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Abstract

Background: Presbycusisis characterized by sensorineural hearing loss in both ears at high frequencies, which affects more
than half of the older adultsby the age of 75 yearsand is often accompanied by tinnitusand cognitive deterioration. Unfortunately,
there are no treatments available to restore hearing loss. Treatment mainly focuses on improving the quality of life and
communication with hearing aids. Traditional medicine like Ayurveda also explains ailments of asimilar nature as Badhirya and
advises using drugs with antiaging and neuroprotective activity for treatment. In Ayurveda, Badhirya and Karnanada (senile
deafness with tinnitus) are due to vitiation of Vata Dosha. Treatments such as topical oil pooling (Karnapurana) are usually
advised to counter Vata, improve hearing capacity, and reduce tinnitus. Kshirabala Taila, a medicated oil formulation prepared
with Sda cordifolia Linnaeus, is one of the most preferred oils for topical oil pooling in such conditions, as it has a definitive
indication for sensory dysfunctions. Drugs like Withania somnifera (L.) Dunal (Ashwagandha) are also used, as they ameliorate
neurodegeneration and help to improve cognitive dysfunction.

Objective: We propose an exploratory randomized controlled trial study for evaluating the efficacy of TOPMAC (Topica Oil
Pooling with Kshirabala Taila and Supplementation of Ashwagandha Churna) in tinnitus suppression and hearing and cognitive
function protection in patients aged 60-75 years with mild to moderate presbycusis.

Methods: A parallel, 2-group, exploratory randomized controlled trial will be conducted in an Indian Ayurvedic research center
at its outpatient service. Participants (N=60) with mild to moderate presbycusis will be recruited by screening. Participants will
be randomized (computer-generated 1:1) to receive either basic treatment and health education (BTHE) or BTHE+TOPMAC for
24 weeks. The primary objectiveisto compare the efficacy of TOPMAC with that of BTHE in the protection of hearing function.
The secondary objectiveisto compare the efficacy of TOPMAC with that of BTHE in tinnitus suppression and cognitive function
protection.

Results: This project was funded in January 2023. The institutional ethics committees at National Ayurveda Research Institute
for Panchakarma (3/1/2020/NARIP/Tech/2036) and I nstitute for Communicative and Cognitive Neuro Sciences (IEC006) approved
this study. Thefirst patient was enrolled in September 2023; 22 participants were enrolled as of August 2024. The data analysis
isyet to start, and the results are expected to be published by January 2025.

Conclusions: If this exploratory trial is proven effective, it will steer the setting of a definitive randomized controlled trial to
test whether the TOPMAC intervention can be incorporated as a cost-effective integrative approach for managing presbycusis.
The Indian government has aready launched a National Program for Prevention and Control of Deafness to benefit the deaf
population. TOPMAC may later be considered for integration with the national program.

Trial Registration: Clinical Trials Registry India CTRI/2023/04/051485; https://tinyurl.com/2h2hry3n
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Introduction

Presbycusis (age-related hearing loss) is characterized by
sensorineural hearing loss at high frequencies in both ears,
delayed central processing of auditory information, and
problems understanding speech in loud environments [1]. It is
usually associated with an audiogram that reveals the greatest
hearing loss at higher frequencies. It affects over half of the
older adults by the age of 75 years and nearly al older than 90
years[2]. Hearing lossis often accompanied by tinnitus. Many
extensive population-based longitudinal  studies have
recommended that presbycusisisindependently connected with
cognitive deterioration.

The issues and effects of presbycusis are exacerbated in older
adults due to additional degenerative processes in the central
nervous system, which can lead to loss of neuroplasticity,
cognitive ability, and other sensory modes, particularly vision
[3]. Agerelated hearing loss has an impact on both
psychological well-being and physical ability. Some recent
studies have established independent associations of hearing
loss with driving ability, walking difficulty, social isolation,
functional decline, and falls[4]. Socia isolation causes emations
of incarceration and anxiety, which reduce higher cognitive
performance, potentially increasing the economic and societal
burden of age-related hearing loss [5]. Therisk factorsinclude
age, male sex, diabetes mellitus, hypertension, and hereditary
hearing loss [6]. Diabetes or hypertension, if not appropriately
controlled, may also cause hearing problems through chronic
arteriosclerosis. These are common chronic diseasesin the aged
population, leading to reduced blood flow in the inner ear [6].
Presbycusis is a serious but primarily neglected condition in
India. The Indian government has started the National Program
for Prevention and Control of Deafness to benefit the deaf
population. The aims of this program include medically
rehabilitating deaf persons of all age groups and fortifying the
existing intersectoral linkages to maintain the rehabilitation

program [7].

