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Abstract
Introduction

Persistent olfactory dysfunction was seen in many patients upon coronavirus disease 2019 (COVID-19)
infection recovery. However, research on its management was very limited, especially among the Southeast
Asian population.

Objectives

We aim to investigate the role of olfactory rehabilitation and topical corticosteroids among post-COVID-19
olfactory dysfunction patients in Malaysia, and at the same time to determine factors leading to olfactory
recovery post-COVID-19 infection.

Methods

Adult Malaysians with persistent olfactory dysfunction one month post-COVID-19 recovery were recruited.
Thirty-one patients were randomly assigned into three groups with 10 patients being given olfactory
training (Group 1), another 10 being given mometasone furoate nasal spray/olfactory training (Group 2),
and 11 patients being assigned to the control group (Group 3). All groups were followed up for an average
duration of six months. Olfactory function was evaluated by Top International Biotech Smell Identification
Test (TIBSIT) scores and Olfactory Disorder Questionnaire (eODQ) prior to randomization, at three and six
months after recruitment.

Results

The baseline characteristics of patients were similar in all groups. Generally, patients of all three groups
showed a statistically significant improvement in the TIBSIT scores after six months. The TIBSIT scores for
Group 2 were statistically significantly higher than the control at three months but not at six months. As for
Group 1, no statistically significant differences in TIBSIT scores at both three and six months were noted
when compared to control. Statistically significant improvements were seen in the eODQ scores in all three
groups.

Conclusion

No superiority of intervention for post-COVID-19 olfactory dysfunction was seen compared to control.

Categories: Otolaryngology, Infectious Disease
Keywords: olfactory training, post covid-19 complication, smell identification test, mometasone nasal spray,
persistent olfactory dysfunction, olfactory rehabilitation, covid-19

Introduction

Coronavirus disease 2019 (COVID-19) was first identified in Malaysia back in January 2020 [1]. Common
presentations of COVID-19 include fever, cough, dyspnea, myalgia, sore throat, smell, and taste
disturbances [2]. In particular, smell disturbances were shown to be strongly associated with COVID-19
infection [3,4]. COVID-19-related olfactory dysfunction was initially believed to be transient. However, the
issue of persistent olfactory dysfunction has been commonly described [2,5-8].

In clinical practice, commonly seen treatment modalities for post-viral olfactory dysfunction (PVOD) include
oral corticosteroids, nasal steroid spray as well as olfactory rehabilitation/training [9]. The neuronal
plasticity properties of the olfactory neurons were postulated to enable one to relearn and identify olfactory
stimuli while repetitive stimulation increases neurotrophic factor activity [10,11]. This understanding gave
rise to the development of an olfactory training regime for post-infection, post-trauma, and certain
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neurodegenerative disorders [12]. In relation to post-COVID-19 olfactory dysfunction, Lechien et al.
reported significant olfactory improvement for patients who are complaint to olfactory training for at least
six months [13]. Another study by Pires et al. showed similar findings after classical olfactory training over a
duration of four weeks [14].

As for corticosteroid use, better improvement was illustrated when concurrent steroid administration and
olfactory training were used in cases of PVOD [15]. However, conflicting evidence on the role of intranasal
corticosteroid was shown. Generally, improvement was seen in patients receiving topical steroids and
olfactory rehabilitation; however, no significant differences were noted upon comparison with those
receiving olfactory rehabilitation kits only [16,17]. Only one study reported significant improvement in
terms of the severity of olfactory loss with the addition of topical corticosteroids [18].

Generally, factors such as the female sex, younger age group (<50 years), and presence of comorbidities such
as dyslipidemia were deemed to be significantly associated with olfactory dysfunction after COVID-19
infection [19,20]. Other COVID-19 symptoms such as the presence of fever, sore throat, and loss of appetite
were significantly associated with persistent post-COVID-19 olfactory dysfunction [20].

In our study, we aim to investigate and compare the effectiveness of olfactory training against combined
treatment (topical corticosteroids/olfactory training) in improving residual smell disturbances among
patients after recovery from COVID-19 infection. At the same time, we also aim to investigate the factors
associated with post-COVID-19 olfactory dysfunction and its recovery among the Malaysian population. To
the best of our knowledge, no similar studies pertaining to this topic were published within the Southeast
Asia region.

Materials And Methods
Study design and patients

This study is a prospective randomized controlled study conducted in the city of Kota Kinabalu, Sabah,
Malaysia from January to November 2022. The first part of the study involved a retrospective collection of
data on COVID-19 patients with olfactory dysfunction.

Residents of Sabah over the age of 18 years with previously confirmed COVID-19 infection (evidenced by
positive RT-PCR) and residual olfactory dysfunction for more than four weeks after recovery were recruited
into the study. Recovery from COVID-19 infection was taken as the last day of quarantine. Patients with
history of prior olfactory symptoms, intranasal pathologies (e.g. nasal polyposis, granulomatous sinonasal
pathologies, nasal trauma, sinonasal neoplasm, rhinosinusitis), history of neurodegenerative diseases
(central and peripheral nervous system), psychiatric pathology, history of radiotherapy to the head and neck
region, prolonged corticosteroid therapy, and inhalational recreational drugs use were excluded from the
study. The study protocol received approval from the National Medical Research Register (NMRR) of
Malaysia on the 10th of December 2021 with the identification number NMRR-21-901-59536 (IIR).

All participants signed written informed consent and all proceedings of the study were conducted in
accordance with the Helsinki Declaration of 1975. A sample size of 30 randomized patients was calculated to
be able to provide 80% power for a significance level of 0.05.

