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Study Identification
Unique Protocol ID: COVID-19 Anosmia treatment

Brief Title: Investigating the Potential Role of Aerosolized All-trans Retinoic Acid for
Treating COVID-19 Anosmia and Regaining Sense of Smell.

 NOTE : Brief Title should have no more than 120 characters.

Official Title: Investigating the Potential Role of Aerosolized All-trans Retinoic Acid for
Treating COVID-19 Anosmia and Regaining Sense of Smell.

Secondary IDs:

Study Status
Record Verification: August 2021

Overall Status: Not yet recruiting

Study Start: September 2021 [Anticipated]

Primary Completion: October 2021 [Anticipated]

Study Completion: November 2021 [Anticipated]

Sponsor/Collaborators
Sponsor: Amr kamel khalil Ahmed

Responsible Party: Sponsor-Investigator
Investigator: Amr kamel khalil Ahmed [akkahmed]

Official Title: Clinical Resercher
Affiliation: Ministry of Health, Saudi Arabia

Collaborators: Faculty of Medicine, Kafrelshiekh Univversity,Egypt.
 WARNING : "Faculty of Medicine, Kafrelshiekh Univversity,Egypt." is not a

recognized organization name.

Oversight
U.S. FDA-regulated Drug: No

U.S. FDA-regulated Device: No

U.S. FDA IND/IDE: No

Human Subjects Review: Board Status: Approved

Data Monitoring: Yes

FDA Regulated Intervention: No
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Study Description
Brief Summary: Investigating the potential role of Aerosolized all-trans retinoic acid for treating

COVID-19 Anosmia and regaining Sense of Smell.

Amer Ahmed(1), Mahmoud Elkazzaz(2) and Tamer Haydara(3)

1. Director of tuberculosis program Ghubera, public health
department ,First health cluster ,Ministry of health ,Saudia Arebia.

2. Department of chemistry and biochemistry, Faculty of Science, Damietta
University, Egypt.

3. Department of Internal Medicine, Faculty of Medicine, Kafrelsheikh
University, Egypt

There is rapidly accumulating anecdotal evidence that anosmia (loss of smell)
with resultant dysgeusia (change in taste) are frequently reported symptoms
associated with the COVID-19 pandemic. Similar reports are surfacing from
multiple countries around the world including the United States. The rates of
insomnia and depression were 26.45% and 9.92% in the COVID-19 patients
after recovery. Therefore, finding an effective treatment for COVID-19 Anosmia
is a critical point. A recent study found that olfactory sensory neurons do not
express the gene that encodes the ACE2 receptor protein, which SARS-CoV-2
uses to enter human cells. Instead, ACE2 is expressed in cells that provide
metabolic and structural support to olfactory sensory neurons, as well as
certain populations of stem cells and blood vessel cells. The findings suggest
that infection of nonneuronal cell types may be responsible for anosmia in
COVID-19 patients and help inform efforts to better understand the progression
of the disease. These findings indicate that the novel coronavirus changes the
sense of smell in patients not by directly infecting neurons but by affecting the
function of supporting cells," said senior study author Sandeep Robert Datta,
associate professor of neurobiology in the Blavatnik Institute at HMS. This
implies that in most cases, SARS-CoV-2 infection is unlikely to permanently
damage olfactory neural circuits and lead to persistent anosmia. In our trial
we will investigate the role of aerosolized all- trans retinoic acid, a vitamin A
derivative for treating post COVID-19 anosmia. In general, a study found that
Intranasal vitamin A is beneficial in post-infectious olfactory loss and repaired
olfactory loss and plays a decisive role in the regeneration of olfactory receptor
neurons. Furthermore, a retinoic acid synthesizing enzyme retinaldehyde
dehydrogenase (RALDH)2. An enzyme which is expressed in a gradient
in cells of the lamina propria underneath the olfactory epithelium therefore
retinoic acid suggested to has a critical role in regulation of zonally expressed
genes in the olfactory epithelium. Deficient retinoic acid signaling in olfactory
sensory neurons could thus induce apoptosis by changing the parameters
for axonal competition by neural activity and kirrel-2 expression. Moreover,
there is increasing evidence that all-trans retinoic acid (atRA) influences
gene expression of components of renin-angiotensin system (RAS), which
plays a pivotal role in the pathophysiology of essential hypertension. Retinoic
acid induced ACE2 expression in different animal models. Moreover, a study
suggests that topical retinoids may have applicability in promoting sinus
regeneration and wound healing. In a study comparing treated and untreated
nasal mucosa ,untreated regenerated mucosa showed expected changes of
submucosal gland loss, basal lamina and lamina propria fibrosis, cellular atypia,
and loss of cilia. retinoic acid treatment appeared to result in better mucosal
regeneration marked by less cellular atypia and fibrosis. Therefore, we Egyptian
and Saudi scientists believe that aerosolized all-trans retinoic acid will have an
effective role in treating post COVID-19 anosmia (loss of smell) via upregulating
inhibited ACE2 and regenerating of olfactory receptors and olfactory sensory
cells and neurons.

