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Rate of de novo mutations and the
importance of father’s age to disease risk
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Sigurjon A. Gudjonsson1, Asgeir Sigurdsson1, Aslaug Jonasdottir1, Adalbjorg Jonasdottir1, Wendy S. W. Wong3,
Gunnar Sigurdsson1, G. Bragi Walters1, Stacy Steinberg1, Hannes Helgason1, Gudmar Thorleifsson1, Daniel F. Gudbjartsson1,
Agnar Helgason1,4, Olafur Th. Magnusson1, Unnur Thorsteinsdottir1,5 & Kari Stefansson1,5

Mutations generate sequence diversity and provide a substrate for selection. The rate of de novo mutations is therefore of
major importance to evolution. Here we conduct a study of genome-wide mutation rates by sequencing the entire
genomes of 78 Icelandic parent–offspring trios at high coverage. We show that in our samples, with an average
father’s age of 29.7, the average de novo mutation rate is 1.20 3 1028 per nucleotide per generation. Most notably, the
diversity in mutation rate of single nucleotide polymorphisms is dominated by the age of the father at conception of the
child. The effect is an increase of about two mutations per year. An exponential model estimates paternal mutations
doubling every 16.5 years. After accounting for random Poisson variation, father’s age is estimated to explain nearly all of
the remaining variation in the de novo mutation counts. These observations shed light on the importance of the father’s
age on the risk of diseases such as schizophrenia and autism.

The rate of de novo mutations and factors that influence it have
always been a focus of genetics research1. However, investigations
of de novo mutations through direct examinations of parent–off-
spring transmissions were previously mostly limited to studying
specific genes2,3 or regions4–7. Recent studies that used whole-genome
sequencing8,9 are important but too small to address the question of
diversity in mutation rate adequately. To understand the nature of
de novo mutations better we designed and conducted a study as follows.

Samples and mutation calls
As part of a large sequencing project in Iceland10–12 (Methods), we
sequenced 78 trios, a total of 219 distinct individuals, to more than
303 average coverage (Fig. 1). Forty-four of the probands (offspring)
have autism spectrum disorder (ASD), and 21 are schizophrenic. The
other 13 probands were included for various reasons, including the
construction of multigeneration families. The probands include five
cases in which at least one grandchild was also sequenced. In addition,
1,859 other Icelanders, treated as population samples, were also
whole-genome sequenced (all at least 103, 469 more than 303).
These were used as population samples to help to filter out artefacts.
Sequence calling was performed for each individual using the
Genome Analysis Toolkit (GATK) (Methods). The focus here is on
single nucleotide polymorphism (SNP) mutations. The investigation
was restricted to autosomal chromosomes.

Criteria for calling a de novo SNP mutation were as follows. (1) All
variants that have likelihood ratio: lik(AR)/lik(RR) or lik(AA)/lik(RR)
. 104, in which R denotes the reference allele and A the alternative
allele, in any of the 1,859 population samples, were excluded. Some
recurrent mutations could have been filtered out, but the number
should be small. The de novo mutation calls further satisfy the con-
ditions that (2) there are at least 16 quality reads for the proband at the
mutated site; (3) the likelihood ratio lik(AR)/lik(RR) is above 1010;
and (4) for both parents, the ratio lik(RR)/lik(AR) is above 100.
Applying criteria (1) to (4) gave 6,221 candidate mutations. Further

examination led us to apply extra filtering (5) by including only
SNPs in which the number of A allele calls is above 30% among the
quality sequence reads of the proband. This was considered
necessary because there was an abnormally high number of putative
mutation calls in which, despite extremely high lik(AR)/lik(RR)
ratios for the proband, the fraction of A calls was low (Supplemen-
tary Fig. 1). Applying (5) eliminated 1,285 candidate mutations
(Supplementary Information). With high coverage, the false negatives
resulting from (5) is estimated to be a modest 2% (Supplementary
Information). After three more candidates were identified as false
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Figure 1 | A summary of the family types. a, Fifty-seven simple trios. b, Six
sib-pairs accounting for 12 trios. c, Five three-generation families accounting
for nine trios.
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positives by Sanger sequencing (see section on validation), a total of
4,933 de novo mutations, or an average of 63.2 per trio, were called.
(The de novo mutations are listed individually in Supplementary
Table 1.)

Parent of origin and father’s age
For the five trios in which a child of the proband was also sequenced,
the parent of origin of each de novo mutation called was determined as
follows. If the paternal haplotype of the proband was transmitted to
his/her child, and the child also carries the mutation, then the muta-
tion was considered to be paternal in origin. If the child carrying the
paternal haplotype of the parent does not have the mutation, then it is
inferred that the mutation is on the maternal chromosome of the
proband. Similar logic was applied when the child inherited the
maternal haplotype of the proband. In the five trios, the average
number of paternal and maternal mutations is 55.4 and 14.2, respect-
ively (Table 1). If mutations were purely random with no systematic
difference between trios, their number should be Poisson distributed
with the variance equal to the mean. The data, however, show over-
dispersion (Table 1). This is much more notable for the paternal
mutations (variance 5 428.8, P 5 1.2 3 1025) than the maternal
mutations (variance 5 48.7, P 5 0.016). Moreover, the number of
paternal mutations has a monotonic relationship with the father’s
age at conception of the child. Here, the mean number of paternal
mutations is substantially higher than the mean number of maternal
mutations (ratio 5 3.9), but the difference is even greater for the
variance (ratio 5 8.8). Hence, variation of de novo mutation counts
in these individuals is mostly driven by the paternal mutations.

Relationships between parents’ age and the number of mutations
(paternal and maternal combined, as they could not be reliably sepa-
rated without data from a grandchild) were examined using all 78
trios (Fig. 2). The number of mutations increases with father’s age
(P 5 3.6 3 10219) with an estimated effect of 2.01 mutations per year
(standard error 5 0.17). Mother’s age is substantially correlated with
father’s age (r 5 0.83) and, not surprisingly, is also associated with the
number of de novo mutations (P 5 1.9 3 10212). However, when
father’s age and mother’s age were entered jointly in a multiple regres-
sion, father’s age remained highly significant (P 5 3.3 3 1028),
whereas mother’s age did not (P 5 0.49). On the basis of existing
knowledge about the mutational mechanisms in sperm and eggs2,
the results support the notion that the increase in mutations with
parental age manifests itself mostly, maybe entirely, on the paternally
inherited chromosome.

Given a particular mutation rate, due to random variation, the
number of actual mutations is expected to have a Poisson distribu-
tion. After taking Poisson variation into account, with a linear fit
(effect 5 2.01 mutations per year), father’s age explains 94.0% (90%
confidence interval: 80.1%, 100%) (Supplementary Information) of
the remaining variation in the observed mutation counts. When an
exponential model is fitted (red curve in Fig. 2), the number of
paternal and maternal mutations combined is estimated to increase
by 3.23% per year. This model explains 96.6% (90% confidence
interval: 83.2%, 100%) of the remaining variation. A third model fitted

(blue curve in Fig. 2) assumes that the maternal mutation rate is
constant at 14.2 and paternal mutations increase exponentially.
This explains 97.1% (90% confidence interval: 84.3%, 100%) of the
remaining variation and the rate of paternal mutations is estimated to
increase by 4.28% per year, which corresponds to doubling every 16.5
years and increasing by 8-fold in 50 years. Seventy-six of the 78 trios
have father’s ages between 18 and 40.5, a range in which the differ-
ences between the three models are modest. Hence, although it seems
that the number of paternal de novo mutations increases at a rate that
accelerates with father’s age, more data at the upper age range are
needed to evaluate the nature of the acceleration better.

Validation and the nature of errors
Among the de novo mutations originally called, two were observed
twice, both in siblings, one on chromosome 6 and one on chro-
mosome 10. These cases were examined by Sanger sequencing. The
mutation on chromosome 6 is not actually de novo as it was seen in the
mother also. The one on chromosome 10 was confirmed, that is, it was
observed in both siblings, who share the paternal haplotype in this
region, but not the parents. This supports the theory that de novo
mutations in different sperms of a man are not entirely independent2.
Our trios include seven sib-pairs with 921 de novo mutations called. A
false de novo mutation call for one sib resulting from a missed call in
the parent would also show up in the other sib about 50% of the time.
Only one such false positive was detected, indicating that this type of
error accounts for a small percentage (2/(920/2) 5 0.43%) of the
called mutations. To evaluate the overall number of false positives,
111 called de novo mutations were randomly selected for Sanger
sequencing. Eleven failed primer design. Six did not produce results
of good quality in at least one member of the corresponding trio
(Supplementary Information). For the remaining 94 cases, 93 were
confirmed as de novo mutations—that is, the mutated allele was
observed in the proband but not in the parents. One false positive,
in which the putative mutation was not observed in the proband, was
identified. The 17 cases that could not be verified are more likely to be
located in genomic regions that are more difficult to analyse and
hence probably have higher false-positive rates than average. Even
so, the overall false-positive rate for the de novo mutation calls cannot
be high.

The variance of the number of false positives is as important as the
mean. False positives that are Poisson distributed, although adding
noise, would not create bias for the effect estimates in either the linear

Table 1 | De novo mutations observed with parental origin assigned
Number of de novo mutations in proband

Father’s
age (yr)

Mother’s
age (yr)

Paternal
chromosome

Maternal
chromosome

Combined

Trio 1 21.8 19.3 39 9 48
Trio 2 22.7 19.8 43 10 53
Trio 3 25.0 22.1 51 11 62
Trio 4 36.2 32.2 53 26 79
Trio 5 40.0 39.1 91 15 106
Mean 29.1 26.5 55.4 14.2 69.6
s.d. 8.4 8.8 20.7 7.0 23.5

Variance 70.2 77.0 428.8 48.7 555.3
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Figure 2 | Father’s age and number of de novo mutations. The number of de
novo mutations called is plotted against father’s age at conception of child for
the 78 trios. The solid black line denotes the linear fit. The dashed red curve is
based on an exponential model fitted to the combined mutation counts. The
dashed blue curve corresponds to a model in which maternal mutations are
assumed to have a constant rate of 14.2 and paternal mutations are assumed to
increase exponentially with father’s age.