Unfortunately, there are no treatments available to restore lost
hearing. Research on restoring hearing is a growing scientific
field [8]. Treatment in most persons includes suitable hearing
aids, but it isalimited solution, with some drawbacks. Studies
have shown that people who would benefit from hearing aids
are hesitant to use them due to cost, fit and comfort,
maintenance, attitude, device factors, fiscal factors,
psychosocial/situational factors, ear problems, and appearance.
More precisely, these causes include the hearing aid's
ineffectivenessin loud environments, low benefit or low sound
quality, and incompatibility with the type of hearing loss. Factors
affecting hearing aid fit and comfort include the need for
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assistance in inserting and removing the hearing aid, feeling
uncomfortable, or experiencing adverse effects (eg, rashes,
itching) [9]. The treatment of tinnitusis also challenging [10].
Tinnitus should be managed using neurophysiol ogical methods
such astinnitus retraining therapy—a combination of cognitive
directive counseling and sound therapy, hearing aids, and
white-noise generators. However, this retraining therapy also
fails in 30%-40% of the patients [11]. A recent systematic
review recommended that incorporating conventional or
complementary and aternative therapies for treating mild
cognitive impairment will be beneficial [12]. All functions of
the nervous system in the human body are represented through
Vata in Ayurveda. A subtype of Vata, Prana Vata, is situated
in the head and controls intellectual functions, cardiovascular
functions, sense organs, psychological activities, respiration,
and reflex activities such as sneezing, bel ching, and deglutition
[13]. Since presbycusisis asensory dysfunction with cognitive
declineg, it is evident that the Prana Vata is impaired here.
Ayurvedamentionssimilar ailments as Badhiryaand Karnanada
(senile deafness with tinnitus) [14]. The diseases Badhirya and
Karnanada occur in the ears primarily by Vata Dosha vitiation.
Topical oil pooling (Karnapurana) is a commonly employed
treatment in such conditions, as it does the Vatashamana,
improves hearing capacity, and reducestinnitus. No mechanistic
studies show the exact mechanism of action of Karnapurana.
However, although histologically, the tympanic membrane is
impermeable, arecent study [15] has discovered the possibility
of a biological mechanism of active transport through the
tympanic membrane to the middle ear. This way, the topically
pooled medicine might be absorbed to impart its action in the
inner ear. Ayurveda recommends a class of drugs termed as
Rasayana, which possess antiaging properties that can be
beneficial inthese conditions. They can exhibit neuroprotective
effects in the inner ear and brain tissue. Kshirabala Taila, a
medicated oil prepared with Sda cordifolia Linnaeus, is
preferred as the drug of choice, asit has definitive indications
for sensory dysfunctions [16]. An animal study has also
demonstrated that the aqueous root extract of S cordifoliaLinn
has a neuroprotective effect due to its antioxidative properties
and validated the Rasayana claim of S cordifolia Linn in
neurodegenerative diseases[17]. Withania somnifera (L.) Dunal
(Ashwagandha) is another medicine commonly used, as it can
regenerate damaged nerve cells and thereby improve nerve
function [18]. Recent reviews have shown Ashwagandha as a
potent medicine for cognitive function protection [19]. A
randomized controlled trial has shown that Ashwagandha
effectively enhanced immediate and general memory in
individuals with mild cognitive impairment and improved
attention, executive function, and information processing speed
[20]. The administration of the water extract from Ashwagandha
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(100 mg/kg/d) with drinking water for 8 months has shown to
be safe and showed no toxicity in rats[21]. Ashwagandha may
operate as agamma-aminobutyric acid mimetic, cholinomimetic,
and agonist for a-7 nicotinic receptors for cognitive function
protection [22]. However, no clinical trials or documented data
are available on the efficacy of these drugs for presbycusis
treatment, despite being widely used in clinics. The only
avalable data is a case report recommending an Ayurveda
treatment protocol to effectively improve hearing mechanisms
in presbycusis with no side effects [23].

Hence, we propose an exploratory randomized controlled trial
for evaluating the efficacy of TOPMAC (Topical Oil Pooling
with Kshirabala Taila and Supplementation of Ashwagandha
Churna) in tinnitus suppression and hearing and cognitive
function protection in individuals aged 60-75 years with mild

Vetd

to moderate presbycusis and comparing this intervention with
basic treatment and health education (BTHE) for presbycusis.
BTHE includes treatment for diabetes mellitus, hypertension,
and dysdlipidemia and counsel related to lifestyle modification
and avoiding alcohol and cigarette use. The primary objective
is to compare the efficacy of TOPMAC with that of BTHE in
the protection of hearing function. The secondary objective is
to compare the efficacy of TOPMAC with that of BTHE in
tinnitus suppression and cognitive function protection.

Methods

Trial Design
Thisisamulticenter, parallel, 2-group, exploratory, randomized

(2:2) controlled trial. The plan of enrollment, interventions, and
assessmentsis given in Table 1.

Table 1. Schedule of enrollment, interventions, and assessments for the TOPMAC (Topical Oil Pooling with Kshirabala Taila and Supplementation

of Ashwagandha Churna) study.

Screening  Baseline

Timepoint Day 1

Intervention period End of treatment

Day29 Day57 Day85 Day113 Day14l Day 169

Potentia participant identification and O
screening

Provision of participant information sheet [
Eligibility assessment O
Informed consent
Interventions
Ashwagandha Churna days 1-168
Karnapurana: weeks 1,5,9,13,17,21
Basic treatment and health education
Assessments
Demographics a
Tympanometry
Pure tone average
Speech recognition threshold
Speech discrimination score

O O o o o

Laboratory investigations

Brainstem Evoked Response Audiometry
Tinnitus Functional |ndex

Montreal Cognitive Assessment

Drug compliance (%)

Concomitant medication

Rescue medication

Adverse reactions

o ooo0ooogoooo o
O oooooogoooo o

O o o o
O o o o
O o o o
O o o o

Setting

Likely eligible participantswould be identified at the outpatient
department of the National Ayurveda Research Ingtitute for
Panchakarma (NARIP). They will be sent for screening at the
Ingtitute for Communicative and Cognitive Neuro Sciences
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(ICCONS). NARIP is an Ayurvedic research hospital, and
ICCONS isamedical hospital in rural Kerala, India
Eligibility Criteria

The intended population is adults aged 60-75 years diagnosed
with mild to moderate presbycusis. Pure tone audiometry (PTA)
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will be performed for octave frequencies between 0.25 and 8
kHz, and the pure tone average will be calculated for 500 Hz,
1 kHz, and 2 kHz. The patients with a pure tone average of

Textbox 1. Eligibility criteria

Vetd

26-55 dB hearing loss will be included. The other eligibility
criteria are shown in Textbox 1.