Initial assessment

A comprehensive history was obtained from all patients upon the first consultation. Details collected
included age, gender, ethnicity, comorbidities, family history, occupation, alcohol, and smoking history.
Other than that, information related to COVID-19 infection such as the onset of symptoms, date of recovery,
duration of residual olfactory symptoms, and history of COVID-19 vaccination was obtained. All patients
went through thorough clinical assessment and nasal endoscopic examination. Following that, the olfactory
assessment was carried out via the Top International Biotech Smell Identification Test (TIBSIT) as well as
the English Olfactory Disorder Questionnaire (eODQ) (Appendix).

In total, 947 post-COVID-19 patients were identified from January to April 2022, where a total of 95 patients
had residual smell disturbances. Out of those, 53 patients attended the initial consultation for study
recruitment, where 13 patients did not fulfill the inclusion criteria and nine patients declined to participate
further. The remaining 31 patients were recruited for the study.

Treatment outlines

Patients with residual olfactory dysfunction were then randomized into three groups via a computer-
generated sequence:

i. Group 1: Olfactory training

ii. Group 2: Mometasone furoate nasal spray and olfactory training
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iii. Group 3: Control group

The olfactory training kits were prepared by allocating 1 mL of essential oils of four different odorants (rose,
lemon, cloves, eucalyptus) into 50 mL tightly sealed brown glass jars accordingly. Additionally, cotton pads
were inserted into each brown jar to prevent the spillage of essential oils. Patients were advised to sniff each
odor for 10 seconds, with a 10-second interval of rest between each odor. This process was repeated for all
odors and performed twice a day. Those who received mometasone furoate nasal spray were instructed to
administer two puffs (100 pg) once daily. The method and duration of intervention were proven to show
improvement of olfactory function in cases of PVOD [21].

Follow-up

Olfactory tests with the TIBSIT and eODQ questionnaire were performed before the randomization, at three
months and six months after recruitment to evaluate changes in patients’ olfactory function. The research
team was kept blinded throughout the study. Upon each follow-up, olfactory training kits were ensured to
have an intact aroma, and new sets were provided if needed. Similarly, patients receiving mometasone
furoate nasal spray were given adequate stock throughout the study. No adverse reaction or complication
was reported by the intervention given in this study.

Statistical analysis

The Statistical Package for the Social Sciences version 28 (IBM SPSS Statistics 28; IBM Corp, Armonk, NY)
was used for statistical analysis. Baseline demographic data were expressed as mean and standard deviation
for continuous data or frequency and percentages for categorical data. One-way analysis of variance
(ANOVA) tests were used to compare demographic data between the patient groups. The comparisons of
various scores before and after interventions were analyzed with the Wilcoxon signed-rank test. A
comparison of scores between the control and the intervention groups was done using the Mann-Whitney U
test. Fisher’s exact test was used for univariate analysis to look for an association between various factors
and outcomes while Spearman’s rank order correlation was used to analyze the correlation between the
TIBSIT scores and the eODQ scores. Any results with a p-value less than 0.05 were considered statistically
significant.

Results
Patient demographics and disease characteristics

The patients were randomized into three separate groups according to the intervention received. Group 1
consisted of 10 patients, Group 2 consisted of 10 patients, and Group 3 consisted of 11 patients. No subjects
were dropped from the study due to loss of follow-up. Overall, the median age of patients (at the time of the
study) was 32 years (mean: 35.9 = 9.7, range: 20-60) where 67.7% of the patients were females and 32.3%
were males. There was no statistically significant difference in age between the three patient groups (p =
0.578). Overall, the majority of the patients were of Kadazan (22.6%) ethnicity followed by Dusun (19.4%)
and “Others” (which includes Kedayan, Rungus, and Brunei ethnicity) (58.0%). Most of the patients were
non-smokers (87.1%) and did not drink alcohol (87.1%). Besides that, most patients were fit and healthy with
ASA Grade I (58.1%), followed by Grade II (35.5%) and Grade III (6.5%).