 NOTE : Brief Summary should have no more than 2500 characters.
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Detailed Description: The study is a randomized interventional comparative Phase IIII trial. 1000
adult male and female patients with post COVID-19 anosmia (loss of smell) and
fulfilling the below outlined inclusion criteria will be enrolled into the study.

Conditions
Conditions: Post COVID-19 Anosmia (Loss of Smell)

 NOTE : "post COVID-19 anosmia (loss of smell)" is not a recognized
condition

Keywords:

Study Design
Study Type: Interventional

Primary Purpose: Treatment

Study Phase: Phase 4

Interventional Study Model: Single Group Assignment

Number of Arms: 2

Masking: None (Open Label)

Allocation: Randomized

Enrollment: 1000 [Anticipated]

Arms and Interventions
Arms Assigned Interventions

Experimental: Aerosolized All trans retinoic acid
Patients with Post COVID-19 Anosmia (Loss of Smell)
will receive one dose daily of Aerosolized All trans
retinoic acid in gradual doses increases from 0.2 mg/
kg/day to 4 mg/kg/day as inhaled All trans retinoic acid
therapy for 3 weeks.

Drug: Aerosolized All trans retinoic acid
Patients with Post COVID-19 Anosmia (Loss of Smell)
will receive one dose daily of Aerosolized All trans
retinoic acid in gradual doses increases from 0.2 mg/
kg/day to 4 mg/kg/day as inhaled All trans retinoic acid
therapy for 3 weeks.

Sham Comparator: Placebo/Control
1 vitamin A softgels per day for3 weeks

Drug: Placebo/Control
Patients randomized to this arm will also be instructed
to take two of the softgels they received per day for 6
weeks. They will receive placebo vitamin A softgels
that are indistinguishable from those containing
aerosolized all-trans retinoic acid.

 NOTE : Intervention Other Names have not been specified
 NOTE : Intervention Other Names have not been specified

Outcome Measures
Primary Outcome Measure:

1.  Improvement of olfaction
The patient will report the degree of anosmia subjectively with score on a scale from 0 to 10 (0 means total loss of
smell and 10 refers to completely normal smell sensation).

[Time Frame: 3 weeks after beginning to take supplements]

Secondary Outcome Measure:
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2.  Modified Brief Questionnaire of Olfactory Dysfunction (mQOD-NS)
The modified Brief Questionnaire of Olfactory Dysfunction - Negative Statements (QOD-NS) survey is a 17-item
instrument, each item graded on a scale from 0 to 3, with total scale range from 0 to 51. Higher score indicates better
olfactory-specific quality of life (QOL).

[Time Frame: 1 week after vitamin A softgel initiation]

3.  Modified Brief Questionnaire of Olfactory Dysfunction (mQOD-NS)
The modified Brief Questionnaire of Olfactory Dysfunction - Negative Statements (QOD-NS) survey is a 17-item
instrument, each item graded on a scale from 0 to 3, with total scale range from 0 to 51. Higher score indicates better
olfactory-specific quality of life (QOL).

[Time Frame: 2 weeks after softgel initiation]

4.  Modified Brief Questionnaire of Olfactory Dysfunction (mQOD-NS)
The modified Brief Questionnaire of Olfactory Dysfunction - Negative Statements (QOD-NS) survey is a 17-item
instrument, each item graded on a scale from 0 to 3, with total scale range from 0 to 51. Higher score indicates better
olfactory-specific quality of life (QOL).