Inclusion criteria

Exclusion criteria
«  Conductive hearing loss and abnormal middle ear
e Current hearing aid user (>3 months)

«  Patientswith features of dementia

«  Uncontrolled diabetes (hemoglobin A1.>8%).

«  Patients with serum creatinine >the upper limits of the normal

«  History of malignancy within 5 years

«  History of cerebrovascular accident within 1 year

« History of use of ototoxic, psychiatric, and nervous system drugs

«  History of hypersensitivity to thetrial drug or any of itsingredients

«  Continuing addiction to smoking and usage of tobacco in any form

drugs or devices

«  Patients aged 60-75 years diagnosed with mild to moderate presbycusis

« Uncontrolled hypertension (systolic blood pressure >140 mmHg and diastolic blood pressure >90 mmHg)

«  Patients with very high dyslipidemia (total cholesterol >240 mg/dL, low-density lipoprotein >190 mg/dL, high-density lipoprotein >60 mg/dL,
triglycerides >500 mg/dL) National Cholesterol Education Program Adult Treatment Panel 111 classification

«  Patients with aspartate amino transferase and alanine amino transferase >2 times the upper normal limit

« Individualssimultaneously or previously (within 30 days before the investigation starts) participating in aclinical investigation using experimental

Participant | dentification

Screening

Individuals attending the outpatient department of NARIP
identified as likely ligible to participate in the study will be
given a participant information sheet. A trial team member will
check initial digibility if interested in participating. If the person
islikely eligible, the researcher will send them to ICCONS for
further screening.

Eligibility Confirmation

Eligibility confirmation will be done at ICCONS by an
experienced audiologist and neurologist. This assessment will
include tympanometry, PTA, and Montrea Cognitive
Assessment (MoCA). Only patients with a pure tone average
of 26-55 dB hearing loss will be included.

Consent

Written informed consent would be obtained before starting
trial-related procedures or data collection. A suitably qualified
and experienced person delegated by the principal investigator
will get the consent. We have pilot tested the readability and
comprehension level of the consent materials. For participants
with literacy challenges and visual impairment, the bystander
of the participant will help in the informed consent process.

https://www.researchprotocol s.org/2024/1/e55089

Randomization, Blinding, and Allocation Concealment

After giving consent, participants would be randomly chosen
to receive either BTHE for 24 weeks or BTHE+TOPMAC ina
1:1 ratio using the serially numbered opague sealed envelope
provided by the Central Council for Research in Ayurvedic
Sciences (CCRAS) headquarters. It is impossible to blind the
participants or the investigators due to the trial design. The
principal investigator enrolled the participants and assigned the
intervention. However, the investigator conducting the
audiometric evaluation is blinded. The statistician analyzing
the collected data will aso not be blinded to all ocation.

Interventions

Comparator

In BTHE, participants will receive treatment for diabetes
mellitus, hypertension, and dyslipidemiaand counsel related to
lifestyle modification and avoiding alcohol and cigarette use.
Advice on optimizing individual acoustic environments is
provided, including reducing background noise and engaging
in face-to-face conversations to maximize exposure to nonverbal
communication cues. Lip reading classes will also be offered.
This ancillary care is provided within the scope of thistrial.

TOPMAC I ntervention

The topical oil pooling will be done on weeks 1, 5, 9, 13, 17,
and 21. The preparatory procedure includes temporal region
massage with processed gingelly oil (Murchita Tila Taila)
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followed by sudation therapy. The main therapeutic procedure
istoinstill 5mL of Kshirabala Tailain each auditory canal for
15-20 minutes in the morning. The therapy procedure includes
massaging the ear base, and after 15-20 minutes, the oil will be
wiped with dry cotton. Ashwagandha Churna will be
supplemented with a dose of 6 grams at bedtime with 10 mL
of cow’s ghee for 24 weeks. Participants in both groups are
covered under clinical trial insurance.

Study Training

A trained Panchakarma therapist will perform the topical ail
pooling per the institute's standard operating procedure (SOP).
Trained technicians from ICCONS would perform all the
audiometry evaluations. The investigator’s brochure and SOPs
developed for the project are communicated to all the
investigators. Further intermittent meetings of the investigators
are planned. The reorientation/interaction with the study staff
is repeated periodically during the investigators' meeting.

Concurrent Health Carefor All Participants

All participants would be instructed to access routine health
care, including medicines and consultations, with other health
professionals. The details of the cointerventionswould be noted
at the assessments on day 29, day 57, day 85, day 113, and day
141

Primary Outcomes

The primary outcomes include differences in the average 500
Hz, 1 kHz, and 2 kHz in PTA from baseline and after the 24th
week of intervention. PTA is the gold standard for measuring
sensitivity and identifying the presence and degree of hearing
loss. PTA (isolated frequency) over a range of frequencies
critical for everyday listening can determine the degree,
configuration, and type of hearing loss in a manner detailed
enough to assist the health care team in determining the etiology
and prognosis for the hearing loss as well as the optimal
treatment strategy [24]. Pure-tone evaluation is typicaly
performed in a sound-treated booth to reduce the impact of
externa sounds, with the booth environment and electroacoustic
equipment calibrated to American National Standards Institute
standards to optimize intertest and intratest reliability. Primary
outcomes al so include Brainstem Evoked Response Audiometry
(BERA) changesand differencesin speech recognition threshold
and speech discrimination score.