All patients have smell disturbances as per inclusion criteria. Other most common symptoms experienced by
patients were cough (64.5%), followed by fever (58.1%) and shortness of breath (19.4%). Overall, the median
duration of symptoms of COVID-19 was 10 days (mean: 12.2 + 7.2, range: 7-34). The median duration of
symptoms of smell disturbances was 60 days (mean: 77.1 + 61.2, range: 5-180). Most patients required
isolation at a quarantine center (Likas Quarantine Centre) (41.9%), followed by home isolation (32.3%) and
hospital admission with oxygen support (25.8%). The majority of the patients had two doses of vaccines
(64.5%) at the onset of infection, followed by patients who had two doses plus a booster vaccine (32.3%).
Only one patient was unvaccinated during the onset of COVID-19 symptoms (3.2%). In terms of the types of
vaccine received prior to the onset of infection, most patients had received Pfizer (83.9%), followed by
Sinovac (12.9%) vaccines (Table ).
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Group 1 Group 2 Group 3
Parameters
Number of patients (percentage)
Malay 0 1(3.2%) 2 (6.5%)
Chinese 0 2 (6.5%) 1(3.2%)
Indian 0 0 1(3.2%)
Ethnicity Kadazan 2 (6.5%) 3(9.7%) 2 (6.5%)
Dusun 4 (12.9%) 0 2 (6.5%)
Bajau 1(3.2%) 2 (6.5%) 2 (6.5%)
Others 3(9.7%) 2 (6.5%) 1(3.2%)
Smoking 3(9.7%) 0 1(3.2%)
Alcohol 1(3.2%) 2 (6.5%) 1(3.2%)
| 4 (12.9%) 7 (22.6%) 7 (22.6%)
ASA Classification Il 4 (12.9%) 3(9.7%) 4 (12.9%)
11l 2 (6.5%) 0 0
Cough 3(9.7%) 3(9.7%) 0
Fever 4 (12.9%) 7 (22.6%) 9 (29.0%)
COVID-19 symptoms Shortness of breath 6 (19.4%) 5(16.1%) 7 (22.6%)
Headache 1(3.2%) 1(3.2%) 2 (6.5%)
Sore throat 1(3.2%) 0 0
Home quarantine 1(3.2%) 3(9.7%) 6 (19.4%)
Severity of disease Quarantine center without oxygen support 5(16.1%) 5(16.1%) 3(9.7%)
Hospital admission with oxygen support 4 (12.9%) 2 (6.5%) 2 (6.5%)
Mean * standard deviation
Duration of COVID-19 symptoms (days) 14.8+8.9 12.4+8.0 95+3.8
Duration of smell disturbances (days) 75.7 £ 58.9 105.7 £ 60.8 52.4 +57.6
2 doses 6 (19.4%) 8 (25.8%) 6 (19.4%)
Vaccination status 2 doses + booster 3(9.7%) 2 (6.5%) 5(16.1%)
No vaccine 1(3.2%) 0 0
Pfizer 6 (19.4%) 10 (32.3%) 10 (32.3%)
Vaccine types
Sinovac 3(9.7%) 0 1(3.2%)

TABLE 1: Summary of Patient, Disease, and Vaccine Characteristics According to Groups

ASA Classification: American Society of Anesthesiologists Classification; COVID-19: coronavirus disease.

TIBSIT and eODQ scores
Group 1

There was an increase in TIBSIT scores from the first assessment and at both subsequent visits, where the
median scores increased from 35 to 37.5 and 38.5 at three and six months, respectively. Only two (20%)
patients at three months and four (40%) patients at six months moved category from either anosmia to
hyposmia, or from hyposmia to normosmia when compared to the “normative data” for their age and gender.
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Wilcoxon signed-rank test showed no statistically significant changes at three months (p = 0.06) but there
were statistically significant changes in the scores at six months (p = 0.01) follow-ups. There was a decrease
in eODQ scores from 63 (first visit) to 53.5 (three months) and 51.5 (six months). There were no statistically
significant reductions at three months (p = 0.121) but there were statistically significant changes in the
questionnaire scores at six months (p = 0.011).

Group 2

There was an increase in TIBSIT scores from the first assessment and at both subsequent visits, where the
median scores increased from 32.5 to 40.5 and 44 at three and six months, respectively. Four (40%) patients
at three months and eight (80%) patients at six months moved the category from hyposmia to normosmia
when compared to the “normative data” for their age and gender. Wilcoxon signed-rank test showed
statistically significant changes in the values at both three-month (p = 0.005) and six-month (p = 0.001)
follow-ups. There was a decrease in eODQ scores from 81.5 (first visit) to 62.5 (three months) and 48 (six
months). There were also statistically significant reductions in the questionnaire scores at three months (p =
0.006) and six months (p = 0.001).

Group 3

There is an increase in TIBSIT scores from the first assessment and at both subsequent visits, where the
median scores increased from 38 to 41 and 44 at three and six months, respectively. Three (27.3%) patients
at three months and six (54.5%) patients at six months moved the category from hyposmia to normosmia
when compared to the “normative data” for their age and gender. Wilcoxon signed-rank test showed
statistically significant changes in the values at both three-month (p = 0.002) and six-month (p = 0.002)
follow-ups. There was a decrease in eODQ scores from 65 (first visit) to 62 (three months) and 60 (six
months). There were also statistically significant reductions in the questionnaire scores at three months (p =
0.013) and six months (p = 0.045).

Tables 2, 3 describe a summary of TIBSIT and eODQ results for all three groups.

Group 1 Group 2 Group 3
Visit Median score (IQR) p-Value Median score (IQR) p-Value Median score (IQR) p-Value
First 35 (29-38.75) - 32.5(30-35.75) - 38 (32-38) -
3 months 37.5(33.5-45) 0.06 40.5 (39-43.75) 0.005 41 (38-43.5) 0.002
6 months 38.5 (36.25-42.75) 0.01 44 (43-44.75) 0.001 44 (39-44) 0.002
TABLE 2: Summary of TIBSIT Scores
TIBSIT: Top International Biotech Smell Identification Test.
Group 1 Group 2 Group 3
Visit Median score (IQR) p-Value Median score (IQR) p-Value Median score (IQR) p-Value
First 63 (48.25-79.75) - 81.5(70.25-98.5) - 65 (58-86.5) -
3 months 53.5 (45-68.5) 0.121 62.5 (37.5-81.75) 0.006 62 (44.5-83) 0.013
6 months 51.5 (41.25-58.5) 0.011 48 (38.5-80.75) 0.001 60 (42-78.5) 0.045

TABLE 3: Summary of eODQ Scores

eODQ: English Olfactory Disorder Questionnaire.

Comparisons of TIBSIT Scores Between Control and Intervention Groups

For comparisons between Group 1 and Group 3, there were no statistically significant differences in TIBSIT
scores at three months (p = 0.973) and six months (p = 0.387). At three months, the improvement in TIBSIT
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scores for Group 2 was statistically significantly higher than Group 3 (p = 0.036). However, there were no
statistically significant differences between the scores at six months (p = 0.085).

