RESEARCH ARTICLE

Estimating the Respective Contributions of
Human and Viral Genetic Variation to HIV
Control
István Bartha1,2, Paul J. McLaren3,4, Chanson Brumme5, Richard Harrigan5,
Amalio Telenti6, Jacques Fellay1,2*

a1111111111
a1111111111
a1111111111
a1111111111
a1111111111
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We evaluated the fraction of variation in HIV-1 set point viral load attributable to viral or
human genetic factors by using joint host/pathogen genetic data from 541 HIV infected individuals. We show that viral genetic diversity explains 29% of the variation in viral load while
host factors explain 8.4%. Using a joint model including both host and viral effects, we estimate a total of 30% heritability, indicating that most of the host effects are reflected in viral
sequence variation.
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Author Summary
Viral loads of Human Immunodeficiency Virus infections are correlated between the
donor and the recipient of the transmission pair. Similarly, human genetic factors may
modulate viral load. In this study we estimate the extents to which viral load is heritable
either via the viral genotype (from donor to recipient) or via the host’s Human Leukocyte
Antigen (HLA) genotype. We find that a major fraction of inter individual variability is
explained by the similarity of the viral genotypes, and that human genetic variation in the
HLA region provide little additional explanatory power.

Introduction
There are differences in the rate of disease progression among individuals infected with HIV. An
easy to measure and reliable correlate of disease progression is the mean log viral load (HIV RNA
copies per ml of plasma). The viral load measured during the chronic phase of infection (referred
to as setpoint viral load, spVL) exhibits large variation in a population. Several studies have been
carried out to elucidate whether this variation is primarily driven by host genetics [1–4], viral
genetics [5–9], or environmental effects [7]. Genome-wide association studies consistently show
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that amino acid polymorphisms in the peptide binding groove of the HLA-A and HLA–B proteins are associated with the viral load of an individual. Furthermore, variants in the HLA-C and
CCR5 genes have also been shown to impact spVL. However, those host factors explain less than
15% of the observed phenotypic variance [4]. In contrast, viral genetic studies and studies of
donor-recipient transmission pairs established that 33% of the phenotypic variance is attributable
to the transmitted virus itself [5, 10–13].
HIV is an extremely variable and adaptive organism with a rapid replication time, and high
rates of mutation. Within-host evolution of the viral population occurs during the chronic
phase of infection in which the pathogen adapts to its host environment. Several studies showed
that a major proportion of the viral sequence is under selective pressure in the host environment, and several viral amino acid changes are associated with host genetic variants in the
Human Leukocyte Antigen (HLA) genes [14, 15].
Viral strains harbor epitope sequences that can be presented by HLA class I proteins of the
infected host, which allows the detection and killing of infected cells. The viral population
evades detection through escape mutations that modify the epitope sequence but may incur a
fitness cost. Compensatory mutations may follow until the viral population reaches its optimal
place in a sequence space constrained by the host immune system [16].
There are two main different approaches to viral heritability estimation in the literature.
The first one is based on the regression of phenotypic values in donor-recipient transmission
pairs, while the other quantifies the difference between the observed phenotypic variancecovariance structure and the phylogenetic variance-covariance structure. Because our study
population did not include donor-recipient data, we used the latter strategy. In particular we
used linear mixed models (LMMs) to explain inter-patient differences in spVL while taking
into account host and viral genetic relatedness. LMMs use the pairwise relatedness of individuals with respect to a large set of features (rather than the individual data points) to estimate the
fraction of phenotypic variance attributable to those features. Such models have been successfully applied to estimate narrow-sense heritability from genome-wide genotype data [17]. Concurrently, LMMs were proposed to incorporate phylogenetic relatedness between samples in
comparative analyses [18], a technique that was further developed to estimate the viral genetic
contribution to spVL [6, 8].