Secondary Outcomes

The secondary outcomes consist of differences in the tinnitus
functional index (TFI) from baseline and after the 24th week
of intervention. The secondary outcome al so includesthe MoCA
score difference. TFl is considered the gold standard for
measuring tinnitus severity. It is a 25-item questionnaire that
identifies the tinnitus severity of the patient by calculating the
overall TFI score. The 8 subscales address 8 critical domains
of negative tinnitus impact: I, intrusive (unpleasantness,
intrusiveness, persistence); SC, sense of control (reduced sense
of control); C, cognitive (cognitive interference); SL, sleep
(deep disturbance); A, auditory (auditory difficulties attributed
to tinnitus); R, relaxation (interference with relaxation); Q,
quality of life (quality of life reduced); and E, emotional
(emotional distress). In this way, the TFl score and subscore

https://www.researchprotocol s.org/2024/1/e55089
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will measure the improvement in subjective well-being and
quality of liferelated to tinnitus.

Adver se Events

Any adverse event or adverse drug reaction, if seen during the
trial period, will be documented suitably, and timely
management would be performed, and the same would be
reported to the ethics committee and the sponsor(s) at the
earliest. Considering the participant’s age and the character of
the intervention, predictable adverse events include
gastrointestinal side effects (nausea, vomiting, and diarrhea),
dizziness, fatigue, ear pain, itching in the ears, and fullnessin
the ears. Safety reporting would begin from the point of
randomi zation and finish when the participant hasfinished their
169th-day assessment.

Sample Size Deter mination

A previously published report on the administration of topical
oil pooling in patients with presbycusis showed that the average
hearing level for the frequency of 500 Hz, 1 kHz, and 2 kHz
after treatment was 53 dB (for air conduction defect of the right
and left ears) [11]. We based our sample size calculation on the
assumption that the average hearing level at these 3 frequencies
will be 50 dB in the TOPMAC+BTHE group, while it will be
60dB inthe BTHE group. A difference of 10 dB after treatment
between both groups has been considered clinically meaningful.
With a standard deviation of 12 dB, 80% power, and a
confidence interval of 95%, the calculated sample sizefor each
arm is 23. The sample size becomes 28.75, rounded to 30 per
arm, adding an attrition rate of 25%. Therefore, 60 participants
must be enrolled in thetrial (30 in each arm). The attrition rate
was based on the clinical experience in treatment compliance.
Moreover, in a previous study [25] on Ayurveda interventions
among ol der participants, such attrition had occurred. Aninterim
analysis will be performed after 25% of the participants
complete the study duration, and then the reassessment of the
attrition rate will be considered along with the original sample
size.

Data Collection

Baseline Assessment

Baseline assessments include demographic data and Ayurveda
parameters. It also includes assessing BERA, TFI, and MoCA
score (Table 1).

Treatment Logs

For BTHE and TOPMAC intervention sessions, the drug
compliance reports will record the date, clinician details, day
of intervention, mode of delivery, and drugs issued.

Follow-Up Assessment

All participantswill attend on day 29, day 57, day 85, day 113,
day 141, and day 169 for follow-up. Drug compliance (%),
concomitant medi cation, and rescue medi cation will be assessed
at al visits. In addition to that, PTA, BERA, laboratory
investigations, TFI, and MoCA score will be repeated on day
85 and day 169 (Table 1).
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Early Discontinuation/Withdrawal of Participants

During the study, participants can withdraw at any time.
Moreover, the investigator may discontinue a participant from
the study if they judge it indispensable for any reason, that is,
if the patient is not ready to continue or is noncompliant with
the study procedure (at least 80% compliance is crucia to
continue in the study); if the patient devel ops alife-threatening
crisisor any other severe sickness due to other pathology, which
requires emergency treatment or making it necessary to
introduce new treatment during the study period; or if the patient
experiences any adverse event or adverse reaction requiring
hospitalization. The decision to withdraw a participant from the
study will be made only by the investigator, who will provide
a thorough justification and indicate further management if
needed. The sponsor and the ethics committee will beinformed
within 2 working days.

Data M anagement

Data would be collected using paper case record forms (CRFS)
and electronic CRFs and maintained by the principal
investigator. Regularly monitoring dataentry and datacollection
processes will be executed during the project. The electronic
CRF for dataentry will also be used to check data accuracy and
validity. The modeling imputation technique will impute any
outlier or missing data. The parameters having follow-ups will
be imputed through the time series modeling, and those with
single-point observationswill beimputed with the population’s
average or median depending on the variable’ sdistribution. The
datawill be collected and entered in the CRFsidentified by the
enrollment 1Ds only. The consent document and the screening
and baseline information containing the participants’ names or
identitieswill be secured more cautiously. The electronic format
will be locked by password, and access to this data set will be
restricted to authorized persons only. The shared data file will
be locked with a separate code that can be accessed after the
code is disclosed on request. The statistician at the CCRAS
headquarters will analyze the data. After completion of the
study, the datawill be stored for at least 5 years.