Factors Associated With Improvement in TIBSIT Scores

Univariate analysis of various factors revealed no statistically significant associations between patients’
intervention group, age, gender, ethnicity, ASA grade, smoking and alcohol status, COVID-19 symptoms
and severity, duration of COVID-19 and smell disturbances, vaccination status and types, with changes
(improvement) in their TIBSIT scores at three-month and at six-month follow-ups (all p-values

>0.05) (Table 4).
Factors TIBSIT scores improvement at 3 p- TIBSIT scores improvement at 6 p-
months; n (%) Value months; n (%) Value
Intervention
Olfactory training 2 (6.5) 4 (12.9)
Olfactory training + mometasone 4(129) 8 (25.8) 0.185
furoate nasal spray ’ 0.608 ' '
Control 3(9.7) 6 (19.4)
Age
20-30 years 4(12.9) 7 (22.6)
30-40 years 4(12.9) 8 (25.8)
0.450
40-50 years 1(3.2) 0539 139
50-60 years 0 2 (6.5)
Gender
Male 2 (6.5) 6(19.4)
0.445 0.880
Female 7 (22.6) 12 (38.7)
Ethnicity
Malay 1(3.2) 3(9.7)
Chinese 3(9.7) 3(9.7)
Kadazan 0 2 (6.5)
0.101
Dusun 2 (6.5) 0090 397
Bajau 1(3.2) 2 (6.5)
Others 2 (6.5) 5(16.1)
ASA classification
| 5(16.1) 9 (29.0)
1l 4 (12. 25. A71
(12.9) 0572 8 (25.8) 0
1 0 1(3.2)
Smoking
Yes 0 1(3.2)
0.170 0.151
No 9 (29.0) 17 (54.8)
Alcohol
Yes 1(3.2) 2 (6.5)
0.849 0.726
No 8 (25.8) 16 (51.6)

COVID-19 symptoms

2024 Ho et al. Cureus 16(6): e61855. DOI 10.7759/cureus.61855 6 0of 12


javascript:void(0)

Cureus

Part of SPRINGER NATURE

Shortness of breath
Cough
Fever

Headache

Duration of COVID-19 symptoms

<7 days
7-14 days
14-21 days
21-28 days

28-35 days

Duration of smell disturbances

<1 month

1-2 months

2-3 months

3-4 months

4-5 months

5-6 months
COVID-19 severity
Home quarantine
Isolation center
Hospital isolation ward
Vaccination status
2 doses

2 doses + booster
Vaccination type
Pfizer

Sinovac

2 (6.5) 0.796 3(9.7) 0.656
6 (19.4) 0.873 10 (32.3) 0.220
4(12.9) 0.326 9 (29.0) 0.284
1(3.2) 0.849 1(3.2) 0.151
1(3.2) 2 (6.5)
7 (22.6) 14 (45.2)
1(3.2) 0.151 1(3.2) 0.073
0 0
0 1(3.2)
3(9.7) 8(25.8)
1(3.2) 2 (6.5)
1(3.2) 2 (6.5)

0.970
2(6.5) 3(9.7) 0.980
1(3.2) 1(3.2)
1(3.2) 2 (6.5)
4(12.9) 7 (22.6)
2 (6.5) 0361 7 (22.6) 0.640
3(9.7) 4(12.9)
7 (22.6) 12 (38.7)

0.562 0.489
2 (6.5) 6(19.4)
7 (22.6) 16 (51.6)

0.517 0.445
2 (6.5) 2(6.5)

TABLE 4: Univariate Analysis of Various Factors With Improvement in TIBSIT Scores at 3 Months
and 6 Months After Intervention

ASA Classification: American Society of Anesthesiologists Classification; COVID-19: coronavirus disease.

Correlation Between TIBSIT and eODQ Scoring

At three months, there was a strong correlation between the TIBSIT scores and eODQ scores, which was
statistically significant (Spearman’s correlation coefficient, rs = -0.454, p = 0.010). Similarly, there was a
strong correlation between the TIBSIT scores and eODQ scores, which was statistically significant at six
months follow-up (rs = -0.454, p = 0.010).

Discussion

Considerable interest was given to post-COVID-19 olfactory dysfunction in recent years, especially to
investigate potential treatment modalities. To date, studies on the role of olfactory rehabilitation and
intranasal steroid therapy in post-COVID-19 olfactory dysfunction remain very limited. Our randomized
controlled trial monitored the olfactory status of 31 patients who were all suffering from post-COVID-19
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olfactory dysfunction. The demographics of our study participants included ethnicities of minority groups,
thus a good reflection of the local demographic population especially in the state of Sabah, Malaysia.

Olfactory rehabilitation was deemed to be an effective treatment modality for PVOD. Its potential role as a
treatment for post-COVID-19 olfactory dysfunction has received much interest. In a recent study by Lechien
et al., post-COVID-19 patients who adhered to olfactory rehabilitation for at least six months showed
significant improvement in olfactory function when compared to control [13]. Yaylaci et al. reported a similar
outcome as their study showed significant improvement after olfactory rehabilitation in comparison to
control [22].