Results
To estimate the respective contribution of host and viral genetics to the variation in spontaneous HIV control, we collected paired viral/host genotypes along with spVL measurements
from 541 chronically infected individuals enrolled in two prospective cohort studies in Switzerland and in Canada. We estimated the respective contributions of host and viral genetics to
spVL by defining two relatedness measures, one with respect to the host genotypes, the other
with respect to the viral genotypes, and used these jointly in a linear mixed model.
On the host side, we focused on amino acid variations in the HLA-A, B and C genes due to
their established associations with HIV control [1]. In particular, we used 33 amino acid polymorphisms selected by L1 regularized regression [19] to represent the genetic relatedness of
the host (S1 Table). Principal component analysis based on host genome-wide genotype data
confirmed the lack of major population stratification in the host sample.
We built three LMMs, one containing human variants, one derived from phylogenetic trees,
and one including both host and virus information (Fig 1). The genetic relatedness matrix created
from 33 amino acid polymorphisms of the human class I HLA genes explained 8.4% (SD = 4%)
of the observed variance in spVL. In contrast, 28.8% (SD = 11%) of phenotypic variation was
attributable to the viral phylogenetic tree. Combining the two relatedness matrices in one model
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Fig 1. Illustration of fractions of explained variances by models taking human HLA, viral sequence similarities, or both into
account.
doi:10.1371/journal.pcbi.1005339.g001

yielded a total variance explained of 29.9% (SD = 12%), less than the sum of the latter two models.
Thus, we show that HLA polymorphisms do not explain additional phenotypic variance beyond
viral sequence variation.
We next assessed the contribution of viral variants most likely to have an impact on spVL.
These included amino acids in known CTL epitopes [20] and those positions whose variation
is associated with host polymorphisms [14] (82%, 60% and 84% of gag, pol, nef codons respectively, S2 Table). We used phylogenetic trees built from those codons to show that viral variation in epitopes or other HLA-associated positions explain 23.6% (SD = 11%) of phenotypic
variance. However, this explained fraction might be overestimated due to linkage disequilibrium on the viral haplotype. We therefore repeated the analysis after randomly picking 70% of
variable viral positions, and obtained very similar results. We thus cannot conclude that viral
variants in known epitopes contribute disproportionately to variance in spVL. Additional evidence for the existence of substantial linkage disequilibrium on the viral haplotype comes from
the analysis of the smaller, complementary set of variable viral positions (located in non-epitope
regions), which explained 18.5% (SD = 10%) of the phenotypic variance. This leads to lower
bounds of 11.4% and 6.3% of variance in spVL explained by variation in epitope and non-epitope regions, respectively, leaving 12.2% of variance unresolved due to linkage disequilibrium.

Discussion
By jointly analyzing host and viral genetic relatedness, we here provide estimates of the total
and respective contributions of human and viral genetic variation to HIV control. Our results
do not challenge the current consensus estimates of the host or viral contributions to spVL.
Nevertheless, our combined analysis demonstrates that human HLA polymorphisms do not
explain additional variance in spVL once viral genetic diversity is taken into account.
The difference between the variance explained by viral phylogeny and the variance explained
by HLA polymorphisms may be attributed to two effects. First, selected viral variants might provide a better surrogate of the impact of the host genotype than the imputed host amino acid variants we used. Rare host genetic factors outside of the major histocompatibility complex region
(e.g. the CCR5 deletion), as well as environmental interactions may influence viral fitness, and
these effects are not accounted for in our estimate of host heritability. Thus some host effects
might be missed from the host partition, while their footprint in the virus is still detected in the
viral partition. Second, the difference could partly be due to the effect of viral variation independent of the current host, including transmitted escape mutations, i.e. viral sequence variation
carried over from the previous host, rather than induced by the current host. Indeed, a recent
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study showed that spVL is dependent on the degree of pre-adaptation of the viral strain to the
HLA class I genotype of the current host [21]. In particular, an increase in the frequency of preexisting escape mutations, at the population level, led to higher viral heritability estimates. This
indicates that both host and viral estimates of heritability depend on the amount of pre-adaptation in the sample population, which varies based on the level of HLA diversity. It has also been
shown that reversion of some fitness reducing escape variants is very slow, potentially allowing
for a transitory but measurable effect on viral load at the population level [15, 22].
A limitation of our study is the fact that study participants were collected from two cohorts.
To reduce batch effect, we included a cohort-specific variable in all our models. Still, differences in inclusion criteria, health system, geographical exposure and other factors are very
likely to increase environmental variance, thus negatively impacting our heritability estimates.
Another potential shortcoming is our implicit assumption of the absence of selection on
spVL, which might be incorrect, as suggested by recent studies [23, 24], and might thus lead to
over- or under-estimation of heritability due to model misspecification. Still, because our estimates are comparable to results obtained in donor-recipient transmission studies and in hostgenetic studies, we conclude that they are useful for the purpose of delineating the respective
amounts of host and viral contributions to phenotypic variation of HIV spVL.
In conclusion, our results suggest that host genetic association studies not taking the virus
into account underestimate the population level effect of host genetic variation. Combining
host and pathogen data provides additional insight into the genetic determinants of the clinical
outcome of HIV infection, which can serve as a model for other chronic infectious diseases.