Statistical M ethods

Data will be managed through SPSS software (version 29.0;
IBM Corp). The datawould beindividually analyzed for central
tendencies (mean, median), range, standard error, standard
deviation, and 95% Clsfor each intervention armin each of the
groups in the study. Data will be tabulated and graphically
shown using a standard format, Microsoft Excel, and other
software programs. For nonparametric values, the Wilcoxon
signed-rank test and Mann-Whitney U test will be performed,
and for parametric values, a paired 2-sided t test and Student t
test will be done. Further, multivariable regression and Cox
regression analyses will be used if any confounding factor or
censored data are found during the analysis. Bayesian analysis
may also be performed if any necessity arises after the initial
phase of dataanalysis. Thisstudy will assess patientswith mild
to moderate presbycusis based on impairment. Clinicaly, it is
established that participants with moderate impairment have a
lesser chance of cure and persons with mild impairment have
a higher chance of cure, which is the available information
before the study starts. Therefore, we use this information as
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prior distribution to calcul ate the | ater treatment response of the
participants. Further, Bayesian analysis gives another angle to
explore the outcome and reduce the researcher’s dependency
on P values.

Regression analysis will control the diversity during analysis
and stratify results by demographic factors such as sex,
socioeconomic status, and comorbidities. The analysis will be
done by stratifying these factors to estimate the effect of the
intervention as accurately as possible. The regression analysis
will consider these factors to determine the intervention's
adjusted effect. In the case of dichotomous or multinomial type
of data, a separate analysiswill be performed for each stratum,
or logistic regression analysis will be used.

Data Monitoring

Thisstudy will be monitored by the Dataand Safety Monitoring
Board of the TOPMAC project at NARIP, Cheruthuruthy. A
particular quality control program would be initiated to secure
an agreement with the present approved protocol, good clinical
practice, related regulations, and SOPs of NARIP. The principal
investigator will develop data management and monitoring
plansand managethetria’sdaily activities. The Dataand Safety
Monitoring Board team will perform quality assurance checks
to ensuretheintegrity of randomization, study entry procedures,
and data collection. The Data and Safety Monitoring Board
team will conduct at least one e-Clinical Research Form
inspection once a year. Additionally, the sponsor may monitor
or audit the study per the approved protocol, good clinical
practice, relevant regulations, and SOPs.

Ethics Approval and Dissemination

The indtitutional  ethics committees a  NARIP
(3/1/2020/NARIP/Tech/2036 dated January 31, 2023) and
ICCONS (IEC006 dated March 21, 2023) approved this study
(protocol-1 dated February 3, 2023). This study was registered
on April 11, 2023 (CTRI/2023/04/051485). This protocol is
reported according to the SPIRIT (Standard Protocol Items:
Recommendations for Interventional Trials) statement [26]
(completed SPIRIT checklist: Multimedia Appendix 1). Results
would be published in a peer-reviewed journal with authorship
eligibility according to the criteria of the International
Committee of Medical Journal Editors.

Results

Thisproject wasfunded in January 2023. Theinstitutional ethics
committees a NARIP (3/1/2020/NARIP/Tech/2036 dated
January 31, 2023) and ICCONS (IEC006 dated March 21, 2023)
approved thisstudy. Thefirst patient was enrolled in September
2023; 22 participantswere enrolled as of August 2024. The data
analysis is yet to start, and the results are expected to be
published by January 2025.

Discussion

This randomized exploratory tria is proposed to assess the
efficacy of TOPMAC intervention in improving the hearing
status of adults aged 60-75 years with mild to moderate
presbycusis.
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Strength

The TOPMAC intervention was methodically developed,
amalgamating existing best and anecdotal shreds of evidence,
and is the first trial to evaluate the effectiveness of Ayurveda
intervention in presbycusis as an add-on to BTHE. The
guantitative outcome measures included in this trial will give
valid data about the possibility of performing a definitive
randomized controlled trial of the TOPMAC intervention.

Limitations

This study has limitations, as only effectiveness outcomes are
included and not feasibility outcomes. Thistrial design has no
follow-up period. The lasting effects of the treatment on
presbycusis and associated symptoms may need to be assessed.
Nevertheless, a case study has been reported, wherein the
treatment effect of Ayurvedic medicines in presbycusis was
sustained for afollow-up period of 6 monthswhen no treatment
was administered [23]. This study will apply only to Asian
countries where Ayurveda is practiced. Nonetheless, the
applicability of this protocol is limited in other continents.
However, they could also replicate this model if there is
accessibility of trained Panchakarma therapists to perform the
Karnapuranaprocedure and if they have regulatory permissions
to use Ashwagandha.

Vetd

Another limitation is the absence of subjective Ayurvedic
diagnostics in the research design, which might influence the
broader integration of Ayurvedic treatments into conventional
medical practice. However, Badhirya and Karnanada are
described in Ayurveda and can be correlated with various
symptoms of presbycusis. Although the standardized or
validated assessment criteria for severity are not available in
Ayurveda terminology, the outcome measuresitools for the
assessment of presbycusis are conceptually applicable to
inferring the resultsfor Badhirya. Further, this protocol evaluates
the patient’s prakriti (psychosomatic constitution) by using the
standardized Ayur Prakriti web portal developed by CCRAS
[27]. Prakriti is considered an essential part of Ayurvedic
diagnostics [28]. Although TFI is a robust tool for assessing
tinnitusimpact, the absence of abroader quality of life measure
for other dimensions possibly affected by the treatment is yet
another limitation of this protocol. These limitations will be
considered in the future definitive randomized controlled trial.