RESEARCH ARTICLE

4 7 2 | N A T U R E | V O L 4 8 8 | 2 3 A U G U S T 2 0 1 2

Macmillan Publishers Limited. All rights reserved©2012



or the exponential models for father’s age, nor would they bias the
estimate of the fraction of variance explained after accounting for
Poisson variation. In general, they do not create substantial bias for
analyses of differences and ratios. However, if the variance of the false
positives is higher than the mean, resulting from systematic effects
that affect trios differently, such as DNA quality and library construc-
tion, it would increase the unexplained variance and reduce the frac-
tion of variance explained by father’s age. The candidates filtered out
by criterion (5), if kept, would have introduced false positives of this
kind (Supplementary Information). Because father’s age explains
such a high fraction of the systematic variance of the currently
called de novo mutations, false positives with this property cannot
be common. A similar discussion about false negatives13 is in
Supplementary Information.

Father’s age and diseases
Consistent with other epidemiological studies14,15, in Iceland, the risk
of schizophrenia increases significantly with father’s age at concep-
tion (n 5 569, P 5 2 3 1025). Father’s age is also associated with the
risk of ASD. The observed effect is limited to non-familial cases
(n 5 631, P 5 5.4 3 1024), defined as those in which the closest
ASD relative is farther than cousins. The epidemiological results,
the effect of father’s age on de novo mutation rate shown here,
together with other studies that have linked de novo mutations to
autism and schizophrenia, including three recent studies of autism
through exome sequencing4–6, all point to the possibility that, as a man
ages, the number of de novo mutations in his sperm increases, and the
chance that a child would carry a deleterious mutation (not necessarily
limited to SNP mutations) that could lead to autism or schizophrenia
increases proportionally. However, this model does not indicate that
the relationship observed here between mutation rate and father’s age
would have been much different if the probands studied were chosen to
be all non-ASD/schizophrenic cases instead. For example, assume that
autism/schizophrenia is in each case caused by only one de novo muta-
tion. Then autism/schizophrenia cases would on average have more de
novo mutations than population samples. The magnitude could be
substantial if the distribution of father’s age has a large spread in the
population, but then most of the difference would be caused by the
cases having older fathers. If we control for the age of the father at
the conception of the individual, then this difference in the average
number of de novo mutations between control individuals and those
with autism/schizophrenia would be reduced to approximately one
(Supplementary Information).

Mutations by type and by chromosome
Examination of the 4,933 de novo mutations showed that 73 are exonic,
including two stop-gain SNPs and 60 non-synonymous SNPs
(Supplementary Table 2). One non-familial schizophrenic proband
carries a de novo stop-gain mutation (p.Arg113X) in the neurexin 1
(NRXN1) gene, previously associated with schizophrenia16–20. One
non-familial autistic proband has a stop-gain de novo mutation
(p.R546X) in the cullin 3 (CUL3) gene. De novo loss of function muta-
tions in CUL3 have been reported to cause hypertension and electrolyte
abnormalities21. Recently, a separate stop-gain de novo mutation
(p.E246X) in CUL3 was reported in an autistic case5. Another one of
our mutations is a non-synonymous variant (p.G900S) two bases from
a splice site in the EPH receptor B2 (EPHB2), a gene implicated in the
development of the nervous system. A de novo stop-gain mutation
(p.Q858X) in this gene has recently been described in another autistic
case6. Given the small number of loss of function de novo mutations we
and others have reported (approximately 70 genes in the three autism
exome scans4–6), the overlap is unlikely to be a coincidence. Hence,
CUL3 and EPHB2 can be added to the list of genes that are relevant for
ASD. Effective genome coverage, computed by discounting regions
that have either very low (less than half genome average) or very high
(more than three times genome average) local coverage, the latter often

a symptom of misaligning reads, was estimated to be 2.63 billion base
pairs (Supplementary Information). From that, 4,933 mutations corre-
spond to a germline mutation rate of 1.20 3 1028 per nucleotide per
generation, falling within the range between 1.1 3 1028 and
3.8 3 1028 previously reported3,7,8,22,23. Tables 2 and 3 summarize the
nature of the de novo mutations with respect to sequence context.
Approximately two-thirds (3,344/4,933 5 67.8%) are transitions.
Moreover, there is a clear difference between mutation rates at CpG
and non-CpG sites. CpG dinucleotides are known to be mutational
hotspots in mammals, ostensibly because spontaneous oxidative
deamination of methylated cytosines leads to an increase in transition
mutations24. The observed rate of transitions here is 18.2 times that at
non-CpG sites, higher than but not inconsistent with previous esti-
mates of 13.3 (ref. 23) and 15.4 (ref. 3). The transversion rate is also
higher at CpG sites, 2.55-fold that at non-CpG sites. Most of this
increased transversion rate at CpG sites is presumably due to general
mutation bias favouring mutations that decrease G1C content. The
rate of mutations that change a strong (G:C) base pair to a weak (A:T)
one is 2.15-times higher than mutations in the opposite direction. This
mutational pressure in the direction of A1T is observed for both
transitions (ratio 5 2.24) and transversions (ratio 5 1.82), and cannot
be solely explained by CpG mutations. The father’s age does not seem
to affect the ratios between the rates of these different classes of muta-
tions, that is, as a man ages rates of all mutation types increase by a
similar factor.

The average number of mutations for each chromosome separately
and the effect of father’s age are displayed in Fig. 3. The effect of
father’s age is significant (P , 0.05) for 14 of the 22 chromosomes
when evaluated individually. The solid line in the figure corresponds
to a model in which the linear effect of father’s age is proportional to
the mean number of mutations on the chromosome, or that father’s
age has a uniform multiplicative effect across the chromosomes. All
22 95% confidence intervals overlap the line, indicating that the
results are consistent with the model.

Discussion
The recombination rate is higher for women than men, and children
of older mothers have more maternal recombinations that those of
young mothers25. However, men transmit a much higher number of
mutations to their children than women. Furthermore, even though
our data also show some overdispersion in the number of maternal de
novo mutations, it is the age of the father that is the dominant factor in
determining the number of de novo mutations in the child. Seeing an
association between father’s age and mutation rate is not surprising2,
but the large linear effect of more than two extra mutations per year,
or the estimated exponential effect of paternal mutations doubling
every 16.5 years, is striking. Even more so is the fraction of the

Table 2 | Germline mutation rates at CpG and non-CpG sites
Type of mutation n Rate per base per generation

Transition at non-CpG 2,489 6.18 3 1029

Transition at CpG 855 1.12 3 1027

Transversion at non-CpG 1,516 3.76 3 1029

Transversion at CpG 73 9.59 3 1029

All 4,933 1.20 3 1028

Mutation rates are per generation per base. For non-CpG sites, the effective number of bases examined
is taken as 2.583 billion, whereas for CpG sites the number is 48.8 million. These numbers take into
account the variation of local coverage in sequencing (Supplementary Information).

Table 3 | Strong-to-weak and weak-to-strong mutation rates
Mutation type SRW (n) rate WRS (n) rate SRW rate/WRS rate

Transition (2,025) 1.21 3 1028 (1,319) 5.42 3 1029 2.24
Transversion (446) 2.67 3 1029 (358) 1.47 3 1029 1.82

All (2,471) 1.48 3 1028 (1,677) 6.89 3 1029 2.15

n denotes observed mutation counts, and mutation rates are calculated per generation per base. For
strong (S; G:C) to weak (W; A:T), the effective number of sites examined is taken as 1.071 billion, and for
weak to strong the number is 1.56 billion.
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variation it explains, which limits the possible contribution by other
factors, such as the environment and the genetic and non-genetic
differences between individuals, to mutation rate on a population
level. Given the results, it may no longer be meaningful to discuss
the average mutation rate in a population without consideration of
father’s age. Also, even though factors other than father’s age do not
seem to contribute substantially to the mutation rate diversity in our
data, it does not mean that hazardous environmental conditions could
not cause a meaningful increase in mutation rate. Rather, the results
indicate that, to estimate such an effect for a specific incident, it is
crucial to take the father’s age into account.

It is well known that demographic characteristics shape the evolu-
tion of the gene pool through the forces of genetic drift, gene flow and

natural selection. With the results here, it is now clear that demo-
graphic transitions that affect the age at which males reproduce can
also have a considerable effect on the rate of genomic change through
mutation. There has been a recent transition of Icelanders from a rural
agricultural to an urban industrial way of life, which engendered a
rapid and sequential drop in the average age of fathers at conception
from 34.9 years in 1900 to 27.9 years in 1980, followed by an equally
swift climb back to 33.0 years in 2011, primarily owing to the effect of
higher education and the increased use of contraception (Fig. 4). On
the basis of the fitted linear model, whereas individuals born in 1900
carried on average 73.7 de novo mutations, those born in 1980 carried
on average only 59.7 such mutations (a decrease of 19.1%), and the
mutational load of individuals born in 2011 has increased by 17.2% to
69.9. Demographic change of this kind and magnitude is not unique
to Iceland, and it raises the question of whether the reported increase
in ASD diagnosis lately is at least partially due to an increase in the
average age of fathers at conception. Also, the observations here are
likely to have important implications for the use of genetic variation to
estimate divergence times between species or populations, because the
mutation rate cannot be treated as a constant scaling factor, but rather
must be considered along with the paternal generation interval as a
time-dependent variable.