Materials and Methods
Ethics statement
All participants were HIV-1-infected adults, and written informed consent for genetic testing
was obtained from all individuals as part of the original study in which they were enrolled. Ethical approval was obtained from institutional review boards for each of the respective contributing centers.

Data collection
Bulk sequences of the HIV-1 gag, pol and nef genes, human genome-wide genotyping data and
viral load measurements were obtained for 541 individuals of Western European ancestry
infected with HIV-1 Subtype B, and followed in the Swiss HIV Cohort Study (SHCS, www.
shcs.ch) or in the HAART Observational Medical Evaluation and Research study in Canada
(HOMER, www.cfenet.ubc.ca/our-work/initiatives/homer) [14].
Viral sequences data were generated from samples collected two to five years after infection
(for SHCS) or during chronic infection (for HOMER) but prior to the initiation of antiretroviral therapy. Thus, the viral genotypes reflect the result of natural adaptation of the pathogen to
the host environment. The viral sequences for 1262, 2187 and 548 nucleotides of the gag, pol
and nef genes were available for at least 80% of samples studied. The analysis was limited to
these three genes because sequences of the rest of the retroviral genome were not available for
the majority of study samples. Overlapping viral genomic regions were excluded from gag, to
avoid duplicated sequences in the analysis.
Human DNA samples were genotyped in the context of previous genome-wide association
studies. High-resolution HLA class I typing (4 digits; HLA-A, HLA-B, and HLA-C) was imputed
from the genome-wide genotyping data as described previously [14].
Set point viral load (spVL) was defined as the average of the log10-transformed numbers of
HIV-1 RNA copies per ml of plasma obtained in the absence of antiretroviral therapy, excluding
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VL measured in the first 6 months after seroconversion and during periods of advanced immunosuppression (i.e., with <100 CD4+ T cells per ul of blood). The distributions of spVL in the
two cohorts are shown in S1 Fig.

Viral genetic relatedness
The pairwise genetic relatedness of the dominant viral strains observed in the samples was
calculated from phylogenetic trees similarly to [6]. Nucleotide sequences were translated to amino
acid sequences, which were in turn aligned with MUSCLE [25] and used to derive the correct
codon-aware nucleotide alignment. The phylogenetic tree was built from the aligned nucleotide
sequences using RAxML [26] with the following command line: “raxml -w {PATH} -s {PATH} -m
GTRCAT -f a -N 30 -k -n {NAME} -T {NUMBER} -x 1234 -p 1234”. Individual sequences were
then rooted to the HIV-1 group M ancestral sequence, downloaded from the Los Alamos sequence
database. Using an HIV-1 subtype C sequence as outgroup led to similar results. The whole tree
was scaled with the inverse of the median height of the branches. We followed the method of Hodcroft et al, to create a relatedness matrix from a phylogenetic tree [6]. The genetic relatedness of
two samples in a given phylogenetic tree is the amount of shared ancestry, i.e. the distance from
the root of the tree (excluding the outgroup) to their most recent common ancestor [27].

Host genetic relatedness
We selected 33 amino acid variants with L1-regularized regression (LASSO) out of all polymorphisms in the HLA-A, B and C genes and used them to generate a genetic relatedness
matrix as described in [17]. Our relatively small sample size made it necessary to use a small
subset of selected markers rather than genome-wide variant information to create the genetic
relatedness matrix. Doing otherwise would have resulted in very large errors of the estimates.

Heritability estimations
To estimate heritability, we used the gcta software as a generic implementation of the linear
mixed model [17]. In such a framework, a multivariate Gaussian distribution models HIV
viral load with a variance-covariance matrix consisting of the linear combination of the sample-sample genetic relatedness matrices (one for the host and one for the virus) and the identity matrix (representing sample-specific noise). The total heritability estimate is the fraction
of variance explained by the genetic relatedness matrices over the total variance. All models
included a binary variable indicating cohort as a fixed effect. Variance components were estimated by restricted maximum likelihood.