At the same time, Pires et al. reported improvement in olfactory function after classical olfactory training (by
using four different odors) over four weeks [14]. Interestingly, increasing the intensity of olfactory training
(by using eight odors) did not yield a significant difference when compared to the classical olfactory training
regime [14]. A notable similarity between these studies is the lack of data on COVID-19 vaccination. The
only data available was reported by Pires et al. whereby only 68.6% of their study sample received
vaccination. This may suggest the possible role of COVID-19 vaccination in facilitating olfactory function
return as the majority of our participants were vaccinated prior to the onset of COVID-19 illness (96.8%).

As for intranasal steroid therapy, there were differing opinions on its role in post-COVID-19 olfactory
dysfunction. A randomized control study conducted in Egypt showed significant olfactory function
improvement in both groups receiving mometasone furoate nasal spray/olfactory rehabilitation and control
(olfactory rehabilitation only). However, there were no significant differences upon comparing the two
groups. It is worth noting that the mode of olfaction testing used was the visual analog scale (VAS), a non-
psychophysical olfactory test [16]. Psychophysical olfactory tests (e.g.: UPSIT, Sniffin’ Stick test) are more
accurate in the measurement of olfactory function [23]. Similarly, another prospective longitudinal case-
control study performed in Germany described no significant differences in olfactory function recovery
between mometasone furoate nasal spray and olfactory training against olfactory training only [17]. Upon
investigating the role of mometasone furoate nasal spray as a treatment for post-COVID-19 olfactory
dysfunction, Hosseinpoor et al. reported that no significant differences were observed when patients were
given mometasone furoate nasal spray or placebo [24].

On the other hand, a study by Kasiri et al. reported that their patients who received a combination of
mometasone furoate nasal spray and olfactory training showed better improvement in terms of olfactory
loss severity against control (olfactory training only) [18]. However, there were no significant differences in
the comparison of the University of Pennsylvania Smell Identification Test (UPSIT) results between groups.
Based on these findings, the pathogenesis of COVID-19 olfactory dysfunction may be attributed to
neurological causes rather than a sequela of local inflammation. Other forms of corticosteroid treatment
such as oral corticosteroids were investigated for their potential as a treatment modality. Several studies on
oral corticosteroids showed significant improvement when used in addition to olfactory rehabilitation
among patients with post-COVID-19 olfactory dysfunction [25,26].

Olfactory dysfunction often impacts a person’s quality of life considerably. Lechien et al. showed that their
participants reported a significant impact of olfactory dysfunction on their activities of daily life (75.4%) and
social activities (78.9%) [13]. In our study, the English Olfactory Disorder Questionnaire (eODQ) was used to
measure the impact olfactory dysfunction has on the quality of life. It is a validated English version of a
German language olfactory disorders questionnaire designed to evaluate the daily life impact of olfactory
dysfunction [27]. Generally, all groups reported statistically significant improvement in eODQ scores, which
corresponded with the improvement of TIBSIT scores at six months.

In our study, there were no significant correlations between any characteristics with the outcome of post-
COVID-19 olfactory dysfunction. A prospective multicenter study in its attempt to identify associations of
post-COVID-19 olfactory dysfunction outcomes found no significant related clinical factors [28]. However,
other studies have shown statistically significant correlations to post-COVID-19 olfactory dysfunction
duration, which included older age, diabetic status, and duration of COVID-19 illness [16]. In Malaysia,
factors such as the female sex, the younger age group (<50 years), and the presence of comorbidities such as
dyslipidemia were shown to be significantly associated with persistent olfactory dysfunction [19,20].

This study, however, is subjected to several limitations. First, the sample size calculation did not consider
the number in each group and drop-out rates as it shows the overall total number of samples for the study.
However, our sample size was comparable to other studies in the literature and there were no drop-outs in
our cohort. Other than that, covariate matching was not performed upon study initiation. Nonetheless, our
result analysis showed that all groups were well-matched in terms of age and ethnicity. In the future, we
recommend clinical studies with a larger sample size and longer duration with objective measurement tool
to further validate our results. Additionally, future research should take into account the role of vaccination
on the outcome of olfactory function recovery after COVID-19 infection.

Conclusions
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Our study showed a statistically significant improvement in terms of olfactory function across all three
groups. However, no superiority was shown in the comparison of the intervention groups for post-COVID-

19 olfactory dysfunction with control. This suggests a possibility that patients with post-COVID-19 olfactory
dysfunction show improvement in terms of olfactory function and quality of life even without intervention.

Appendices

ANGLICISED OLFACTORY DISORDERS QUESTIONNAIRE (EODQ)

1
lagree disagree
Regarding your smell/taste disturbances: lagree  partly  partly 1 disagree
1. Often | perceive a bad smell/taste, regardless whether a poten-
tial odour/taste source is present

2. My biggest problem is not that odours are less intense (or ab-
sent), but that things smell different from the way they used to

3.1 am aware of my problem all day long

4. It reduces my appreciation of food and drink

5. Food tastes different from what it used to

6.1 now eat less than | used to

7.1 now eat lezs healthily than luzedto 4

8. 1am now more careful about the food | eat

9. | have gained (G) or lost (L) weight G/L G/L
10. | go to restaurants less often than | used to

11. 1 am wondering if | will ever be able to live with thiz problem

12. lam more stressed than | used to be because of this problem

13. Sometimes | have thoughts and ideas | would not want other
people to know of

14. Most of my problems are due to the difficulties with my senze
of smell
15.1

it friends, relatives, or neighbours less often

16. I find it harder to relax

17. 1 can't imagine adjusting to my difficultiez with smelling

18. The difficulties with my zense of smell make me feel alone and
isolated

19. 1 avoid groups of people

20. This problem is just one of the many problems in life one has
to live with

21.1 am zcared of getting expozed to certain danger: (eg gaz, rot-
ten food).