[Time Frame: 4 weeks after softgel initiation]

5.  Modified Brief Questionnaire of Olfactory Dysfunction (mQOD-NS)
The modified Brief Questionnaire of Olfactory Dysfunction - Negative Statements (QOD-NS) survey is a 17-item
instrument, each item graded on a scale from 0 to 3, with total scale range from 0 to 51. Higher score indicates better
olfactory-specific quality of life (QOL).

[Time Frame: 6 weeks after softgel initiation]

6.  Sinonasal Outcomes Test
Sino-Nasal Outcome Test (SNOT-22) is a 22-item instrument, total scale range from 0 to 110, higher score indicates
more severe QOL impact.

[Time Frame: 1 week after softgel initiation]

7.  Sinonasal Outcomes Test (SNOT-22)
Sino-Nasal Outcome Test (SNOT-22) is a 22-item instrument, total scale range from 0 to 110, higher score indicates
more severe QOL impact.

[Time Frame: 2 weeks after softgel initiation]

8.  Sinonasal Outcomes Test (SNOT-22)
Sino-Nasal Outcome Test (SNOT-22) is a 22-item instrument, total scale range from 0 to 110, higher score indicates
more severe QOL impact.

[Time Frame: 4 weeks after softgel initiation]

9.  Sinonasal Outcomes Test (SNOT-22)
Sino-Nasal Outcome Test (SNOT-22) is a 22-item instrument, total scale range from 0 to 110, higher score indicates
more severe QOL impact.

[Time Frame: 6 weeks after softgel initiation]

10.  Frequency of adverse events and severe adverse events
[Time Frame: 3 weeks]

11.  Angiotensin-converting enzyme II (ACE2) expression in lungs
[Time Frame: 3 weeks]

 NOTE : Outcome Measure Description has not been entered.
 NOTE : Outcome Measure Description has not been entered.

Eligibility
Minimum Age: 18 Years

Maximum Age: 70 Years
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Sex: All

Gender Based: No

Accepts Healthy Volunteers: No

Criteria: Inclusion Criteria:

• adults 18 yrs or older patients
• confirmed case (+ve PCR),
• recovered/discharged (2 -ve PCR),
• suffered from sudden recent anosmia or hyposmia

Exclusion Criteria:

• Patients <18 years of age Patients who are unable to provide informed
consent

• anosmia improved before COVID19 recovery,
• pregnancy
• patients who will not complete the follow up period.
• Patients without a positive COVID-19 PCR result obtained through

nasopharyngeal --swab - Patients with a COVID-19 diagnosis but without
self-reported anosmia --Patients with severe COVID-19 disease as defined
by the Mouth Sinai Health System --Treatment Guidelines for SARS-
COV-2 (requiring high flow nasal cannula, non-rebreather, CPAP/BIPAP, or
mechanical ventilation OR patients requiring pressor medication OR -----

• patients with evidence of end organ damage)
• Patients with pre-existing self-reported olfactory dysfunction
• Patients with a history of chronic nasal/sinus infections (rhinosinusitis) or

history of endoscopic sinus surgery
• Hypercholesterolemia
• Hypertriglyceridemia
• Patients using nasal steroid sprays or irrigations for any reason
• Patients who are prisoners of the state
• Patients who have psychiatric or developmental disorder conditions that

may impair ability to provide informed consent
• Permanent blindness in one eye
• History of iritis, endophthalmitis, scleral inflammation or retinitis 15-90 days

of retinal detachment or eye surgery
• The competent physician considered it inappropriate to participate in the

study

Contacts/Locations
Central Contact Person: Amr Ahmed

Telephone: 00966597310032
Email: drmedahmed@gmail.com

Central Contact Backup: Mahmoud Elkazzaz,
Telephone: 00201090302015
Email: mahmoudramadan2051@yahoo.com

Study Officials: Amr Ahmed
Study Principal Investigator
Ministry of Health

Mahmoud Elkazzaz
Study Principal Investigator
Damietta University

Locations: Saudi Arabia
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Ministry of health.First health cluster ,Riaydh
Riyadh, Saudi Arabia
Contact: hiba kamal abdelseed

 NOTE : Contact Middle Initial should have no more than 2 characters.

IPDSharing
Plan to Share IPD:
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Citations:

Links:

Available IPD/Information:
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