Supporting Information
S1 Fig. Distribution of HIV setpoint viral load values in the Swiss (SHCS) and Canadian
(HOMER) cohorts.
(PNG)
S1 Table. List of human amino acid variants in HLA-I genes selected by L1 regularized
regression and used throughout the paper.
(XLSX)
S2 Table. List of MHC-associated HIV amino acid positions based on epitope maps (20)
and previous association studies (14).
(TXT)

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1005339 February 9, 2017

5/7

Host and Viral Genomic Contribution to HIV Control

Author Contributions
Conceptualization: IB AT JF.
Formal analysis: IB PJM CB.
Resources: RH JF.
Software: IB CB.
Writing – original draft: IB JF.
Writing – review & editing: PJM CB RH AT.

References
1.

Fellay J, Ge D, Shianna KV, Colombo S, Ledergerber B, Cirulli ET et al. Common genetic variation and
the control of HIV-1 in humans. PLoS Genet. 2009; 5(12):e1000791. doi: 10.1371/journal.pgen.
1000791 PMID: 20041166

2.

International HIV Controllers Study. The major genetic determinants of HIV-1 control affect HLA class I
peptide presentation. Science. 2010; 330(6010):1551–7. doi: 10.1126/science.1195271 PMID:
21051598

3.

McLaren PJ, Fellay J. Human genetic variation in HIV disease: beyond genome-wide association studies. Curr Opin HIV AIDS. 2015; 10(2):110–5. doi: 10.1097/COH.0000000000000133 PMID: 25522017

4.

McLaren PJ, Coulonges C, Bartha I, Lenz TL, Deutsch AJ, Bashirova A, et al. Polymorphisms of large
effect explain the majority of the host genetic contribution to variation of HIV-1 virus load. Proc Natl
Acad Sci U S A. 2015 Nov; 112(47):14658–63. doi: 10.1073/pnas.1514867112 PMID: 26553974

5.

Fraser C, Lythgoe K, Leventhal GE, Shirreff G, Hollingsworth TD, Alizon S, et al. Virulence and Pathogenesis of HIV-1 Infection: An Evolutionary Perspective. Science. 2014; 343(6177):1243727. doi: 10.
1126/science.1243727 PMID: 24653038

6.

Hodcroft E, Hadfield JD, Fearnhill E, Phillips A, Dunn D, O’Shea S, et al. The contribution of viral genotype to plasma viral set-point in HIV infection. PLoS Pathog. 2014; 10(5):e1004112. doi: 10.1371/
journal.ppat.1004112 PMID: 24789308

7.

Mackelprang RD, Carrington M, Thomas KK, Hughes JP, Baeten JM, Wald A, et al. Host Genetic and
Viral Determinants of HIV-1 RNA Set Point among HIV-1 Seroconverters from Sub-Saharan Africa. J
Virol. 2015; 89(4):2104–11. doi: 10.1128/JVI.01573-14 PMID: 25473042

8.

Alizon S, von Wyl V, Stadler T, Kouyos RD, Yerly S, Hirschel B, et al. Phylogenetic approach reveals
that virus genotype largely determines HIV set-point viral load. PLoS Pathog. 2010; 6(9):e1001123. doi:
10.1371/journal.ppat.1001123 PMID: 20941398

9.

Müller V, Fraser C, Herbeck JT. A strong case for viral genetic factors in HIV virulence. Viruses. 2011; 3
(3):204–16. doi: 10.3390/v3030204 PMID: 21994727

10.

Hollingsworth TD, Laeyendecker O, Shirreff G, Donnelly CA, Serwadda D, Wawer MJ, et al. HIV-1
transmitting couples have similar viral load set-points in rakai, Uganda. PLoS Pathog. 2010; 6(5):1–9.

11.

Lingappa JR, Thomas KK, Hughes JP, Baeten JM, Wald A, Farquhar C, et al. Partner Characteristics
Predicting HIV-1 Set Point in Sexually Acquired HIV-1 Among African Seroconverters. AIDS Res Hum
Retroviruses. 2013; 29(1):164–71. doi: 10.1089/aid.2012.0206 PMID: 23061422

12.

