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The genome sequence of Atlantic cod reveals a
unique immune system
Bastiaan Star1, Alexander J. Nederbragt1, Sissel Jentoft1, Unni Grimholt1, Martin Malmstrøm1, Tone F. Gregers2, Trine B. Rounge1,
Jonas Paulsen1,3, Monica H. Solbakken1, Animesh Sharma4, Ola F. Wetten5,6, Anders Lanzén7,8, Roger Winer9, James Knight9,
Jan-Hinnerk Vogel10, Bronwen Aken10, Øivind Andersen11, Karin Lagesen1, Ave Tooming-Klunderud1, Rolf B. Edvardsen12,
Kirubakaran G. Tina1,13, Mari Espelund1, Chirag Nepal4,8, Christopher Previti8, Bård Ove Karlsen14, Truls Moum14, Morten Skage1,
Paul R. Berg1, Tor Gjøen15, Heiner Kuhl16, Jim Thorsen17, Ketil Malde12, Richard Reinhardt16, Lei Du9, Steinar D. Johansen14,18,
Steve Searle10, Sigbjørn Lien13, Frank Nilsen19, Inge Jonassen4,8, Stig W. Omholt1,13, Nils Chr. Stenseth1 & Kjetill S. Jakobsen1

Atlantic cod (Gadusmorhua) is a large, cold-adapted teleost that sus-
tains long-standing commercial fisheries and incipient aquaculture1,2.
Here we present the genome sequence of Atlantic cod, showing
evidence for complex thermal adaptations in its haemoglobin gene
cluster and an unusual immune architecture compared to other
sequenced vertebrates. The genome assembly was obtained exclu-
sively by 454 sequencing of shotgun and paired-end libraries, and
automated annotation identified 22,154 genes. The major histo-
compatibility complex (MHC) II is a conserved feature of the
adaptive immune system of jawed vertebrates3,4, but we show that
Atlantic codhas lost the genes forMHC II,CD4and invariant chain
(Ii) that are essential for the function of this pathway. Nevertheless,
Atlantic cod is not exceptionally susceptible to disease under
natural conditions5. We find a highly expanded number of
MHC I genes and a unique composition of its Toll-like receptor
(TLR) families. This indicates how theAtlantic cod immune system
has evolved compensatorymechanisms in both adaptive and innate
immunity in the absence of MHC II. These observations affect
fundamental assumptions about the evolution of the adaptive
immune system and its components in vertebrates.
We sequenced the genome of a heterozygous male Atlantic cod

(NEAC_001, Supplementary Notes 1 and 2), applying a whole-
genome shotgun approach to 403 coverage (estimated genome size
of 830megabases (Mb), Supplementary Note 4 and Supplementary
Fig. 2) using 454 technology (Supplementary Note 3). Two programs
(Newbler6 and Celera7, Supplementary Notes 5 and 6) produced
assemblies with short contigs, yet with scaffolds of comparable size to
those of Sanger-sequenced teleost genomes (SupplementaryNote 10 and
Supplementary Fig. 8). Although fragmentation due to short tandem
repeats is difficult to address (Supplementary Note 7), we resolved
numerous gaps attributable to heterozygosity (Supplementary Note 8).
The assemblies differ in scaffold and contig length (Table 1), although
their scaffolds align to a large extent (Supplementary Note 9 and Sup-
plementary Fig. 7). We obtained about one million single nucleotide
polymorphisms (SNPs) by mapping 454 and Illumina reads from the
sequenced individual to theNewbler assembly (SupplementaryNote 11).
Both assemblies cover more than 98% of the reads from an extensive
transcriptome data set, indicating that the proteome is well represented
(Supplementary Note 13). The assemblies are consistent with four

independently assembled bacterial artificial chromosome (BAC) insert
clones (Supplementary Note 14 and Supplementary Fig. 9), and with
the expected insert size of paired BAC-end reads (SupplementaryNote
15 and Supplementary Fig. 10).
A standard annotation approach based on protein evidence was

complemented by a whole-genome alignment of the Atlantic cod with
the stickleback (Gasterosteus aculeatus), after repeat-masking 25.4% of
the Newbler assembly (Supplementary Note 16 and Supplementary
Table 6). In this way, 17,920 out of 20,787 protein-coding stickleback
genesweremappedonto reorganized scaffolds (SupplementaryNote 17).
Additional protein-coding genes, pseudogenes and non-coding RNAs
were annotated using the standardEnsembl pipeline. These approaches
resulted in a final gene set of 22,154 genes (Supplementary Table 7).
Comparative analysis of gene ontology classes indicates that the major
functional pathways are represented in the annotated gene set
(Supplementary Note 18 and Supplementary Fig. 11). We anchored
332Mb of the Newbler assembly to 23 linkage groups of an existing
Atlantic cod linkagemap using 924 SNPs8 (SupplementaryNote 19 and
Supplementary Table 8). These linkage groups have distinct orthology
to chromosomes of other teleosts, on the basis of the number of co-
occurring genes, showing that the whole-genome shotgun assembly
reflects the expected chromosomal ancestry (Fig. 1, Supplementary
Note 20 and Supplementary Table 9).
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N-5817 Bergen, Norway. 13Department of Animal and Aquacultural Sciences, CIGENE, Centre for Integrative Genetics, Norwegian University of Life Sciences, PO Box 5003, 1432 Ås, Norway. 14Faculty of
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Table 1 | Assembly statistics
Number Bases (Mb) N50L (bp)* N50 (n){ ML (bp){

Newbler

Contigs1 284,239 536 2,778 50,237 76,504
Scaffolds 6,467 611 687,709 218 4,999,318
Entire assemblyI 157,887 753 459,495 344 4,999,318

Celera

Contigs1 135,024 555 7,128 19,938 117,463
Scaffolds 3,832 608 488,312 373 2,810,583
Entire assemblyI 17,039 629 469,840 395 2,810,583

*Minimum sequence length in which half of the assembled bases occur.
{Number of sequences with lengths of N50L or longer.
{Maximum length.
1Contigs longer than 500bp.
IScaffolds and unplaced contigs.
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Cod:	  phase	  2	  

Illumina	  sequencing	  
Paired	  end 	  >200x	  
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New	  data	  

PacBio	  sequencing	  
~16x	  coverage	  

C2,	  C2XL	  and	  XLXL	  data	  
3.6	  Kbp	  average	  read	  length	  

454	  sequencing	  
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Exploring	  the	  genome	  

Short	  tandem	  
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To	  sequence	  a	  genome	  

www.genome.gov/sequencingcostsdata	  [accessed	  May	  2016]	  
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