Conclusion

If this exploratory trial is proven effective, it will steer the
setting of a definitive randomized controlled trial, which will
incorporate the limitations as described above, to test whether
the TOPMAC intervention can be incorporated as a
cost-effective integrative approach for managing presbycusis.

Acknowledgments

Wethank Dr VC Deep, Assistant Director (Ayurveda), for the administrative support in this project. We would also like to thank
Dr Rabinarayan Acharya, Director General at Central Council for Research in Ayurvedic Sciences headquarters, for the support.
Thisresearch is funded and sponsored by the Central Council for Research in Ayurvedic Sciences, Janakpuri, New Delhi, India
The funder isinvolved in the study design, data collection, data management, data analysis, data interpretation, writing of the
report, and submitting the report for publication.

Authors Contributions

KKV, the principal investigator, conceived and designed the study and drafted the manuscript. SVT, MCN, PGN, NML, AS,
PM, BY, BCSR, SD, and SN contributed to the study design, provided specific content, and edited thetria protocol and manuscript.
AT provided statistical oversight. KKV acts as a guarantor. All authors have reviewed and approved the final manuscript.

Conflictsof Interest

KKV, PGN, AT, PM, BY, BCSR, SD, and SN work in the sponsor organization. However, the trial medicines are not proprietary
drugs manufactured or marketed by the sponsor. These are Ayurveda medicines mentioned in the classical texts. There are no
personal financial interests related to the subject matters discussed in the manuscript. The other authors declare no conflicts of
interest.

Multimedia Appendix 1

SPIRIT (Standard Protocol Items: Recommendations for Interventional Trials) checklist.
[PDE File (Adobe PDF File), 223 KB-Multimedia Appendix 1]

References
1. Gates GA, Mills JH. Presbycusis. Lancet. 2005;366(9491):1111-1120. [doi: 10.1016/S0140-6736(05)67423-5] [Medline:
16182900]

2. Wattamwar K, Qian ZJ, Otter J, Leskowitz MJ, Caruana FF, Siedlecki B, et a. Increasesin the rate of age-related hearing
lossin the older old. JAMA Otolaryngol Head Neck Surg. Jan 01, 2017;143(1):41-45. [doi: 10.1001/jamaot0.2016.2661]
[Medline: 27632707]

3.  RenF, MaW,LiM, SunH, XinQ, Zong W, et a. Gray matter atrophy is associated with cognitive impairment in patients
with presbycusis: a comprehensive morphometric study. Front Neurosci. 2018;12:744. [FREE Full text] [doi:
10.3389/fnins.2018.00744] [Medline: 30405333]

https://www.researchprotocols.org/2024/1/e55089 JMIR Res Protoc 2024 | vol. 13 | €55089 | p. 7

(page number not for citation purposes)


https://jmir.org/api/download?alt_name=resprot_v13i1e55089_app1.pdf&filename=262e58114cfaa2e354b28d1dd572c590.pdf
https://jmir.org/api/download?alt_name=resprot_v13i1e55089_app1.pdf&filename=262e58114cfaa2e354b28d1dd572c590.pdf
http://dx.doi.org/10.1016/S0140-6736(05)67423-5
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16182900&dopt=Abstract
http://dx.doi.org/10.1001/jamaoto.2016.2661
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27632707&dopt=Abstract
https://europepmc.org/abstract/MED/30405333
http://dx.doi.org/10.3389/fnins.2018.00744
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30405333&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Vetd

4,

10.

11.

12.

13.

14.
15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

Lin FR, Thorpe R, Gordon-Salant S, Ferrucci L. Hearing loss prevalence and risk factors among older adultsin the United
States. JGerontol A Biol Sci Med Sci. May 2011;66(5):582-590. [FREE Full text] [doi: 10.1093/gerona/glr002] [Medline:
21357188]

No authors listed. Hear and now. Why GPs need to think again about age-related hearing loss. Health Serv J. Dec 06,
2013;123(6378):Suppl 1-Suppl17. [Medline: 24693579

SousaCSD, Castro Janior ND, Larsson EJ, Ching TH. Risk factorsfor presbycusisin asocio-economic middle-class sample.
Braz JOtorhinolaryngol. 2009;75(4):530-536. [ FREE Full text] [doi: 10.1016/S1808-8694(15)30492-4] [Medline; 19784422]
Government of India, Ministry of Health and Family Welfare. National Programme for Prevention and Control of Deafness.
2016. Last accessed on 2023 June 23; Last updated on 2016 Jun. 2016:29. [doi: 10.5005/jp/books/13071_34]
Nacher-Soler G, Garrido JM, Rodriguez-Serrano F. Hearing regeneration and regenerative medicine: present and future
approaches. Arch Med Sci. Jul 2019;15(4):957-967. [FREE Full text] [doi: 10.5114/a0ms.2019.86062] [Medline: 31360190]
McCormack A, Fortnum H. Why do peopl e fitted with hearing aids not wear them? Int J Audiol. May 2013;52(5):360-368.
[FREE Full text] [doi: 10.3109/14992027.2013.769066] [Medline: 23473329]