22. 1 have problems taking part in many of the daily activities of
life

23. The difficulties with smelling make me feel angry and/or
frustrated

24. My relationship with my partner/family/friends iz affected by
my difficulties with smelling
Delete as appropriate.

Idon't
understand
the question

From smell/taste loss? For other reason?

25. Do you suffer with depression? Ye:
No
26. Do you suffer with anxiety? Yes

Ithink the

has no
value

FIGURE 1: English Olfactory Disorder Questionnaire (eODQ) (Page 1)
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27. Please indicate with a circle around the score where you would place your symptoms today

a Loss of sense of smelk:

Nelozz 0 1 2 3 B 5 é 7 8 ? 10 Total lozs
(unable to
smell)

2. Loss of taste (referring only to sensations of salt, sweet, sour and bitter):

Neolozz 0 1 2 S < 5 & 7 8 9 10 Total lozz
(unable to
taste)

3. Nazal symptoms:

Normal O 1 2 3 4 5 o 7 8 k4 10 Stuffy, runny,

etc
4. Oral symptoms:
Normal 0 1 2 3 4 s 6 7 8 £ 10 Sore, dry
mouth etc
28. Please use the scale below to rate how annoying the difficulties with smelling/tasting are to you.
Not annoy- o 1 2 3 - 3 é 7 8 9 10 Extremely
ingatall annoying
29. Please use the scale below to rate how much it affects your enjoyment of food.
None of 1] 1 2 3 4 5 é 7 8 L ] 10 All the time
the time
30. Please indicate on the scale below how severely the difficulties with smelling/tasting affected your professional performance during the
last month.

Notatall 0 1 2 3 < 5 6 " 8 L2 10 Extremely
31. Please indicate on the scale below how severely the difficulties with smelling/tasting affected your recreational activitics during the last
month.

Notatall O 1 2 3 4 5 é 7 8 9 10 Extremely

32. Please indicate on the scale below how severely the difficulties with smelling/tasting affected your private life during the last month.

Not at all 0 1 2 3 - 5 é 7 8 ? 10 Extremely
For doctor to complete:

Total Qol question score /100

Total quantitative score (27 a+b +¢) /30

Total Qol rating score (28-32) /50

Total OGDQ score /180

FIGURE 2: English Olfactory Disorder Questionnaire (eODQ) (Page 2)

Additional Information
Author Contributions

All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design: Alex Zxi Jian Ho, Nur Izzati B. Ishak, Eugene Hung Chih Wong
Acquisition, analysis, or interpretation of data: Alex Zxi Jian Ho
Drafting of the manuscript: Alex Zxi Jian Ho

Critical review of the manuscript for important intellectual content: Alex Zxi Jian Ho, Nur Izzati B.
Ishak, Eugene Hung Chih Wong

Supervision: Nur Izzati B. Ishak, Eugene Hung Chih Wong

Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Medical Research &
Ethics Committee (MREC) issued approval NMRR-21-901-59536 (IIR) on December 10, 2021. Animal
subjects: All authors have confirmed that this study did not involve animal subjects or tissue. Conflicts of
interest: In compliance with the ICMJE uniform disclosure form, all authors declare the following:
Payment/services info: Skim Geran Acculturation (SGA) grant (SGA0119-2019) Universiti Malaysia Sabah.
Financial relationships: All authors have declared that they have no financial relationships at present or
within the previous three years with any organizations that might have an interest in the submitted work.
Other relationships: All authors have declared that there are no other relationships or activities that could

2024 Ho et al. Cureus 16(6): €61855. DOI 10.7759/cureus.61855 10 of 12


https://assets.cureus.com/uploads/figure/file/1042917/lightbox_ef1abfb01a9d11ef941787e79c017312-imgonline-com-ua-resize-BqOcyLI8l22l.png

Cureus

Part of SPRINGER NATURE

appear to have influenced the submitted work.

Acknowledgements

All data are available on reasonable request. The data are stored as de-identified participant data which are
available on request to alexhozxijian@gmail.com

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Elengoe A: COVID-19 outbreak in Malaysia. Osong Public Health Res Perspect. 2020, 11:93-100.
10.24171/j.phrp.2020.11.3.08

Lechien JR, Chiesa-Estomba CM, Beckers E, et al.: Prevalence and 6-month recovery of olfactory
dysfunction: A multicentre study of 1363 COVID-19 patients. | Intern Med. 2021, 290:451-61.
10.1111/joim.13209

Horvath L, Lim JW, Taylor JW, Saief T, Stuart R, Rimmer ], Michael P: Smell and taste loss in COVID-19
patients: Assessment outcomes in a Victorian population. Acta Otolaryngol. 2021, 141:299-302.
10.1080/00016489.2020.1855366

Sudre CH, Keshet A, Graham MS, et al.: Anosmia, ageusia, and other COVID-19-like symptoms in
association with a positive SARS-CoV-2 test, across six national digital surveillance platforms: An
observational study. Lancet Digit Health. 2021, 3:e577-86. 10.1016/52589-7500(21)00115-1

Riestra-Ayora J, Yanes-Diaz ], Esteban-Sanchez J, Vaduva C, Molina-Quiros C, Larran-Jimenez A, Martin-
Sanz E: Long-term follow-up of olfactory and gustatory dysfunction in COVID-19: 6 months case-control
study of health workers. Eur Arch Otorhinolaryngol. 2021, 278:4831-7. 10.1007/s00405-021-06764-y

