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Reply to van der Hoek
and Berkhout, Ebihara et al.,
and Belay et al.

To the Editor—The discovery of the hu-

man coronavirus (HCoV) we designated

the “New Haven coronavirus” (HCoV-

NH) was the result of a deliberate search

for previously unknown HCoVs and was

made without a priori knowledge of

HCoV-NL63 [1] and HCoV-NL [2], the

2 HCoVs from The Netherlands that

were recently described, and before the

report of the discoveries of these viruses.

Unlike HCoV-NL63 and HCoV-NL,

which were initially identified in cell cul-

tures, HCOV-NH was discovered by

screening respiratory tract specimens

with molecular probes. These probes tar-

geted the sequences of the replicase 1a

gene that are conserved among human,

avian, and mammalian CoVs. Therefore,

it is not surprising—perhaps it is pre-

dictable—that this region of the replicase

1a gene is highly conserved between

HCoV-NH and HCoV-NL63. Until full

genomic sequencing of HCoV-NH is

complete, we believe that it is premature

to state that HCoV-NH, HCoV-NL63,

and HCoV-NL are the same virus. None-

theless, as we clearly acknowledge in our

study [3], it is likely that these viruses are

closely related.

van der Hoek and Berkhout raise the

issue of nomenclature [4]. Whether HCoV-

NH and HCoV-NL63 are strains of the

same species of virus remains to be de-

termined. Sequence comparison between

viruses is only one of many criteria used

to differentiate between viral species [5].

In fact, the International Committee on

Taxonomy of Viruses has established no

specific guidelines to address the issues

of nomenclature and categorization of

potentially closely related viruses that

have been identified independently [5, 6].

Undoubtedly, this will continue to be an

issue as new viral pathogens are identified.

We disagree with van der Hoek and

Berkhout that the naming of HCoV-NH

“needlessly complicates the HCoV litera-

ture” [4]. Rather, we believe that the iden-

tification of HCoV-NL63 and HCoV-NL

by cell culture and genome amplification

techniques and the identification of HCoV-

NH by use of molecular probes exemplify

the recent advances in methods to iden-

tify previously unrecognized viruses. As

the full genomes of these viruses are de-

scribed, the clarification of the nomen-

clature will follow.

We believe it is important to attempt to

replicate in different populations our find-

ing of the association between HCoV-NH

infection and Kawasaki disease, and we

appreciate the letters from Ebihara et al.

[7] and Belay et al. [8]. We would be in-

terested to know whether proper controls

were included to demonstrate the integrity

of the RNA that was used in the ampli-

fication assays by Ebihara et al. We agree

with Belay et al. that the timing of sample

collection and the type of sample screened

(nasal vs. pharyngeal) may explain the dis-

crepancy in results between their study

and ours. Furthermore, more than one eti-

ological agent may be linked to Kawasaki

disease. Nonetheless, we are intrigued by

the study by Graf that suggests the pres-

ence of a peptide, corresponding to the

spike protein of HCoV-NL63, in tissue

from individuals with Kawasaki disease

[9]. These findings further support the as-

sociation between HCoV-NH and Kawa-

saki disease.
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Reply to van der Hoek
and Berkhout

To the Editor—In my Editorial Com-

mentary [1], I certainly did not intend to

detract from the novelty and importance

of the findings by van der Hoek et al. [2]

in early 2004. As I pointed out clearly,

Esper et al. [3] were unaware of van der

Hoek et al.’s discovery of the Netherlands

strain of human coronavirus (HCoV-NL63)

when they designed their polymerase chain

reaction (PCR) and apparently also when

they first found the HCoV they designated