Yue L, Prentice HA, Farmer P, Song W, He D, Lakhi S, et al. Cumulative impact of host and viral factors
on HIV-1 viral-load control during early infection. J Virol. 2013; 87(2):708–15. doi: 10.1128/JVI.0211812 PMID: 23115285

13.

Shirreff G, Alizon S, Cori A, Günthard HF, Laeyendecker O, van Sighem A, et al. How effectively can
HIV phylogenies be used to measure heritability? Evol Med public Heal. 2013(1):209–24.

14.

Bartha I, Carlson JM, Brumme CJ, McLaren PJ, Brumme ZL, John M, et al. A genome-to-genome analysis of associations between human genetic variation, HIV-1 sequence diversity, and viral control. Elife.
2013; 2:e01123. doi: 10.7554/eLife.01123 PMID: 24171102

15.

Kawashima Y, Pfafferott K, Frater J, Matthews P, Payne R, Addo M, et al. Adaptation of HIV-1 to
human leukocyte antigen class I. Nature. 2009; 458(7238):641–5. doi: 10.1038/nature07746 PMID:
19242411

16.

Schneidewind A, Brockman M a, Sidney J, Wang YE, Chen H, Suscovich TJ, et al. Structural and functional constraints limit options for cytotoxic T-lymphocyte escape in the immunodominant HLA-B27-

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1005339 February 9, 2017

6/7

Host and Viral Genomic Contribution to HIV Control

restricted epitope in human immunodeficiency virus type 1 capsid. J Virol. 2008; 82(11):5594–605. doi:
10.1128/JVI.02356-07 PMID: 18385228
17.

Yang J, Lee SH, Goddard ME, Visscher PM. GCTA: a tool for genome-wide complex trait analysis. Am
J Hum Genet. 2011; 88(1):76–82. doi: 10.1016/j.ajhg.2010.11.011 PMID: 21167468

18.

Housworth E a Martins EP, Lynch M. The phylogenetic mixed model. Am Nat. 2004; 163(1):84–96. doi:
10.1086/380570 PMID: 14767838

19.

Tibshirani R. Regression shrinkage and selection via the lasso. J R Stat Soc Ser B. 1996;267–88.

20.

Yusim K, Korber BTM, Brander C, Haynes BF, Koup R, Moore JP, et al. HIV molecular immunology
2009 Los Alamos, NM Los Alamos Natl Lab Theor Biol Biophys. 2009;3–24.

21.

Carlson JM, Du VY, Pfeifer N, Bansal A, Tan VYF, Power K, et al. Impact of pre-adapted HIV transmission. Nat Med. 2016; 22(6):606–13. doi: 10.1038/nm.4100 PMID: 27183217

22.

van Dorp CH, van Boven M, de Boer RJ. Immuno-epidemiological modeling of HIV-1 predicts high heritability of the set-point virus load, while selection for CTL escape dominates virulence evolution. PLoS
Comput Biol. 2014; 10(12):e1003899. doi: 10.1371/journal.pcbi.1003899 PMID: 25522184

23.

Leventhal GE, Bonhoeffer S. Potential Pitfalls in Estimating Viral Load Heritability. Trends Microbiol.
2016; 24(9):687–98. doi: 10.1016/j.tim.2016.04.008 PMID: 27185643

24.

Stadler T, Mitov V. The Heritability of Pathogen Traits—Definitions and Estimators. BioRxiv. 2016;1–
46.

25.

Edgar RC. MUSCLE: multiple sequence alignment with high accuracy and high throughput. Nucleic
Acids Res. 2004; 32(5):1792–7. doi: 10.1093/nar/gkh340 PMID: 15034147

26.

Stamatakis A. RAxML version 8: A tool for phylogenetic analysis and post-analysis of large phylogenies.
Bioinformatics. 2014; 30(9):1312–3. doi: 10.1093/bioinformatics/btu033 PMID: 24451623

27.

Felsenstein J. Phylogenies and the Comparative Method Joseph Felsenstein. Genetics. 2007; 125
(1):1–15.

PLOS Computational Biology | DOI:10.1371/journal.pcbi.1005339 February 9, 2017

7/7