Reiter ER, Coelho DH, Kons ZA, Costanzo RM: Subjective smell and taste changes during the COVID-19
pandemic: Short term recovery. Am | Otolaryngol. 2020, 41:102639. 10.1016/j.amjot0.2020.102639

Moein ST, Hashemian SM, Tabarsi P, Doty RL: Prevalence and reversibility of smell dysfunction measured
psychophysically in a cohort of COVID-19 patients. Int Forum Allergy Rhinol. 2020, 10:1127-35.
10.1002/alr.22680

Le Bon SD, Pisarski N, Verbeke J, et al.: Psychophysical evaluation of chemosensory functions 5 weeks after
olfactory loss due to COVID-19: A prospective cohort study on 72 patients. Eur Arch Otorhinolaryngol.
2021, 278:101-8. 10.1007/s00405-020-06267-2

Miwa T, Ikeda K, Ishibashi T, et al.: Clinical practice guidelines for the management of olfactory dysfunction
- Secondary publication. Auris Nasus Larynx. 2019, 46:653-62. 10.1016/j.anl.2019.04.002

Koyama S, Heinbockel T: Chemical constituents of essential oils used in olfactory training: Focus on
COVID-19 induced olfactory dysfunction. Front Pharmacol. 2022, 13:835886. 10.3389/fphar.2022.835886
Kim BY, Park ], Kim E, Kim B: Olfactory ensheathing cells mediate neuroplastic mechanisms after olfactory
training in mouse model. Am ] Rhinol Allergy. 2020, 34:217-29. 10.1177/1945892419885036

Pekala K, Chandra RK, Turner JH: Efficacy of olfactory training in patients with olfactory loss: A systematic
review and meta-analysis. Int Forum Allergy Rhinol. 2016, 6:299-307. 10.1002/alr.21669

Lechien JR, Vaira LA, Saussez S: Effectiveness of olfactory training in COVID-19 patients with olfactory
dysfunction: A prospective study. Eur Arch Otorhinolaryngol. 2023, 280:1255-63. 10.1007/s00405-022-
07665-4

Pires IAT, Steffens ST, Mocelin AG, et al.: Intensive olfactory training in post-COVID-19 patients: A
multicenter randomized clinical trial. Am ] Rhinol Allergy. 2022, 36:780-7. 10.1177/19458924221113124
Yuan F, Huang T, Wei Y, Wu D: Steroids and olfactory training for postviral olfactory dysfunction: A
systematic review. Front Neurosci. 2021, 15:708510. 10.3389/fnins.2021.708510

Abdelalim AA, Mohamady AA, Elsayed RA, Elawady MA, Ghallab AF: Corticosteroid nasal spray for recovery
of smell sensation in COVID-19 patients: A randomized controlled trial. Am ] Otolaryngol. 2021, 42:102884.
10.1016/j.amjoto0.2020.102884

Hintschich CA, Dietz M, Haehner A, Hummel T: Topical administration of mometasone is not helpful in
post-COVID-19 olfactory dysfunction. Life (Basel). 2022, 12:1483. 10.3390/life12101483

Kasiri H, Rouhani N, Salehifar E, Ghazaeian M, Fallah S: Mometasone furoate nasal spray in the treatment of
patients with COVID-19 olfactory dysfunction: A randomized, double blind clinical trial. Int
Immunopharmacol. 2021, 98:107871. 10.1016/j.intimp.2021.107871

Lee SH, Yeoh ZX, Sachlin IS, et al.: Self-reported symptom study of COVID-19 chemosensory dysfunction in
Malaysia. Sci Rep. 2022, 12:2111. 10.1038/s41598-022-06029-6

Ramasamy K, Saniasiaya J, Abdul Gani N: Olfactory and gustatory dysfunctions as a clinical manifestation of
coronavirus disease 2019 in a Malaysian tertiary center. Ann Otol Rhinol Laryngol. 2021, 130:513-9.
10.1177/0003489420963165

Hummel T, Rissom K, Reden |, Hihner A, Weidenbecher M, Hiittenbrink KB: Effects of olfactory training in
patients with olfactory loss. Laryngoscope. 2009, 119:496-9. 10.1002/lary.20101

Yaylaci A, Azak E, Onal A, Aktiirk DR, Karadenizli A: Effects of classical olfactory training in patients with
COVID-19-related persistent loss of smell. Eur Arch Otorhinolaryngol. 2023, 280:757-63. 10.1007/s00405-
022-07570-w

Su B, Bleier B, Wei Y, Wu D: Clinical implications of psychophysical olfactory testing: Assessment,
diagnosis, and treatment outcome. Front Neurosci. 2021, 15:646956. 10.3389/fnins.2021.646956
Hosseinpoor M, Kabiri M, Rajati Haghi M, et al.: Intranasal corticosteroid treatment on recovery of long-
term olfactory dysfunction due to COVID-19. Laryngoscope. 2022, 132:2209-16. 10.1002/lary.30353
Pendolino AL, Ottaviano G, Nijim ], et al.: A multicenter real-life study to determine the efficacy of
corticosteroids and olfactory training in improving persistent COVID-19-related olfactory dysfunction.
Laryngoscope Investig Otolaryngol. 2022, 8:46-54. 10.1002/1i02.989

Le Bon SD, Konopnicki D, Pisarski N, Prunier L, Lechien JR, Horoi M: Efficacy and safety of oral
corticosteroids and olfactory training in the management of COVID-19-related loss of smell. Eur Arch
Otorhinolaryngol. 2021, 278:3113-7. 10.1007/s00405-020-06520-8