METHODS SUMMARY
Whole-genome sequence data for this study were generated using the Illumina
GAllx and HiSeq2000 instruments. The sequencing reads were aligned to the hg18
reference genome with Burrows–Wheeler aligner (BWA)26 and duplicates were
marked with Picard (http://picard.sourceforge.net/). Quality score recalibration,
indel realignment and SNP/indel discovery were then performed on each sample
separately, using GATK 1.2 (ref. 27). Likelihoods presented are based on the
normalized Phred-scaled likelihoods that are calculated by the GATK variant
calling. Statistical analysis was performed in part using the R statistical package.
Estimates and confidence intervals for the fraction of variance explained after
accounting for Poisson variation were calculated using Monte Carlo simula-
tions (Supplementary Information). Variants were annotated using SNP
effect predictor (snpEff2.0.5, database hg36.5) and GATK 1.4-9-g1f1233b with
only the highest-impact effect (P. Cingolani, ‘snpEff:Variant effect prediction’,
http://snpeff.sourceforge.net, 2012). More details are in Supplementary
Information.
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���6WXG\�VDPSOHV��

$�WRWDO�RI������VDPSOHV�IURP�D�ODUJH�VHTXHQFLQJ�SURMHFW�DW�GH&2'(�ZHUH�XVHG�LQ�WKLV�

VWXG\������VDPSOHV�IURP����WULRV�ZLWK�WZR�JUDQGFKLOGUHQ�ZKR�ZHUH�QRW�DOVR�PHPEHUV�

RI� RWKHU� WULRV�� DORQJ�ZLWK� ����� SRSXODWLRQ� VDPSOHV�� � )RU� WKH� RIIVSULQJ�PHPEHUV� RI�

HDFK� WULR�� ��� ZHUH� FODVVLILHG� ZLWK� $XWLVP� 6SHFWUXP� 'LVRUGHU� �$6'�� DFFRUGLQJ� WR�

,&'����FULWHULD�XVLQJ�WKH�$XWLVP�'LDJQRVWLF�,QWHUYLHZ�5HYLVHG��/RUG��&���5XWWHU��0��

	�/H�&RXWHXU��$���������DQG����ZHUH�FODVVLILHG�DV�KDYLQJ�VFKL]RSKUHQLD�DV�GLDJQRVHG�

DFFRUGLQJ� WR� 5HVHDUFK�'LDJQRVWLF� &ULWHULD� �6SLW]HU�� 5�/��� (QGLFRWW�� -��	�5RELQV�� (��

������XVLQJ�WKH�6FKHGXOH�IRU�$IIHFWLYH�'LVRUGHUV�DQG�6FKL]RSKUHQLD�/LIHWLPH�9HUVLRQ�

�6SLW]HU��5�/��	�(QGLFRWW��-����������7KH�SUREDQGV�IURP�WKH�UHPDLQLQJ����WULRV�KDYH�

QHLWKHU�GLDJQRVLV��

$OO� ELRORJLFDO� VDPSOHV� XVHG� LQ� WKLV� VWXG\� ZHUH� REWDLQHG� DFFRUGLQJ� WR� SURWRFROV�

DSSURYHG�E\� WKH�'DWD�3URWHFWLRQ�&RPPLVVLRQ�RI� ,FHODQG�DQG� WKH�1DWLRQDO�%LRHWKLFV�

&RPPLWWHH�RI� ,FHODQG�� � ,QIRUPHG�FRQVHQW�ZDV�REWDLQHG� IURP�DOO�SDUWLFLSDQWV�DQG�DOO�

SHUVRQDO� LGHQWLILHUV�ZHUH� HQFU\SWHG�ZLWK� D� FRGH� WKDW� LV� KHOG� E\� WKH�'DWD� 3URWHFWLRQ�

&RPPLVVLRQ�RI�,FHODQG��

���3UHSDUDWLRQ�RI�VDPSOHV�IRU�ZKROH�JHQRPH�VHTXHQFLQJ��

7KH�7UX6HT��VDPSOH�SUHSDUDWLRQ�NLW��,OOXPLQD��ZDV�HPSOR\HG�IRU�WKH�SUHSDUDWLRQ�RI�

OLEUDULHV� IRU� ZKROH� JHQRPH� VHTXHQFLQJ� �:*6��� ,Q� VKRUW�� DSSUR[LPDWHO\� �� ȝJ� RI�

JHQRPLF�'1$��LVRODWHG�IURP�IUR]HQ�EORRG�VDPSOHV��ZDV�IUDJPHQWHG�WR�D�PHDQ�WDUJHW�

VL]H� RI� DSSUR[LPDWHO\� �������� ES� XVLQJ� D� &RYDULV� (���� LQVWUXPHQW�� 7KH� UHVXOWLQJ�

IUDJPHQWHG� '1$� ZDV� HQG� UHSDLUHG� XVLQJ� 7�� DQG� .OHQRZ� SRO\PHUDVHV� DQG� 7��

SRO\QXFOHRWLGH�NLQDVH�ZLWK����P0�G173�IROORZHG�E\�DGGLWLRQ�RI�DQ� 
$
�EDVH�DW� WKH�

HQGV�XVLQJ�.OHQRZ�H[R�IUDJPHQW���ƍ�WR��ƍ�H[R�PLQXV��DQG�G$73����P0���6HTXHQFLQJ�

DGDSWRUV� FRQWDLQLQJ� 
7
� RYHUKDQJV� ZHUH� OLJDWHG� WR� WKH� '1$� SURGXFWV� IROORZHG� E\�

DJDURVH������JHO�HOHFWURSKRUHVLV��)UDJPHQWV��RI�DERXW���������ES�ZHUH�LVRODWHG�IURP�

WKH� JHOV� �4,$*(1� *HO� ([WUDFWLRQ� .LW��� DQG� WKH� DGDSWRU�PRGLILHG� '1$� IUDJPHQWV�

ZHUH�3&5�HQULFKHG� IRU� WHQ�F\FOHV�XVLQJ�3KXVLRQ�'1$�SRO\PHUDVH� �)LQQ]\PHV�2\��

DQG� � 3&5� SULPHUV� 3(� ���� DQG� 3(� ���� QHHGHG� IRU� SDLUHG�HQG� VHTXHQFLQJ�� (QULFKHG�

OLEUDULHV�ZHUH�SXULILHG�XVLQJ�$03XUH�;3�EHDGV��7KH�TXDOLW\�DQG�FRQFHQWUDWLRQ�RI�WKH�
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OLEUDULHV� ZHUH� DVVHVVHG� ZLWK� WKH� $JLOHQW� ����� %LRDQDO\]HU� XVLQJ� WKH� '1$� �����

/DE&KLS��/LEUDULHV�ZHUH�VWRUHG�DW�í����&��$OO�VWHSV�LQ�WKH�ZRUNIORZ�ZHUH�PRQLWRUHG�

XVLQJ� DQ� LQ�KRXVH� ODERUDWRU\� LQIRUPDWLRQ�PDQDJHPHQW� V\VWHP� �/,06��ZLWK�EDUFRGH�

WUDFNLQJ�RI�DOO�VDPSOHV�DQG�UHDJHQWV��

���'1$�ZKROH�JHQRPH�VHTXHQFLQJ��

7HPSODWH�'1$�IUDJPHQWV�ZHUH�K\EULGL]HG�WR�WKH�VXUIDFH�RI�SDLUHG�HQG��3(��IORZFHOOV�

�HLWKHU� IRU� *$,,[� RU� +L6HT� ����� VHTXHQFLQJ� LQVWUXPHQWV�� DQG� DPSOLILHG� WR� IRUP�

FOXVWHUV�XVLQJ�WKH�,OOXPLQD�F%RW���,Q�EULHI��'1$���±���S0��ZDV�GHQDWXUHG��IROORZHG�

E\�K\EULGL]DWLRQ�WR�JUDIWHG�DGDSWRUV�RQ�WKH�IORZFHOO�� ,VRWKHUPDO�EULGJH�DPSOLILFDWLRQ�

XVLQJ� 3KXVLRQ� SRO\PHUDVH�ZDV� WKHQ� IROORZHG� E\� OLQHDUL]DWLRQ� RI� WKH� EULGJHG�'1$��

GHQDWXUDWLRQ��EORFNLQJ�RI����HQGV�DQG�K\EULGL]DWLRQ�RI�WKH�VHTXHQFLQJ�SULPHU��

6HTXHQFLQJ�E\�V\QWKHVLV� �6%6�� ZDV� SHUIRUPHG� RQ� HLWKHU� ,OOXPLQD� *$,,[� RU� +L6HT�

����� LQVWUXPHQWV�� UHVSHFWLYHO\�� 3DLUHG�HQG� OLEUDULHV� ZHUH� VHTXHQFHG� XVLQJ� �[����

F\FOHV� RI� LQFRUSRUDWLRQ� DQG� LPDJLQJ� ZLWK� ,OOXPLQD� 6%6� NLWV�� 7UX6HT�� Y�� IRU� WKH�

*$,,[��)RU�WKH�+L6HT��������[����F\FOHV�ZLWK�6%6�NLWV�Y����RU�Y��ZHUH�HPSOR\HG��

(DFK� OLEUDU\�ZDV� LQLWLDOO\� UXQ� RQ� D� VLQJOH� ODQH� RQ� D�*$,,[� IRU� YDOLGDWLRQ�� DVVHVVLQJ�

RSWLPDO� FOXVWHU� GHQVLWLHV�� LQVHUW� VL]H�� GXSOLFDWLRQ� UDWHV� DQG� FRPSDULVRQ� WR� FKLS�

JHQRW\SLQJ� GDWD�� )ROORZLQJ� YDOLGDWLRQ�� WKH� GHVLUHG� VHTXHQFLQJ� GHSWK� �HLWKHU� ��;�RU�

��;�� ZDV� WKHQ� REWDLQHG� XVLQJ� HLWKHU� VHTXHQFLQJ� SODWIRUP�� 7DUJHWHG� UDZ� FOXVWHU�

GHQVLWLHV� UDQJHG� IURP� ���±���� .�PP��� GHSHQGLQJ� RQ� WKH� YHUVLRQ� RI� ERWK� WKH�

VHTXHQFLQJ� FKHPLVWU\� DQG� WKH� GDWD� LPDJLQJ�DQDO\VLV� VRIWZDUH� SDFNDJHV�

�6&6�����57$����RU�6&6����57$���� IRU� WKH�*$,,[� DQG�+&6������� RU�+&6������ IRU�

+L6HT��������5HDO�WLPH�DQDO\VLV�LQYROYHG�FRQYHUVLRQ�RI�LPDJH�GDWD�WR�EDVH�FDOOLQJ�LQ�

UHDO�WLPH��

���6HTXHQFH�DOLJQPHQWV�DQG�YDULDQWV�FDOOLQJ��

)RU�HDFK�ODQH�LQ�WKH�'1$�VHTXHQFLQJ�RXWSXW��WKH�UHVXOWLQJ�TVHT�ILOHV�ZHUH�FRQYHUWHG�

LQWR�IDVWT�ILOHV�XVLQJ�DQ�LQ�KRXVH�VFULSW�� �$OO�RXWSXW�IURP�VHTXHQFLQJ�ZDV�FRQYHUWHG��

DQG�WKH�,OOXPLQD�TXDOLW\�ILOWHULQJ�IODJ�ZDV�UHWDLQHG�LQ�WKH�RXWSXW���7KH�IDVWT�ILOHV�ZHUH�

WKHQ� DOLJQHG� DJDLQVW� %XLOG� ��� RI� WKH� KXPDQ� UHIHUHQFH� VHTXHQFH� XVLQJ� EZD� YHUVLRQ�

�������/L��+��	�'XUELQ��5���������
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6$0�ILOH�RXWSXW�IURP�WKH�DOLJQPHQW�ZDV�FRQYHUWHG�LQWR�%$0�IRUPDW�XVLQJ�VDPWRROV�

YHUVLRQ� ������� �/L�� +�� HW� DO� ������� DQG� DQ� LQ�KRXVH� VFULSW� ZDV� XVHG� WR� FDUU\� WKH�

,OOXPLQD� TXDOLW\� ILOWHU� IODJ� RYHU� WR� WKH�%$0� ILOH�� � 7KH�%$0� ILOHV� IRU� HDFK� VDPSOH�

ZHUH� WKHQ�PHUJHG� LQWR�D� VLQJOH�%$0�ILOH�XVLQJ� VDPWRROV�� �)LQDOO\��3LFDUG� �YHUVLRQV�

IURP������WR��������KWWS���SLFDUG�VRXUFHIRUJH�QHW��ZDV�XVHG�WR�PDUN�GXSOLFDWHV� LQ�WKH�

UHVXOWLQJ�%$0�ILOHV��

*$7.� ���� �0F.HQQD�� $�� HW� DO� ������ ZDV� XVHG� IRU� TXDOLW\� VFRUH� UHFDOLEUDWLRQ� DQG�

LQGHO� UHDOLJQPHQW�� 613�,QGHO� GLVFRYHU\�ZDV� WKHQ� SHUIRUPHG�E\�*$7.����� RQ� HDFK�

VDPSOH� VHSDUDWHO\� XVLQJ� VWDQGDUG� ILOWHULQJ� SDUDPHWHUV� DV� UHFRPPHQGHG�

�KWWS���ZZZ�EURDGLQVWLWXWH�RUJ�JVD�ZLNL�LQGH[�SKS�%HVWB3UDFWLFHB9DULDQWB'HWHFWLRQB

ZLWKBWKHB*$7.BY�����)RU�YDULDQW�GLVFRYHU\��D�FRQILGHQFH�OHYHO�WKUHVKROG�RI������ZDV�

XVHG��ZKLFK�ZDV�VOLJKWO\�KLJKHU�WKDQ�ZDV�UHFRPPHQGHG�IRU�'((3��!��;��FRYHUDJH���

7KH�GLVFRYHU\�VHW�RI�613V�DQG� LQGHOV� IRU� WKH� LQGLYLGXDOV�� UHVWULFWHG� WR�YDULDQWV�ZLWK�

OLN�55��OLN�5$�� !� ���� �� PD[�� OLN�5$��OLN�$$��� OLN�$$��OLN�5$�� �� !� ���� DQG� ORFDO�

FRYHUDJH� OHVV� WKDQ� WKUHH� WLPHV� WKH� VDPSOH¶V�DYHUDJH�FRYHUDJH��ZHUH�PHUJHG�XVLQJ� D�

FRPELQDWLRQ�RI��LQ�KRXVH�VFULSWV��VLPLODU�WR�WKH�&RPELQH9DULDQWV�WRRO�LQ�*$7.���DQG�

WKH� LQGLYLGXDOV� ZHUH� WKHQ� UHFDOOHG� IRU� WKH� PHUJHG� YDULDQW� VHW�� � 9DULDQW� VLWHV� ZHUH�

LQYHVWLJDWHG� DV� SRWHQWLDO� GH� QRYR� PXWDWLRQV� IRU� HDFK� WULR� LI� QRQH� DPRQJ� WKH� RWKHU�

VHTXHQFHG� LQGLYLGXDOV� �H[FOXGLQJ� ILUVW� GHJUHH� UHODWLYHV� RI� WKH� WULR� SUREDQG�� KDG� D�

OLN�55��OLN�5$��UDWLR�JUHDWHU�WKDQ�������$OO�OLNHOLKRRGV�HYDOXDWHG�KHUH�DUH�EDVHG�RQ�WKH�

QRUPDOL]HG� 3KUHG�VFDOHG� OLNHOLKRRGV� FDOFXODWHG� E\� WKH� *$7.� YDULDQW� FDOOHU�

�8QLILHG*HQRW\SHU���

���7KH�UHDVRQ�IRU�DQG�WKH�HIIHFW�RI�DSSO\LQJ�ILOWHU��Y����

$V�QRWHG�LQ�WKH�PDLQ�WH[W��DIWHU�DSSO\LQJ�FULWHULD��L��WR��LY���WKHUH�ZHUH�������FDQGLGDWH�

GH�QRYR�PXWDWLRQV�UHPDLQHG��7ZR�RI�WKHVH��RQ�FKURPRVRPH����ZHUH�LGHQWLFDO�DQG�VHHQ�

LQ�WZR�VLEOLQJV��9DOLGDWLRQ�E\�6DQJHU�VHTXHQFLQJ�UHYHDOHG�WKDW�WKH�YDULDQW�LV�DFWXDOO\�

DOVR�FDUULHG�E\�WKH�PRWKHU��DQG�KHQFH�QRW�UHDOO\�GH�QRYR��5HPRYLQJ�WKHVH�OHIW�XV�ZLWK�

������FDQGLGDWH�PXWDWLRQV���2QH�RI�WKH��������DV�QRWHG�LQ�WKH�PDLQ�WH[W��ZDV�UHYHDOHG�

DW�D�PXFK�ODWHU�VWDJH�DV�D�IDOVH�SRVLWLYH�E\�6DQJHU�VHTXHQFLQJ��7KLV�FDVH�LV�LQFOXGHG�LQ�

WKH�DQDO\VLV�GHVFULEHG�KHUH�EHFDXVH�ZH�WKLQN�WKLV�EHWWHU�UHIOHFWV�ZKDW�OHG�XV�WR�DSSO\�

ILOWHU��Y��LQ�WKH�ILUVW�SODFH��%XW��RI�FRXUVH��UHPRYLQJ�LW�IURP�WKLV�DQDO\VLV�ZRXOG�PDNH�

YHU\�OLWWOH�GLIIHUHQFH����)RU�HDFK�RI�WKHVH�FDOOHG�YDULDQWV��DPRQJ�WKH�TXDOLW\�UHDGV��WKH�



SUPPLEMENTARY INFORMATION

4  |  W W W. N A T U R E . C O M / N A T U R E

RESEARCH
�

� ��

IUDFWLRQ� RI� $� �DOWHUQDWLYH� DOOHOH�� FDOOV� ZDV� FDOFXODWHG�� 6XSSOHPHQWDU\� )LJ�� �� LV� D�

KLVWRJUDP�RI�WKH������IUDFWLRQV��7KH�KLVWRJUDP�KDV�WZR�PRGHV��RQH�DW������DQG�RQH�

DW� ���� WR� �����7KLV� VXJJHVWV� D�PL[WXUH� RI� WZR�GLVWULEXWLRQV�� RQH� UHSUHVHQWLQJ� WUXH�

KHWHUR]\JRWHV�ZLWK�D�PRGH�DW������DQG�RQH�UHSUHVHQWLQJ�HUURQHRXV�FDOOV�ZLWK�D�PRGH�

DW� D�PXFK� ORZHU� SHUFHQWDJH��0DQ\� RI� WKH� FDVHV� FRQWULEXWLQJ� WR� WKH� ODWWHU� SUREDEO\�

UHVXOWHG� IURP� KDYLQJ� UHDGV� IURP� WZR� RU�PRUH� GLIIHUHQW�� EXW� KLJKO\� VLPLODU�� UHJLRQV�

PL[HG�XS�WRJHWKHU��)RU�H[DPSOH��LI�WZR�VLWHV�DUH�PL[HG�WRJHWKHU��RQH�LV�KHWHUR]\JRXV�

DQG�WKH�RWKHU�KRPR]\JRXV�UHIHUHQFH��55��� WKH�IUDFWLRQ�RI�$�UHDGV�ZRXOG�EH�����LQ�

H[SHFWDWLRQ�� ,W�FRXOG�VRPHWLPHV�EH�RQH� LQ����RU�������� LI� UHDGV�IURP�WKUHH�GLIIHUHQW�

VLWHV�ZHUH�PLVDOLJQHG�WR�RQH�ORFDWLRQ��2XW�WKH������FDQGLGDWHV��IUDFWLRQ�RI�$�FDOOV�DUH�

DW�RU�EHORZ�����IRU������RI�WKHP��)LOWHULQJ�WKHVH�RXW�IURP�WKH�VHW�RI������JDYH�D�VHW�

������� ,W� LV� LQWHUHVWLQJ� WR� QRWH� WKDW�� LI� ZH� GLG� QRW� HOLPLQDWH� WKH� ����� FDVHV� DQG�

SHUIRUPHG� WKH� DQDO\VLV�ZLWK� �����GH� QRYR�PXWDWLRQV� FDOOHG�� WKH� HVWLPDWHG� HIIHFW� RI�

IDWKHU¶V�DJH�ZRXOG�EH�YHU\�VLPLODU��DFWXDOO\�D�OLWWOH�KLJKHU��������PXWDWLRQV�SHU�\HDU�DV�

RSSRVHG� WR� ������� EXW� WKH� VLJQLILFDQFH� DQG� IUDFWLRQ� RI� YDULDQFH� H[SODLQHG� DIWHU�

DFFRXQWLQJ� IRU�3RLVVRQ� YDULDWLRQ�ZRXOG�EH� VXEVWDQWLDOO\� UHGXFHG� �3� ����î������ DQG�

YDULDQFH� H[SODLQHG� �������� DV�RSSRVHG� WR�3� � ���î������ DQG�YDULDQFH� H[SODLQHG� �

������ZKHQ�XVLQJ�WKH������FDOOHG�PXWDWLRQV���7KDW�WKH�HVWLPDWH�LV�KLJKHU�LV�SRVVLEO\�

EHFDXVH�WKHUH�DUH�VRPH�WUXH�SRVLWLYHV�LQ�WKH������FDVHV��7KH�3�YDOXH�LV�OHVV�VLJQLILFDQW�

DQG�YDULDQFH�H[SODLQHG�LV�VXEVWDQWLDOO\�ORZHU�EHFDXVH�WKH������FDVHV�DUH�LQWURGXFLQJ�D�

ORW� RI� QRLVH�� ,Q� SDUWLFXODU�� WKH� ����� FDVHV� H[KLELW� VXEVWDQWLDO� RYHU� GLVSHUVLRQ��

YDULDQFH�PHDQ�  � ����� DQG� RQO\� D� VPDOO� IUDFWLRQ� RI� WKDW� FRXOG� EH� DFFRXQWHG� IRU� E\�

IDWKHU¶V�DJH���:H�FDQ�JHW�D�URXJK�HVWLPDWH�RI�KRZ�PDQ\�WUXH�SRVLWLYHV�DUH�LQ�WKH������

FDVHV�LQ�WZR�ZD\V��)LUVWO\��ZLWK����UHDGV��ZLWK�D�WUXH�KHWHUR]\JRWH��WKH�SUREDELOLW\�RI�

KDYLQJ���RU�OHVV�$�UHDGV�LV�������*LYHQ�WKDW�WKHUH�DUH�DERXW������GH�QRYR�PXWDWLRQV�

LQ�RXU� WULRV�� WKDW�FRUUHVSRQGV� WR�DERXW����� WUXH�SRVLWLYHV� ILOWHUHG�DZD\��RU����� IDOVH�

QHJDWLYHV� LQWURGXFHG�� 6HFRQGO\�� IURP� WKH� KLVWRJUDP� �6XSSOHPHQWDU\� )LJ�� ���� WKHUH�

DUH� ��� PXWDWLRQ� FDOOV� ZLWK� WKH� IUDFWLRQ� RI� $� UHDGV� JUHDWHU� WKDQ� RU� HTXDO� WR� �����

$VVXPLQJ�V\PPHWU\�� LW�ZRXOG� LPSO\� WKDW�DERXW���� WUXH�SRVLWLYHV�ZHUH�ILOWHUHG�DZD\�

E\� �Y��� DQG� FRUUHVSRQGV� WR� D� IDOVH� QHJDWLYH� UDWH� RI� DERXW� ������ 7DNLQJ� WKHVH� WZR�

HVWLPDWHV� LQWR� DFFRXQW�� ZH� EHOLHYH� WKDW� WKH� ILOWHU� �Y�� LV� OLNHO\� WR� EH� UHVSRQVLEOH� IRU�

DERXW����RI�IDOVH�QHJDWLYHV���

�
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��� 0RGHOV� ILWWHG�� HVWLPDWLQJ� IUDFWLRQ� RI� YDULDQFH� H[SODLQHG� DQG� FRQILGHQFH�

LQWHUYDOV���

$V� QRWHG� LQ� WKH�PDLQ� WH[W��ZH� ILWWHG� ��PRGHOV� WR� HYDOXDWH� WKH� UHODWLRQVKLS� EHWZHHQ�

IDWKHU¶V�DJH�DQG�QXPEHU�RI�GH�QRYR�PXWDWLRQV��/HW�<�GHQRWH�WKH�QXPEHU�RI�GH�QRYR�

PXWDWLRQV�� DQG� OHW�;�EH� WKH� DJH� RI� WKH� IDWKHU� DW� FRQFHSWLRQ� RI� WKH� FKLOG�� 7KH� OLQHDU�

PRGHO�ZDV�ILWWHG�E\�SHUIRUPLQJ�D�VLPSOH�UHJUHVVLRQ�RI�<�RQ�;��7KH�ILUVW�H[SRQHQWLDO�

PRGHO� ILWWHG� ZDV� GRQH� E\� UHJUHVVLQJ� ORJ�<�� RQ� ;�� 7KH� VHFRQG� H[SRQHQWLDO� PRGHO�

ILWWHG�ZDV�SHUIRUPHG�E\�UHJUHVVLQJ�ORJ�<�±�������RQ�;��QRWLQJ�WKDW������ZDV�FKRVHQ�

EHFDXVH�WKDW�LV�WKH�PHDQ�QXPEHU�RI�PDWHUQDO�GH�QRYR�PXWDWLRQV�REVHUYHG�LQ�WKH���WULRV�

IRU�ZKLFK�SDUHQW�RI�RULJLQ�RI�WKH�PXWDWLRQV�FRXOG�EH�GHWHUPLQHG��)RU�WKH�H[SRQHQWLDO�

ILWV��UHVLGXDO�VXP�RI�VTXDUHV�DQG�YDULDQFH�H[SODLQHG�ZHUH�FDOFXODWHG�E\�FRQYHUWLQJ�WKH�

ILWWHG�YDOXHV�EDFN�WR�WKH�RULJLQDO�VFDOH��1RWH�WKDW�WKH�VDPH�QXPEHU�RI�SDUDPHWHUV��DQ�

LQWHUFHSW�DQG�D�VORSH��ZHUH�ILWWHG�LQ�DOO���FDVHV��7KH�GLIIHUHQFH�LV�MXVW�WKH�VFDOH�XQGHU�

ZKLFK�WKH�UHJUHVVLRQ�ZDV�SHUIRUPHG��%HFDXVH�WKH���PRGHOV�DUH�QRW�QHVWHG��RQH�FDQQRW�

WHVW�RQH�DJDLQVW�DQRWKHU� LQ�D�VWDQGDUG�IUHTXHQWLVW�PDQQHU�DQG�FRPSXWH�3�YDOXHV��%XW�

ZH�QRWH�WKH�IROORZLQJ��,I�ZH�DGG�D�TXDGUDWLF�WHUP�RI�;�WR�WKH�OLQHDU�ILW��WKH�TXDGUDWLF�

WHUP�LV�PDUJLQDOO\�VLJQLILFDQW�ZLWK�3� �������%XW�HYHQ�ZLWK�WKH�TXDGUDWLF�WHUP�DGGHG��

5���WKH�IUDFWLRQ�RI�YDULDQFH�H[SODLQHG��LV�VWLOO�VOLJKWO\�ORZHU�WKDQ�WKRVH�UHVXOWLQJ�IURP�

ILWWLQJ� WKH� WZR� H[SRQHQWLDO� PRGHOV�� +HQFH� LW� LV� UHDVRQDEOH� WR� VD\� WKH� H[SRQHQWLDO�

PRGHOV�ILW�WKH�GDWD�EHWWHU�WKDQ�WKH�OLQHDU�PRGHO��

)RU�D�3RLVVRQ�GLVWULEXWLRQ�WKH�YDULDQFH�LV�HTXDO�WR�WKH�PHDQ��+HQFH��XVLQJ�WKH�GDWD��D�

VLPSOH� HVWLPDWH� RI� WKH� IUDFWLRQ� RI� YDULDQFH� H[SODLQHG� DIWHU� DFFRXQWLQJ� IRU� 3RLVVRQ�

YDULDWLRQ�LV��

5��>��±�PHDQ�<��YDU�<�@����
��

ZKHUH�5��LV�WKH�IUDFWLRQ�RI�WRWDO�YDULDQFH�H[SODLQHG�E\�IDWKHU¶V�DJH�REWDLQHG�IURP�WKH�

PRGHO� ILW�� )RU� WKH� OLQHDU� ILW�� WR� VOLJKWO\� LPSURYH� WKLV� HVWLPDWH� DQG� WR� FRQVWUXFW�

FRQILGHQFH�LQWHUYDOV��ZH�SHUIRUPHG�0RQWH�&DUOR�VLPXODWLRQV�EDVHG�RQ�WKH�IROORZLQJ�

PRGHO��

<�a�3RLVVRQ�$���%
DJH���1RUPDO���6,*0$����
�
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:H�VHW�$�DQG�%�WR�WKH�ILWWHG�YDOXHV��%\�YDU\LQJ�6,*0$��ZH�FRXOG�VHW�WKH�WKHRUHWLFDO�

YDOXH�RI�WKH�IUDFWLRQ�RI�V\VWHPDWLF�YDULDQFH�H[SODLQHG�E\�IDWKHUµV�DJH�WR�DQ\�YDOXH�ZH�

OLNH��)URP�WKH�VLPXODWLRQV��ZH�IRXQG�WKDW�WKH�VLPSOH�HVWLPDWH��
��LV�VOLJKWO\�ELDVHG��LQ�

WKH�VHQVH�WKDW�LWV�VDPSOLQJ�GLVWULEXWLRQ�KDV�D�PHDQ�PHGLDQ�WKDW�LV�D�OLWWOH�KLJKHU��DERXW�

������WKDQ�WKH�DFWXDO�YDOXH�XVHG�WR�GR�WKH�VLPXODWLRQ��6R�ZH�FHQWHUHG�WKH�HVWLPDWH�E\�

FKRRVLQJ�WKH�YDOXH�VR�WKDW�ZKHQ�LW�LV�XVHG�WR�SHUIRUP�WKH�VLPXODWLRQV��WKH�PHGLDQ�RI�

WKH�VLPXODWHG�YDOXHV�RI��
��ZLOO�FRUUHVSRQG�WR�WKH�REVHUYHG�YDOXH�FDOFXODWHG�IURP�WKH�

UHDO� GDWD��6LPLODUO\�� WKH� ORZHU�ERXQG�RI� WKH�����&,� LV� WKH�YDOXH� VR� WKDW��ZKHQ� LW� LV�

XVHG�WR�SHUIRUP�WKH�VLPXODWLRQV��WKH���WK�SHUFHQWLOH�RI�WKH�VLPXODWHG�YDOXHV�RI��
��ZLOO�

FRUUHVSRQG�WR�WKH�REVHUYHG�YDOXH��

$� VLPLODU� PHWKRG� LV� XVHG� WR� REWDLQ� HVWLPDWHV� DQG� FRQILGHQFH� LQWHUYDOV� IRU� WKH�

H[SRQHQWLDO�ILWV���

���6RPH�GHWDLOV�RQ�WKH�6DQJHU�VHTXHQFLQJ�UHVXOWV��

2QH�KXQGUHG�DQG�HOHYHQ�RI�WKH�GH�QRYR�PXWDWLRQV�FDOOHG�ZHUH�UDQGRPO\�VHOHFWHG�IRU�

YDOLGDWLRQ�XVLQJ�6DQJHU� VHTXHQFLQJ��(OHYHQ� IDLOHG�SULPHU�GHVLJQ�� )RU� WKH�����FDVHV�

ZKHUH�ZH�REWDLQHG�SULPHUV��WKH�ILUVW�UXQ�JHQHUDWHG�UHOLDEOH�UHVXOWV�IRU����RI�WKHP��DQG�

DOO� FRQILUPHG� DV� GH� QRYR� PXWDWLRQV�� 7KH� ��� FDVHV� WKDW� IDLOHG� WR� JHQHUDWH� UHOLDEOH�

UHVXOWV�ZHUH� UHUXQ��5HVXOWV�ZHUH�REWDLQHG� IRU���FDVHV��ZLWK���FRQILUPDWLRQV�DQG�RQH�

IDOVH�SRVLWLYH�LGHQWLILHG�ZKHUH�WKH�SXWDWLYH�YDULDQW�ZDV�QRW�REVHUYHG�LQ�WKH�SUREDQG��

+HQFH�� RYHUDOO��ZH� KDYH� ��� � ����� FRQILUPDWLRQV� DQG� RQH� LGHQWLILHG� IDOVH� SRVLWLYH��

$PRQJ� WKH� RWKHU� VL[� FDVHV�� WZR� RI� WKHP� KDG� SUREOHPV� ZLWK� WKH� 3&5� DQG� GLG� QRW�

JHQHUDWH�DQ\�XVHIXO�UHVXOWV�DW�DOO��)RU� WKH�RWKHU� IRXU�FDVHV�� WKH�PXWDWLRQ�ZDV�VHHQ�LQ�

SUREDQG�DQG�QRW�LQ�WKH�PRWKHU��EXW�UHOLDEOH�UHVXOWV�FRXOG�QRW�EH�REWDLQHG�IRU�WKH�IDWKHU�

GXH� DSSDUHQWO\� WR� SUREOHPV� ZLWK� ORZ� TXDOLW\� '1$�� +HQFH�� WKH� GDWD� IRU� WKHVH� IRXU�

FDVHV��ZKLOH�QRW�FRQFOXVLYH��DUH�FRQVLVWHQW�ZLWK�WUXH�GH�QRYR�PXWDWLRQV���

���7KH�LPSDFW�RI�IDOVH�QHJDWLYHV�RQ�YDULRXV�DQDO\VHV��

,Q�WKH�PDLQ�WH[W��ZH�GLVFXVVHG�KRZ�IDOVH�SRVLWLYHV�RI�YDULRXV�W\SHV�FRXOG�LPSDFW�WKH�

DQDO\VHV��+HUH�LV�D�VLPLODU�GLVFXVVLRQ�RQ�IDOVH�QHJDWLYHV��%HFDXVH�RI�WKH�OLPLWDWLRQV�RI�

FXUUHQW�VHTXHQFLQJ�WHFKQRORJ\�DQG�WKDW�WKH�PHWKRGV�XVHG�WR�FDOO�WKH�YDULDQWV�DUH�VWLOO�

IDU�IURP�SHUIHFW��ZH�KDG�WR�DSSO\�ILOWHUV�WR�OLPLW�WKH�IDOVH�SRVLWLYHV��$V�D�UHVXOW��IDOVH�
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QHJDWLYHV� DUH� XQDYRLGDEOH�� :KLOH� QRW� DWWHPSWLQJ� WR� JLYH� D� SUHFLVH� HVWLPDWH� RI� LWV�

RYHUDOO� PDJQLWXGH�� ZH� QRWH� WKDW� WKH� RYHUDOO� PXWDWLRQ� UDWH� REVHUYHG� KHUH� LV� QRW�

LQFRQVLVWHQW�ZLWK�RWKHU�HVWLPDWHV� UHSRUWHG�IRU� WULR�GDWD�� �)RU� WKH�DQDO\VHV�RI� IDWKHU¶V�

DJH��IDOVH�QHJDWLYHV�WKDW�DUH�3RLVVRQ�LQ�QDWXUH�ZLOO�ELDV�WKH�HIIHFW�HVWLPDWH�RI�WKH�OLQHDU�

PRGHO� GRZQZDUGV�� LPSO\LQJ� WKDW� WKH� DFWXDO� HIIHFW� JHQRPHZLGH� LV� YHU\� OLNHO\� WR� EH�

DERYH� WKH� FXUUHQW� HVWLPDWH� RI� ����� SHU� \HDU�� +RZHYHU�� WKH� HIIHFW� HVWLPDWH� IRU� WKH�

H[SRQHQWLDO� PRGHO�� DQG�� LQ� JHQHUDO� HVWLPDWHV� RI� UDWLRV�� VKRXOG� QRW� EH� VXEVWDQWLDOO\�

DIIHFWHG�� 1RQ�3RLVVRQ� IDOVH� QHJDWLYHV� ZRXOG� DGG� WR� WKH� XQH[SODLQHG� YDULDQFH�� DQG��

IROORZLQJ�WKH�VDPH�DUJXPHQW�DSSOLHG�WR�IDOVH�SRVLWLYHV��WKHLU�PDJQLWXGH�LV�OLNHO\�WR�EH�

PRGHVW���

���$YHUDJH�QXPEHU�RI�GH�QRYR�PXWDWLRQV�LQ�FDVHV�DQG�LQ�FRQWUROV��

6XSSRVH�QRQ�IDPLOLDO�$6'�6=�FDVHV�DUH�LQ�HDFK�FDVH�FDXVHG�E\�RQH��DQG�RQO\�RQH��GH�

QRYR�PXWDWLRQ��6XSSRVH��ZKLOH� IDWKHU¶V�DJH�KDV�DQ�HIIHFW�RQ� WKH�QXPEHU�RI�GH�QRYR�

PXWDWLRQV�� LWV� HIIHFW� LV� LQ� D� PXOWLSOLFDWLYH� VHQVH� XQLIRUP� RYHU� WKH� JHQRPH�� $QG�

VXSSRVH�WKHUH�LV�QR�RWKHU�V\VWHPDWLF�IDFWRUV�LQIOXHQFLQJ�WKH�QXPEHU�RI�PXWDWLRQV��RU�

WKDW� WKHLU� FRQWULEXWLRQV� DUH� YHU\� VPDOO� RQ� D� SRSXODWLRQ� OHYHO�� RWKHU� WKDQ� 3RLVVRQ�

YDULDWLRQ���7KHQ�WKH�FKDQFH�RI�DQ�LQGLYLGXDO�EHLQJ�D�FDVH�LV�HVVHQWLDOO\�SURSRUWLRQDO�WR�

WKH� QXPEHU� RI� GH� QRYR� PXWDWLRQV� WKH\� FDUU\�� H�J�� D� SHUVRQ� FDUU\LQJ� ���� GH� QRYR�

PXWDWLRQV�ZLOO�KDYH��� WLPHV� WKH�FKDQFH�RI�EHLQJ�D�FDVH� WKDQ� WKRVH� WKDW�FDUU\�����2I�

LQWHUHVW� KHUH� LV� WKH� UHYHUVH� TXHVWLRQ� ���� ZKDW� LV� WKH� DYHUDJH� QXPEHU� RI� GH� QRYR�

PXWDWLRQV� LQ� FDVHV�� DQG� PRUH� VSHFLILFDOO\�� RQ� DYHUDJH� KRZ� PDQ\� PRUH� GH� QRYR�

PXWDWLRQV�GR�FDVHV�KDYH�FRPSDUHG�WR�SRSXODWLRQ�FRQWUROV��7KH�DQVZHU�GHSHQGV�RQ�WKH�

VSUHDG�RI�WKH�SRSXODWLRQ�GLVWULEXWLRQ�RI�WKH�QXPEHU�RI�GH�QRYR�PXWDWLRQV��WKH�JUHDWHU�

WKH�VSUHDG�WKH�JUHDWHU�WKH�GLIIHUHQFH��0DWKHPDWLFDOO\��LI�;�LV�D�UDQGRP�YDULDEOH�KDYLQJ�

WKH�PXWDWLRQ�FRXQW�GLVWULEXWLRQ��WKHQ�WKH�GLIIHUHQFH�LV�

>PHDQ�;���PHDQ�;�@�����PHDQ�;��

%XW� WKH� VSUHDG�RI�GH�QRYR�PXWDWLRQ�FRXQW�GLVWULEXWLRQ� LV�GULYHQ��DSDUW� IURP�3RLVVRQ�

YDULDWLRQ�� E\� IDWKHU¶V� DJH�� 8VLQJ� WKH� IDWKHU¶V� DJH� GLVWULEXWLRQ� IRU� ������� ELUWKV� LQ�

,FHODQG� LQ� WKH� ODVW�FHQWXU\� �PHDQ� �������6'� ��������DQG�DVVXPLQJ� WKH�H[SRQHQWLDO�

PRGHO� WKDW�ZDV�ILWWHG�IRU�SDWHUQDO�PXWDWLRQV�DVVXPLQJ�WKDW�PDWHUQDO�PXWDWLRQ�UDWH� LV�

IL[HG�DW�������WKH�DERYH�GLIIHUHQFH�LV�HVWLPDWHG�WR�EH�������+RZHYHU��D�ODUJH�IUDFWLRQ�
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RI�WKH�HIIHFW�LV�WKH�FRQVHTXHQFH�RI�WKH�FDVHV�RQ�DYHUDJH�KDYLQJ�ROGHU�IDWKHUV�WKDQ�WKH�

FRQWUROV�� ,I� ZH� FRQGLWLRQ�DGMXVW� IRU� IDWKHU¶V� DJH�� WKDW� HVVHQWLDOO\� PHDQV� ZH� DUH�

FRPSDULQJ� FDVHV� DQG� FRQWUROV� DW� D� IL[HG� DJH�� ,Q� WKDW� FDVH� DOO� YDULDWLRQ� FRPHV� IURP�

3RLVVRQ�YDULDWLRQ��6R�WKH�GLIIHUHQFH�DERYH�FDQ�EH�FDOFXODWHG�E\�DVVXPLQJ�WKDW�;�KDV�D�

3RLVVRQ�GLVWULEXWLRQ�ZLWK�VRPH�IL[HG�PHDQ��,W�KDSSHQV�WKDW��UHJDUGOHVV�RI�WKH�PHDQ�RI�

WKH�3RLVVRQ�GLVWULEXWLRQ��WKH�DERYH�GLIIHUHQFH�LV�����

����&ODVVLI\LQJ�GH�QRYR�PXWDWLRQV�E\�IXQFWLRQ�DQG�ZLWK�UHVSHFW�WR�JHQHV��

6HH�6XSSOHPHQWDU\�7DEOHV���DQG����

����(IIHFWLYH�FRYHUDJH�RI�ZKROH�JHQRPH�VHTXHQFLQJ��

7KH�HIIHFWLYH�JHQRPH�FRYHUDJH�LV�EDVHG�RQ�WKH�VXP�RI�WKH�UHDG�GHSWK�RYHU�DOO�������

VHTXHQFHG�LQGLYLGXDOV��7KH�LQLWLDO�FRYHUDJH�LQFOXGHV�������ELOOLRQ�QRQ�&S*�EDVHV�DQG�

������PLOOLRQ�&S*�EDVHV��D�WRWDO�RI�������ELOOLRQ��7R�FDOFXODWH�HIIHFWLYH�FRYHUDJH��ZH�

DSSOLHG�RQH�ORZHU�ERXQG���L��ORFDO�FRYHUDJH�KDV�WR�EH�DERYH�����RI�DYHUDJH�JHQRPH�

FRYHUDJH��DQG�RQH�XSSHU�ERXQG���LL�� ORFDO�FRYHUDJH�LV�QR�PRUH�WKDQ���WLPHV�DYHUDJH�

JHQRPH� FRYHUDJH�� $IWHU� ILOWHULQJ� XVLQJ� �L�� DQG� �LL��� ������ ELOOLRQ� QRQ�&S*� EDVHV�

UHPDLQHG� DQG� ������PLOOLRQ�&S*� EDVHV� UHPDLQHG��1RWH� WKDW�ZKLOH� OHVV� WKDQ� ��� RI�

QRQ�&S*�EDVHV�ZHUH�ILOWHUHG�RXW��RYHU����RI�&S*�EDVHV�ZHUH�ILOWHUHG�RXW��7KLV�LV�LQ�

SDUW�GXH� WR� WKH�IDFW� WKDW�&S*�EDVHV�DUH� LQ� UHJLRQV�WKDW�DUH�*&�ULFK�� ORFDWLRQV�ZKHUH�

FXUUHQW�VHTXHQFLQJ�WHFKQRORJ\�WHQGV�WR�KDYH�ORZHU�FRYHUDJH��:DQJ�HW�DO���������1RWH�

WKDW� DFFRUGLQJ� WR� �.HLJKWOH\� HW� DO�� �������PXWDWLRQ� UDWH� HVWLPDWHV� VWDELOL]H� DW� � VLWHV�

ZLWK�D�UHDG�GHSWK�DERYH����7KHUHIRUH��VLQFH�RXU�DYHUDJH�VHTXHQFLQJ�GHSWK�LV�KLJK��ZH�

H[SHFW�RQO\�D�VPDOO�IUDFWLRQ�RI� WKH�JHQRPH�QHHGHG�WR�EH�UHPRYHG�ZKHQ�FRQVLGHULQJ�

WKH�FRYHUDJH��

&ULWHULD� �L�� DQG� �LL�� DUH� FKRVHQ� GR� GHDO�ZLWK� SUREOHPDWLF� UHJLRQV� IRU� WKH� VHTXHQFLQJ�

WHFKQRORJ\� ZH� DUH� HPSOR\LQJ�� 7KH� ERXQGDULHV� ZHUH� FKRVHQ� DIWHU� ORRNLQJ� DW� WKH�

TXDOLW\�RI�613�FDOOV� DW� GLIIHUHQW� UHDG�GHSWKV��9DULDQW� FDOOV� LQ� JHQRPLF� UHJLRQV�ZLWK�

ORZ� FRYHUDJH� FDQ� ERWK� LQIODWH� WKH� IDOVH� SRVLWLYH� UDWH� �.HLJKWOH\� HW� DO�� ������ DQG�

RYHUORRN�PXWDWLRQV���ZKLFK�LQFUHDVHV�WKH�IDOVH�QHJDWLYH�UDWH��([FHVVLYH�FRYHUDJH�FDQ�

FRUUHVSRQG� WR� UHJLRQV�ZLWK� ORZ� FRPSOH[LW\� �H�J��� LQ� WKH� YLFLQLW\� RI� WKH� FHQWURPHUHV�
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DQG� WHORPHUHV�� DQG� VHTXHQFH� UHSHDWV�� LPSRVLQJ� FKDOOHQJHV� IRU� UHDG� DOLJQPHQW� DQG�

LQFUHDVLQJ�WKH�FKDQFH�RI�FDOOLQJ�IDOVH�PXWDWLRQV��

����7KH�OLVW�RI�������GH�QRYR�PXWDWLRQV�

7KH�DWWDFKHG�H[FHO�ILOH�6XSSOHPHQWDU\�7DEOH���FRQWDLQV�LQIRUPDWLRQ�IRU�HDFK�RI�WKH�

������GH�QRYR�PXWDWLRQV�LQGLYLGXDOO\��7KH\�FRUUHVSRQG�WR�WKH�VXPPDU\�LQ�

6XSSOHPHQWDU\�7DEOH����7KH�SRVLWLRQV�DUH�EDVHG�RQ�+XPDQ�$VVHPEO\�%XLOG������

�

�

�

�

�

�

�

�

�

�

�

�

�

�

�

�
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5HIHUHQFHV�

6SLW]HU�� 5�/��� (QGLFRWW�� -�� 	� 5RELQV�� (�� 5HVHDUFK� GLDJQRVWLF� FULWHULD�� UDWLRQDOH� DQG�

UHOLDELOLW\��$UFK�*HQ�3V\FKLDWU\���������������������

6SLW]HU�� 5�/�� 	� (QGLFRWW� -�� 6FKHGXOH� IRU� $IIHFWLYH� 'LVRUGHUV� DQG� 6FKL]RSKUHQLD�

/LIHWLPH� YHUVLRQ� �6$'6�/�� � �UG� HGLWLRQ�� 1HZ� <RUN�� � 1HZ� <RUN� 6WDWH� 3V\FKLDWULF�

,QVWLWXWH���������

/RUG�� &��� 5XWWHU�� 0�� 	� /H� &RXWHXU�� $�� $XWLVP� 'LDJQRVWLF� ,QWHUYLHZ�5HYLVHG�� D�

UHYLVHG�YHUVLRQ�RI�D�GLDJQRVWLF� LQWHUYLHZ� IRU� FDUHJLYHUV�RI� LQGLYLGXDOV�ZLWK�SRVVLEOH�

SHUYDVLYH�GHYHORSPHQWDO�GLVRUGHUV��-�$XWLVP�'HY�'LVRUG���������������������

/L��+��	�'XUELQ��5�� )DVW� DQG� DFFXUDWH� VKRUW� UHDG� DOLJQPHQW�ZLWK�%XUURZV�:KHHOHU�

WUDQVIRUP��%LRLQIRUPDWLFV�����������������������

/L��+��HW�DO��7KH�6HTXHQFH�$OLJQPHQW�0DS�IRUPDW�DQG�6$0WRROV��%LRLQIRUPDWLFV�����

������������������

0F.HQQD�� $�� HW� DO�� 7KH� *HQRPH� $QDO\VLV� 7RRONLW�� D� 0DS5HGXFH� IUDPHZRUN� IRU�

DQDO\]LQJ�QH[W�JHQHUDWLRQ�'1$�VHTXHQFLQJ�GDWD��*HQRPH�5HV����������������������

:DQJ��:���:HL��=���/DP�7��:���DQG�:DQJH��-���1H[W�JHQHUDWLRQ�VHTXHQFLQJ�KDV�ORZHU�

VHTXHQFH�FRYHUDJH�DQG�SRRUHU�613�GHWHFWLRQ�FDSDELOLW\�LQ�WKH�UHJXODWRU\�UHJLRQV��

6FL�5HS���������������

.HLJKWOH\��3�'���7ULYHGL��8���7KRPVRQ��0���2OLYHU��)���.XPDU�6���DQG�%OD[WHU��0�/��

$QDO\VLV�RI�WKH�JHQRPH�VHTXHQFHV�RI�WKUHH�'URVRSKLOD�PHODQRJDVWHU�VSRQWDQHRXV�

PXWDWLRQ�DFFXPXODWLRQ�OLQHV��*HQRPH�5HV�����������������������

�

�

�
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6XSSOHPHQWDU\�7DEOH����%UHDNGRZQ�E\�JHQH�FRQWH[W�
�
�
'ĞŶĞ��ŽŶƚĞŶƚ�� �ŽƵŶƚ�ŽĨ�DƵƚĂƚŝŽŶƐ�
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Older dads linked to rise in mental illness

A genetic study has added to evidence that the increase in some mental disorders may be due to men having children
later in life.

An Icelandic company found the number of genetic mutations in children was directly related to the age of their father when they
were conceived.

One prominent researcher suggested young men should consider freezing their sperm if they wanted to have a family in later life.

The research is published in Nature.

According to Dr Kari Stefansson, of Decode Genetics, who led the research, the results show it is the age of men, rather than
women, that is likely to have an effect on the health of the child.

"Society has been very focussed on the age of the mother. But apart from [Down's Syndrome] it seems that disorders such as
schizophrenia and autism are influenced by the age of the father and not the mother".

Male driven

Dr Stefansson's team sequenced the DNA of 78 parents and their children.

This revealed a direct correlation between the number of mutations or slight alterations to the DNA, of the child and the age of their
father.

The results indicate that a father aged 20 passes, on average, approximately 25 mutations, while a 40-year-old father passes on
about 65. The study suggests that for every year a man delays fatherhood, they risk passing two more mutations on to their child.

What this means in terms of the impact on the health of the child is unclear. But it does back studies that also show fathers are
responsible for mutations and that these mutations increase with age.

By Pallab Ghosh
Science correspondent, BBC News

http://www.bbc.co.uk/news/
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And, for the first time, these results have been quantified and they show that 97% of all mutations passed on to children are from
older fathers.

"No other factor is involved which for those of us working in the field is very surprising," said Dr Stefansson.

He added that the work backed other studies that have found links between older fathers and some mental disorders.

"The average age of fathers has been steeply rising [in industrialised countries] since 1970. Over the same period there has been
an increase in autism and it is very likely that part of that rise is accounted for by the increasing age of the father," he said.

The findings should not alarm older fathers. The occurrence of many of these disorders in the population is very low and so the
possible doubling in risk by having a child later in life will still be a very low risk.

Nearly all children born to older fathers will be healthy. But across the population the number of children born with disorders is likely
to increase if this theory holds true.

Older fathers and therefore genetic mutations have been linked with neurological conditions because the brain depends on more
genes for its development and regulation.

So mutations in genes are more likely to show up as problems in the brain than in any other organ. But it is unclear whether the age
of fathers has an effect on any other organ or system. The research has not yet been done.

The reason that men rather than women drive the mutation rate is that women are born with all their eggs whereas men produce
new sperm throughout their adult life. It is during sperm production that genetic errors creep in, especially as men get older.

Writing a commentary in the Journal Nature, Prof Alexey Kondrashov, of Michigan University, said young men might wish to
consider freezing their sperm if future studies showed there were other negative effects on a child's health.

"Collecting the sperm of young adult men and cold storing it for later use could be a wise individual decision. It might also be a
valuable for public health, as such action could reduce the deterioration of the gene pool of human populations," he said.

Dr Stefansson, however, told BBC News that from a long-term perspective the decision by some men to have children later in life
might well be speeding up the evolution of our species.

"The high rate of mutations is dangerous for the next generation but is generating diversity from which nature can select and further
refine this product we call man," he said.

"So what is bad for the next generation may be good for our species in general."

Follow Pallab on Twitter
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Fathers bequeath more mutations as they age
Genome study may explain links between paternal age and conditions such as autism. 

22 August 2012

In the 1930s, the pioneering geneticist J. B. S. Haldane noticed
a peculiar inheritance pattern in families with long histories of
haemophilia. The faulty mutation responsible for the blood-
clotting disorder tended to arise on the X chromosomes that
fathers passed to their daughters, rather than on those that
mothers passed down. Haldane subsequently proposed1 that
children inherit more mutations from their fathers than their
mothers, although he acknowledged that “it is difficult to see
how this could be proved or disproved for many years to come”.

That year has finally arrived: whole-genome sequencing of
dozens of Icelandic families has at last provided the evidence
that eluded Haldane. More ​over, a study published in Nature
findsthat the age at which a father sires children determines
how many mutations those offspring inherit2. By starting
families in their thirties, forties and beyond, men could be
increasing the chances that their children will develop autism,
schizophrenia and other diseases often linked to new
mutations. “The older we are as fathers, the more likely we will
pass on our mutations,” says lead author Kári Stefánsson, chief
executive of deCODE Genetics in Reykjavik. “The more
mutations we pass on, the more likely that one of them is going
to be deleterious.”

Haldane, working years before the structure of DNA was determined, was also correct about why fathers pass on
more mutations. Sperm is continually being generated by dividing precursor cells, which acquire new mutations
with each division. By contrast, women are born with their lifelong complement of egg cells.

Older fathers’ sperm have more mutations — as
do their children.

V. PEÑAFIEL/FLICKR/GETTY
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Stefánsson, whose company maintains genetic information on most Icelanders, compared the whole-genome
sequences of 78 trios of a mother, father and child. The team
searched for mutations in the child that were not present in either
parent and that must therefore have arisen spontaneously in the egg,
sperm or embryo. The paper reports the largest such study of nuclear
families so far.

Fathers passed on nearly four times as many new mutations as
mothers: on average, 55 versus 14. The father’s age also accounted

for nearly all of the variation in the number of new mutations in a child’s genome, with the number of new
mutations being passed on rising exponentially with paternal age. A 36-year-old will pass on twice as many
mutations to his child as a man of 20, and a 70-year-old eight times as many, Stefánsson’s team estimates.

The researchers estimate that an Icelandic child born in 2011 will harbour 70 new mutations, compared with 60 for
a child born in 1980; the average age of fatherhood rose from 28 to 33 over that time.

Most such mutations are harmless, but Stefánsson’s team identified some that
studies have linked to conditions such as autism and schizophrenia. The study
does not prove that older fathers are more likely than younger ones to pass on
disease-associated or other deleterious genes, but that is the strong implication,
Stefánsson and other geneticists say.

Previous studies have shown that a child’s risk of being diagnosed with autism
increases with the father’s age. And a trio of papers3–5 published this year
identified dozens of new mutations implicated in autism and found that the
mutations were four times more likely to originate on the father’s side than the
mother’s.

The results might help to explain the apparent rise in autism spectrum disorder: this year, the US Centers for
Disease Control and Prevention in Atlanta, Georgia, reported that one in every 88 American children has now
been diagnosed with autism spectrum disorder, a 78% increase since 2007. Better and more inclusive autism
diagnoses explain some of this increase, but new mutations are probably also a factor, says Daniel Geschwind, a
neuro ​biologist at the University of California, Los Angeles. “I think we will find, in places where there are really old
dads, higher prevalence of autism.”

However, Mark Daly, a geneticist at Massachusetts General Hospital in Boston who studies autism, says that
increasing paternal age is unlikely to account for all of the rise in autism prevalence. He notes that autism is highly
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heritable, but that most cases are not caused by a single new mutation — so there must be predisposing factors
that are inherited from parents but are distinct from the new mutations occurring in sperm.

Historical evidence suggests that older fathers are unlikely to augur a genetic meltdown. Throughout the
seventeenth and eighteenth centuries, Icelandic men fathered children at much higher ages than they do today,
averaging between 34 and 38. More ​over, genetic mutations are the basis for natural selection, Stefánsson points
out. “You could argue what is bad for the next generation is good for the future of our species,” he says.

Nature  488,  439  (23 August 2012)  doi:10.1038/488439a

See News & Views, page 467 and Article, page 471
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Comments

If a disease can be linked to gene mutation in sperm it needs to take place exactly
at the same spot where gene defect for that disease is located. Even if a point mutation is responsible for
a disease to emerge so the chance for that is 1 in 3 billion and increasing the likelihood 8 folds it will be 1
in 375 million, not a big difference, so for autism most likely it is a combination of hereditary and
environmental factors and both parents seems to contribute equally.
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