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Dear Editor,

We read with gratitude the letter by Bartheld et al. which
attempted to elucidate the scientific reason underlying our
team’s observations in our previous publication [1, 2]. Bar-
theld et al. correctly highlighted that the overall prevalence
of anosmia in our study population (91% being Indians and
Bangladeshis, or of South Asian descent) was low, at only
3.0%. He proposed that the reason for this observation was
due to the relative dominant prevalence of the D614 variant
in earlier part of 2020 and went on to explain the molecu-
lar pathology for smell disturbance amongst the COVID-19
viral variants.

In view of his proposition, we undertook an epidemio-
logical analysis with the Singapore General Hospital Depart-
ment of Molecular Pathology and wish to present our find-
ings which support Bartheld et al.’s proposition.

A retrospective epidemiological analysis of publicly
available SARS-CoV-2 genomes in Singapore, from Feb
2020 to Apr 2021, downloaded from the Global Initiative
on Sharing All Influenza Data (GISAID) was performed [3].
While we are clearly unable to map every study participant’s
genome to their smell status as this is a retrospective analy-
sis, the following bar graph illustrates that a predominance
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of D614 was indeed observed in Singapore’s SARS-CoV-2
genomes up to Aug 2020, after which the D614G muta-
tion replaced the predominant variant type to become
G614 (Fig. 1). From Apr 2020 to Sep 2020, over 95% of all
recorded COVID-19 cases in Singapore were from our South
Asian foreign worker population [4]. Hence, it is reason-
able to extrapolate that the predominance of D614 genome
observed up till Aug 2020 was attributed to the South Asian
foreign worker outbreak in Singapore. This group of patients
was exactly our study’s sample population.

However, while our findings confirm Bartheld’s proposi-
tion that a predominance of D614 was observed in Singa-
pore up till Aug 2020, we wish to highlight that Singapore’s
approach of aggressive mass testing to maximally detect all
patients (including asymptomatics and pre-symptomatics)
is also likely a contributing factor for our low observed
anosmia rates. Future studies undertaken in a new world of
endemic COVID-19 may be able to shed light on the true
prevalence of olfactory dysfunction in COVID-19.
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Fig. 1 Prevalence of SARS-CoV-2 spike protein mutation at amino acid position 614 amongst publicly available viral genomes in Singapore,
from Feb 2020 to Apr 2021
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