2024 Ho et al. Cureus 16(6): €61855. DOI 10.7759/cureus.61855 110f 12


https://dx.doi.org/10.24171/j.phrp.2020.11.3.08
https://dx.doi.org/10.24171/j.phrp.2020.11.3.08
https://dx.doi.org/10.1111/joim.13209
https://dx.doi.org/10.1111/joim.13209
https://dx.doi.org/10.1080/00016489.2020.1855366
https://dx.doi.org/10.1080/00016489.2020.1855366
https://dx.doi.org/10.1016/S2589-7500(21)00115-1
https://dx.doi.org/10.1016/S2589-7500(21)00115-1
https://dx.doi.org/10.1007/s00405-021-06764-y
https://dx.doi.org/10.1007/s00405-021-06764-y
https://dx.doi.org/10.1016/j.amjoto.2020.102639
https://dx.doi.org/10.1016/j.amjoto.2020.102639
https://dx.doi.org/10.1002/alr.22680
https://dx.doi.org/10.1002/alr.22680
https://dx.doi.org/10.1007/s00405-020-06267-2
https://dx.doi.org/10.1007/s00405-020-06267-2
https://dx.doi.org/10.1016/j.anl.2019.04.002
https://dx.doi.org/10.1016/j.anl.2019.04.002
https://dx.doi.org/10.3389/fphar.2022.835886
https://dx.doi.org/10.3389/fphar.2022.835886
https://dx.doi.org/10.1177/1945892419885036
https://dx.doi.org/10.1177/1945892419885036
https://dx.doi.org/10.1002/alr.21669
https://dx.doi.org/10.1002/alr.21669
https://dx.doi.org/10.1007/s00405-022-07665-4
https://dx.doi.org/10.1007/s00405-022-07665-4
https://dx.doi.org/10.1177/19458924221113124
https://dx.doi.org/10.1177/19458924221113124
https://dx.doi.org/10.3389/fnins.2021.708510
https://dx.doi.org/10.3389/fnins.2021.708510
https://dx.doi.org/10.1016/j.amjoto.2020.102884
https://dx.doi.org/10.1016/j.amjoto.2020.102884
https://dx.doi.org/10.3390/life12101483
https://dx.doi.org/10.3390/life12101483
https://dx.doi.org/10.1016/j.intimp.2021.107871
https://dx.doi.org/10.1016/j.intimp.2021.107871
https://dx.doi.org/10.1038/s41598-022-06029-6
https://dx.doi.org/10.1038/s41598-022-06029-6
https://dx.doi.org/10.1177/0003489420963165
https://dx.doi.org/10.1177/0003489420963165
https://dx.doi.org/10.1002/lary.20101
https://dx.doi.org/10.1002/lary.20101
https://dx.doi.org/10.1007/s00405-022-07570-w
https://dx.doi.org/10.1007/s00405-022-07570-w
https://dx.doi.org/10.3389/fnins.2021.646956
https://dx.doi.org/10.3389/fnins.2021.646956
https://dx.doi.org/10.1002/lary.30353
https://dx.doi.org/10.1002/lary.30353
https://dx.doi.org/10.1002/lio2.989
https://dx.doi.org/10.1002/lio2.989
https://dx.doi.org/10.1007/s00405-020-06520-8
https://dx.doi.org/10.1007/s00405-020-06520-8

Cureus

Part of SPRINGER NATURE

27. Langstaff L, Pradhan N, Clark A, Boak D, Salam M, Hummel T, Philpott CM: Validation of the olfactory
disorders questionnaire for English-speaking patients with olfactory disorders. Clin Otolaryngol. 2019,
44:715-28. 10.1111/coa.13351

28. Saussez S, Sharma S, Thiriard A, et al.: Predictive factors of smell recovery in a clinical series of 288
coronavirus disease 2019 patients with olfactory dysfunction. Eur ] Neurol. 2021, 28:3702-11.
10.1111/ene.14994

2024 Ho et al. Cureus 16(6): e61855. DOI 10.7759/cureus.61855 12 of 12


https://dx.doi.org/10.1111/coa.13351
https://dx.doi.org/10.1111/coa.13351
https://dx.doi.org/10.1111/ene.14994
https://dx.doi.org/10.1111/ene.14994

	Effect of Olfactory Rehabilitation on the Recovery of Post-Coronavirus Disease Olfactory Dysfunction: A Randomized Controlled Trial
	Abstract
	Introduction
	Objectives
	Methods
	Results
	Conclusion

	Introduction
	Materials And Methods
	Study design and patients
	Initial assessment
	Treatment outlines
	Follow-up
	Statistical analysis

	Results
	Patient demographics and disease characteristics
	TABLE 1: Summary of Patient, Disease, and Vaccine Characteristics According to Groups

	TIBSIT and eODQ scores
	TABLE 2: Summary of TIBSIT Scores
	TABLE 3: Summary of eODQ Scores
	TABLE 4: Univariate Analysis of Various Factors With Improvement in TIBSIT Scores at 3 Months and 6 Months After Intervention


	Discussion
	Conclusions
	Appendices
	FIGURE 1: English Olfactory Disorder Questionnaire (eODQ) (Page 1)
	FIGURE 2: English Olfactory Disorder Questionnaire (eODQ) (Page 2)

	Additional Information
	Author Contributions
	Disclosures
	Acknowledgements

	References


