmies were more frequently found in both <P10 and <P25 groups as well as the combination of protein- and rRNA-coding variants, however, after correcting for multiple testing, only the presence of the combination of protein- and rRNA-coding variants remained significant in the <P25 group (p-values ≤0.006 were considered significant).

Statistics were performed using the Fischer’s exact test and corrected for multiple testing using the Bonferroni method.

	Region
	<P10
	>P10
	F test

	HV
	0.0% (0)
	20.0% (31)
	P=0.2101

	Non coding
	0.0% (0)
	7.1% (11)
	P=1.0000


	OHR
	11.1% (1)
	14.2% (22)
	P=1.0000

	TAS
	0.0% (0)
	1.9% (3)
	P=1.0000

	Synonymous
	33.3% (3)
	14.8% (23)
	P=0.1543

	Non synonymous
	44.4% (4)
	17.4% (27)
	P=0.0663

	rRNA
	33.3% (3)
	7.7% (12)
	P=0.0375

	Protein + rRNA
	77.8% (7)
	34.8% (54)
	P=0.0138

	tRNA
	11.1% (1)
	7.7% (12)
	P=0.5337


	Region
	<P25
	>P25
	F test

	HV
	11.5% (3)
	20.3% (28)
	P=0.4158

	Non coding
	11.5% (3)
	5.8% (8)
	P=0.3834

	OHR
	3.8% (1)
	15.9% (22)
	P=0.1301

	TAS
	0.0% (0)
	2.2% (3)
	P=1.0000

	Synonymous
	23.1% (6)
	14.5% (20)
	P=0.2567

	Non synonymous
	34.6% (9)
	15.9% (22)
	P=0.0516

	rRNA
	23.1% (6)
	6.5% (9)
	P=0.0164

	Protein + rRNA
	65.4% (17)
	31.9% (44)
	P=0.0018

	tRNA
	7.7% (2)
	8.0% (11)
	P=1.0000


Table S12. List of possible confounding factors affecting birth weight.

Statistical tests were performed with Chi-square test, except for maternal age which was done with a Mann-Whitney test. Parameters with a p-value <0.2 were included in further statistical models, except for subhaplogroup HV0 in the P25 as this would cause a bias with haplogroup HV as a parameter.
	
	P10 (only SC and female ART)
	P25 (only SC and female ART)

	
	<P10
	>P10
	p-value
	<P25
	>P25
	p-value

	Clinical parameters
	
	
	
	
	
	

	Maternal age 
	
	
	
	
	
	

	Mean rank 
	132.09
	160.47
	P=0.131
	127.72
	167.67
	P=0.002

	Maternal BMI
 >25
	44.4% (8/18)
	30.8% (76/247)
	P=0.598
	33.3% (15/45)
	29.5% (65/220)
	P=0.598

	Smoking during pregnancy
	21.1% (4/19)
	7.1% (18/253)
	P=0.055
	13.0% 

(6/46)
	7.1% (16/226)
	P=0.230

	Gestational Hypertension
	13.6% (3/22)
	31.6% 

(8/325)
	P=0.0263
	7.3% 

(3/41)
	2.4% 

(5/210)
	P=0.125

	Gestational Diabetes
	0.0% (0/15)
	0.4% 
(1/235)
	P=1.0000
	0.0% 

(0/41)
	0.5% 

(1/209)
	P=1.0000

	Not primiparity
	42.1% (8/19)
	38.9% (89/229)
	P=0.810
	46.5% (20/43)
	37.6% (77/205)
	P=0.304

	mtDNA factors
	
	
	
	
	
	

	Haplogroup H
	57.9% (11/19)
	44.0% (113/257)
	P=0.339
	41.3% (19/46)
	45.7% (105/230)
	P=0.629

	Haplogroup HV
	5.3% (1/19)
	2.3% (6/257)
	P=0.396
	6.5% (3/46)
	2.0% (4/230)
	P=0.093

	Haplogroup I
	5.3% (1/19)
	1.9% (5/257)
	P=0.351
	6.5% (3/46)
	1.3% (3/230)
	P=0.060

	Haplogroup J
	10.5% (2/19)
	8.9% (23/257)
	P=0.685
	15.2% (7/46)
	7.8% (18/230)
	P=0.154

	Haplogroup K
	5.3% (1/19)
	10.1% (26/257)
	P=0.705
	6.5% (3/46)
	10.4% (24/230)
	P=0.588

	Haplogroup T
	0.0% (0/19)
	11.7% (30/257)
	P=0.241
	2.2% (1/46)
	12.6% (29/230)
	P=0.038

	Haplogroup U
	10.5% (2/19)
	12.4% (32/257)
	P=1.000
	15.2% (7/46)
	11.7% (27/230)
	P=0.470

	Subhaplogroup H1
	15.8% (3/19)
	15.6% (40/257)
	P=1.000
	10.9% (5/46)
	16.5% (38/230)
	P=0.503

	Subhaplogroup H2
	0.0% (0/19)
	3.9% (10/257)
	P=1.000
	2.2% (1/46)
	3.9% (9/230)
	P=1.000

	Subhaplogroup H3
	5.3% (1/19)
	3.9% (10/257)
	P=0.551
	6.5% (3/46)
	3.5% (8/230)
	P=0.400

	Subhaplogroup H4
	5.3% (1/19)
	2.4% (6/257)
	P=0.396
	2.2% (1/46)
	2.6% (6/230)
	P=1.000

	Subhaplogroup H5
	0.0% (0/19)
	5.4% (14/257)
	P=0.608
	2.2% (1/46)
	5.7% (13/230)
	P=0.478

	Subhaplogroup H10
	0.0% (0/19)
	1.9% (5/257)
	P=1.000
	2.2% (1/46)
	1.7% (4/230)
	P=1.000

	Subhaplogroup HV0
	5.3% (1/19)
	1.2% (3/257)
	P=0.249
	4.3% (2/46)
	0.9% (2/230)
	P=0.131

	Subhaplogroup J1
	5.3% (1/19)
	(14/257)
	P=1.000
	8.7% (4/46)
	4.8% (11/230)
	P=0.287

	Subhaplogroup J2
	5.3% (1/19)
	3.5% (9/257)
	P=0.516
	6.5% (3/46)
	3.0% (7/230)
	P=0.222

	Subhaplogroup K1
	5.3% (1/19)
	7.8% (20/257)
	P=1.000
	4.3% (2/46)
	8.3% (19/230)
	P=0.545

	Subhaplogroup T1
	0.0% (0/19)
	4.3% (11/257)
	P=1.000
	0.0% (0/46)
	4.8% (11/230)
	P=0.221

	Subhaplogroup T2
	0.0% (0/19)
	7.4% (19/257)
	P=0.378
	2.2% (1/46)
	7.8% (18/230)
	P=0.216

	Subhaplogroup U4
	0.0% (0/19)
	2.3% (6/257)
	P=1.000
	4.3% (2/46)
	1.7% (4/230)
	P=0.262

	Subhaplogroup U5
	10.5% (2/19)
	8.2% (21/257)
	P=0.664
	6.5% (3/46)
	5.2% (20/230)
	P=0.776

	tRNA homoplasmies
	15.8% (3/19)
	5.1% (13/257)
	P=0.087
	8.7% (4/46)
	5.2% (12/230)
	P=0.317

	Protein and rRNA heteroplasmies
	63.2% (12/19)
	36.6% (94/257)
	P=0.028
	60.9% (28/46)
	33.9% (78/230)
	P=0.001
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