McFerran DJ, Stockdale D, HolmeR, Large CH, Baguley DM. Why isthere no curefor tinnitus? Front Neurosci. 2019;13:802.
[FREE Full text] [doi: 10.3389/fnins.2019.00802] [Medline: 31447630]

Hobson J, Chisholm E, El Refaie A. Sound therapy (masking) in the management of tinnitus in adults. Cochrane Database
Syst Rev. Nov 14, 2012;11(11):CD006371. [FREE Full text] [doi: 10.1002/14651858.CD006371.pub3] [Medline: 23152235]
Kishor P. Concepts of human physiology in Ayurveda. Samyak Vak Series. 2008. URL : https://web-archive.
southampton.ac.uk/cogprints.org/7033/1/Chapter_in_sowarigpa_and_ayurveda.pdf [accessed 2024-08-31]

ChenY, Liang N, Li X, Yang S, Wang Y, Shi N. Diagnosis and treatment for mild cognitive impairment: a systematic
review of clinical practice guidelines and consensus statements. Front Neurol. 2021;12:719849. [FREE Full text] [doi:
10.3389/fneur.2021.719849] [Medline: 34712197]

Dwivedi R. Shalakya Tantra(Nimi Tantra) Karna-Badirya Adhyaya. Varanasi. Chaukhamba K rishnadas Academy; 2006:12.
Kurabi A, Pak KK, Bernhardt M, Baird A, Ryan AF. Discovery of a biological mechanism of active transport through the
tympanic membraneto the middie ear. Sci Rep. Mar 07, 2016;6:22663. [ FREE Full text] [doi: 10.1038/srep22663] [Medline:
26946957]

Vagbhata AH. Bhisagacharya Harisastri Paradakara Vaidya. Varanasi. Chaukhamba Orientalia; 2011.

Khurana N, Gajbhiye A. Ameliorative effect of Sida cordifoliain rotenone induced oxidative stress model of Parkinson's
disease. Neurotoxicology. Dec 2013;39:57-64. [doi: 10.1016/j.neuro.2013.08.005] [Medline: 23994302]

Teshigawara K, Kuboyama T, Shigyo M, Nagata A, Sugimoto K, Matsuya Y, et al. A novel compound, denosomin,
ameliorates spinal cord injury viaaxonal growth associated with astrocyte-secreted vimentin. Br J Pharmacol. Feb
2013;168(4):903-919. [FREE Full text] [doi: 10.1111/].1476-5381.2012.02211.x] [Medline: 22978525]

Farooqui AA, Farooqui T, Madan A, Ong JH-J, Ong W-Y. Ayurvedic medicine for the treatment of dementia: mechanistic
aspects. Evid Based Complement Alternat Med. 2018;2018:2481076. [ FREE Full text] [doi: 10.1155/2018/2481076]
[Medline: 29861767]

Choudhary D, Bhattacharyya S, Bose S. Efficacy and safety of Ashwagandha (Withania somnifera(L.) Dunal) root extract
in improving memory and cognitive functions. J Diet Suppl. Nov 02, 2017;14(6):599-612. [doi:
10.1080/19390211.2017.1284970] [Medline: 28471731]

SharmasS, Dahanukar S, Karandikar S. Effects of long-term administration of the roots of Ashwagandha (Withaniasomnifera)
and Shatavari (Asparagus racemosus) in rats. Indian Drugs. 1986. URL : https://www.scienceopen.com/
document?vid=628e963e-0f 1d-4fd9-80f 8-abdf 0742b02e [ accessed 2024-08-31]

Xing D, Yoo C, Gonzalez D, Jenkins V, Nottingham K, Dickerson B, et al. Effects of acute Ashwagandha ingestion on
cognitive function. Int J Environ Res Public Health. Sep 20, 2022;19(19):11852. [FREE Full text] [doi:
10.3390/ijerph191911852] [Medline: 36231152]

Angadi S, Kotrannavar V. A case discussion on presbyacusis. J Ayurveda Integr Med. Jan 2013;4(1):48-51. [FREE Full
text] [doi: 10.4103/0975-9476.109555] [Medline: 23741163]

Musiek FE, Shinn J, Chermak GD, Bamiou D. Perspectives on the pure-tone audiogram. JAm Acad Audiol.
2017;28(7):655-671. [doi: 10.3766/jaaa.16061] [Medline: 28722648]

Dey AB, Gambhir IS, Hazra J, et al. Safety and efficacy of ayush rasayanaA and B inimproving functionality of the elderly
— A single-arm multicenter study. Journal of the Indian Academy of Geriatrics. 2022;18(2):49-57. [doi:
10.4103/jiag.jiag_5_22]

Chan A, Tetzlaff J, Altman D, Laupacis A, Getzsche PC, Krleza-Jeri¢ K, et a. SPIRIT 2013 statement: defining standard
protocol itemsfor clinical trials. Ann Intern Med. Mar 05, 2013;158(3):200-207. [FREE Full text] [doi:
10.7326/0003-4819-158-3-201302050-00583] [Medline: 23295957]

Singh R, Sharmal, Ota S, Gupta B, Singhal R, Rana R, Monika, et a. Development of a standardized assessment scale
for assessing (psychosomatic constitution). AY U. 2022;43(4):109-129. [doi: 10.4103/ayu.ayu 239 22]

