The abovementioned manuscript analyses so-called clustered regularly interspaced short palindrome repeats (CRISPR) and genes encoding for CRISPR associated proteins (Cas). The CRISP/Car system is found in most archae and ~40% of bacteria and is believed to play a role in the defence system against extrachromosomal DNA.

It has been shown previously that the CRISPR/Cas system has spread through the prokaryotes by horizontal gene transfer (HGT). The authors of the manuscript in hand used various computational approached to analyse the sequences of CRIPSR and Cas genes in 38 completely sequenced archaeal genomes and conclude that the HGT of CRISPRs and Cas genes occurred very early in evolution. This conclusion is supported by similar GC content, similar codon usage, amino acid usage and phylogenetic analysis, indicating a long-term adaptation towards the host genomes.

These findings are conclusive and shed some novel insight into the evolution of the CRISPR/Cas system and prokaryotes in general. I therefore support the publication of this article in OJB.

Some minor corrections to be considered:

The manuscript should be thoroughly checked for grammatical flaws. Some examples:

p3: The groups of interspersed repeats are very frequent in archaea and are present in many of the bacteria.  -> ... in about 40% of bacteria.

p3: Considering the discrepancy in nomenclature, Mojica and Jansen groups have recognized this class of repeats as one family and suggested the nomenclature CRISPR (Clustered regularly interspaced short palindrome repeats) for this family of short direct interspaced repeat (Jansen et al.,2002a). -> 'Mojica and Jansen groups'  is unclear: first authors usually are no group leaders and only Jansen is quoted.

p4: Presently, there is an increasing interest in CRISPR structure, their biological role, mechanistic in its information and evolution. -> this sentence is incomplete

p4: ... the presence of Cas genes in different phylogenetically distant species lead the recent workers to propose... -> please specify 'the recent workers'

p9: Usually, the GC% of the CRISPR (repeats + spacers) are comparatively lower than that of the whole genome. But in the cases [...] the GC% of CRISPR is a bit higher [...]. However, considering all archaeal CRISPR, it was found that the GC% of CRISPR is significantly correlated with that of the corresponding genome  -> This sounds inconsistent. Maybe rephrase!

p13: The parametric statistical tests (paired t and the F test) further confirmed that the GC% of the Cas and the whole genome did not have statistically significant difference. -> please change into Cas genes

p13: Codon usage, amino acid usage of the Cas: -> please change into Cas genes

reply and corrections to above

The abovementioned manuscript analyses so-called clustered regularly interspaced short palindrome repeats (CRISPR) and genes encoding for CRISPR associated proteins (Cas). The CRISP/Car system is found in most archae and ~40% of bacteria and is believed to play a role in the defence system against extrachromosomal DNA. 
 It has been shown previously that the CRISPR/Cas system has spread through the prokaryotes by horizontal gene transfer (HGT). The authors of the manuscript in hand used various computational approached to analyse the sequences of CRIPSR and Cas genes in 38 completely sequenced archaeal genomes and conclude that the HGT of CRISPRs and Cas genes occurred very early in evolution. This conclusion is supported by similar GC content, similar codon usage, amino acid usage and phylogenetic analysis, indicating a long-term adaptation towards the host genomes. 
 These findings are conclusive and shed some novel insight into the evolution of the CRISPR/Cas system and prokaryotes in general. I therefore support the publication of this article in OJB. 
 Some minor corrections to be considered: 

 The manuscript should be thoroughly checked for grammatical flaws. Some examples: 

 p3: The groups of interspersed repeats are very frequent in archaea and are present in many of the bacteria. -> ... in about 40% of bacteria. 
 Response: We have changed accordingly, stating that …..in about 40% of bacteria and the corresponding reference has been included. 
 p3: Considering the discrepancy in nomenclature, Mojica and Jansen groups have recognized this class of repeats as one family and suggested the nomenclature CRISPR (Clustered regularly interspaced short palindrome repeats) for this family of short direct interspaced repeat (Jansen et al.,2002a).
· 'Mojica and Jansen groups' is unclear: first authors usually are no group leaders and only Jansen is quoted. 
 Response: We have changed the sentence as “Jansen et al (Jansen et al.,2002a) stated that considering the discrepancy in nomenclature, Mojica et al. and their groups have recognized this class of repeats as one family and suggested the nomenclature CRISPR (Clustered regularly nterspaced short palindrome repeats) for this family of short direct  i interspaced repeat.” 
 p4: Presently, there is an increasing interest in CRISPR structure, their biological role, mechanistic in its information and evolution. -> this sentence is incomplete 
 Response: We have made the necessary changes in the manuscript. 
 p4: ... the presence of Cas genes in different phylogenetically distant species lead the recent workers to propose... -> please specify 'the recent workers' 

 Response: We have mentioned the name in the manuscript. 

 p9: Usually, the GC% of the CRISPR (repeats + spacers) are comparatively lower than that of the whole genome. But in the cases [...] the GC% of CRISPR is a bit higher [...]. However, considering all archaeal CRISPR, it was found that the GC% of CRISPR is significantly correlated with that of the corresponding genome -> This sounds inconsistent. Maybe rephrase! 
 Response: We have rephrased the above mentioned part of the manuscript to resolve the inconsistency. 
 p13: The parametric statistical tests (paired t and the F test) further confirmed that the GC% of the Cas and the whole genome did not have statistically significant difference. -> please change into Cas genes 
 Response: We have made the necessary modifications in the manuscript. 

 p13: Codon usage, amino acid usage of the Cas: -> please change into Cas genes 

 Response: We have made the necessary modifications in the manuscript. 
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