Rastogi S. Development and validation of a Prototype Prakriti Analysis Tool (PPAT): Inferences from a pilot study. Ayu.
Apr 2012;33(2):209-218. [FREE Full text] [doi: 10.4103/0974-8520.105240] [Medline: 23559792]

https://www.researchprotocols.org/2024/1/e55089 JMIR Res Protoc 2024 | vol. 13 | €55089 | p. 8

(page number not for citation purposes)


https://europepmc.org/abstract/MED/21357188
http://dx.doi.org/10.1093/gerona/glr002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21357188&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24693579&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S1808-8694(15)30492-4
http://dx.doi.org/10.1016/S1808-8694(15)30492-4
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19784422&dopt=Abstract
http://dx.doi.org/10.5005/jp/books/13071_34
http://hdl.handle.net/10668/14337
http://dx.doi.org/10.5114/aoms.2019.86062
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31360190&dopt=Abstract
https://europepmc.org/abstract/MED/23473329
http://dx.doi.org/10.3109/14992027.2013.769066
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23473329&dopt=Abstract
https://europepmc.org/abstract/MED/31447630
http://dx.doi.org/10.3389/fnins.2019.00802
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31447630&dopt=Abstract
https://europepmc.org/abstract/MED/23152235
http://dx.doi.org/10.1002/14651858.CD006371.pub3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23152235&dopt=Abstract
https://web-archive.southampton.ac.uk/cogprints.org/7033/1/Chapter_in_sowarigpa_and_ayurveda.pdf
https://web-archive.southampton.ac.uk/cogprints.org/7033/1/Chapter_in_sowarigpa_and_ayurveda.pdf
https://europepmc.org/abstract/MED/34712197
http://dx.doi.org/10.3389/fneur.2021.719849
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34712197&dopt=Abstract
https://doi.org/10.1038/srep22663
http://dx.doi.org/10.1038/srep22663
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26946957&dopt=Abstract
http://dx.doi.org/10.1016/j.neuro.2013.08.005
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23994302&dopt=Abstract
https://europepmc.org/abstract/MED/22978525
http://dx.doi.org/10.1111/j.1476-5381.2012.02211.x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22978525&dopt=Abstract
https://doi.org/10.1155/2018/2481076
http://dx.doi.org/10.1155/2018/2481076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29861767&dopt=Abstract
http://dx.doi.org/10.1080/19390211.2017.1284970
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28471731&dopt=Abstract
https://www.scienceopen.com/document?vid=628e963e-0f1d-4fd9-80f8-abdf0742b02e
https://www.scienceopen.com/document?vid=628e963e-0f1d-4fd9-80f8-abdf0742b02e
https://www.mdpi.com/resolver?pii=ijerph191911852
http://dx.doi.org/10.3390/ijerph191911852
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=36231152&dopt=Abstract
https://europepmc.org/abstract/MED/23741163
https://europepmc.org/abstract/MED/23741163
http://dx.doi.org/10.4103/0975-9476.109555
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23741163&dopt=Abstract
http://dx.doi.org/10.3766/jaaa.16061
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28722648&dopt=Abstract
http://dx.doi.org/10.4103/jiag.jiag_5_22
https://www.acpjournals.org/doi/abs/10.7326/0003-4819-158-3-201302050-00583?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub  0pubmed
http://dx.doi.org/10.7326/0003-4819-158-3-201302050-00583
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23295957&dopt=Abstract
http://dx.doi.org/10.4103/ayu.ayu_239_22
http://www.ayujournal.org/article.asp?issn=0974-8520;year=2012;volume=33;issue=2;spage=209;epage=218;aulast=Rastogi;type=2
http://dx.doi.org/10.4103/0974-8520.105240
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23559792&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Vetd

Abbreviations

BERA: Brainstem Evoked Response Audiometry

BTHE: basic treatment and health education

CCRAS: Centra Council for Research in Ayurvedic Sciences

CRF: caserecord form
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TOPMAC: Topica Oil Pooling with Kshirabala Taila and Supplementation of Ashwagandha Churna

Edited by A Mavragani; submitted 02.12.23; peer-reviewed by Y Chu; commentsto author 25.01.24; revised version received 01.02.24;
accepted 15.07.24; published 23.09.24

Please cite as:

V KK, Thomas SV, C Nair M, Nair PG, L NM, SA, Tripathi A, Mundada P, Yadav B, RaoBCS D S NS

Ayurvedic Management of Presbycusis (Project TOPMAC): Protocol for an Exploratory Randomized Controlled Trial
JMIR Res Protoc 2024, 13:e55089

URL: https.//mww.researchprotocols.org/2024/1/e55089

doi: 10.2196/55089

PMID:

©Krishna Kumar V, Sanjeev V Thomas, Murugan C Nair, Parvathy G Nair, NishaM L, Anuradha S, Arunabh Tripathi, Pallavi
Mundada, Babita Yadav, B C S Rao, Sudhakar D, Srikanth N. Originally published in JMIR Research Protocols
(https://www.researchprotocols.org), 23.09.2024. This is an open-access article distributed under the terms of the Creative
Commons Attribution License (https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided the original work, first published in IMIR Research Protocols, is properly cited. The
complete bibliographic information, a link to the original publication on https.//www.researchprotocols.org, as well as this
copyright and license information must be included.

https://www.researchprotocols.org/2024/1/e55089 JMIR Res Protoc 2024 | vol. 13 | €55089 | p. 9
(page number not for citation purposes)

RenderX


https://www.researchprotocols.org/2024/1/e55089
http://dx.doi.org/10.2196/55089
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

