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Abstract

Stress-related disorders, including generalized anxiety disorder, clinical depression, and psychosomatic
illnesses, constitute a substantial and growing component of the global burden of disease and account for
approximately 12-15% of mental health consultations worldwide.t Although modern medicine commonly
employs target-specific psychopharmacological agents, such as selective serotonin reuptake inhibitors
(SSRIs) and benzodiazepines, their clinical use may be associated with adverse effects, including
gastrointestinal disturbances, weight gain, metabolic alterations, and cognitive or motor impairment.2
This review examines stress from the perspective of Unani (Greco-Arab) medicine, with particular
emphasis on its classical theoretical framework, historical contributions to psychiatric medicine, and
contemporary pharmacological evidence. In Unani Tibb, stress-related psychological disorders are
considered within the broader category of Amraz-e-Nafsaniya. The Unani approach conceptualizes
psychological distress in relation to disturbances of Mizaj (temperament) and Akhlat (humours),
particularly alterations associated with Safra (yellow bile) and Sauda (black bile). These disturbances are
traditionally considered to influence the temperament and functioning of Ruh (vital spirit) and Qalb
(heart), thereby affecting the regulatory capacity of Tabiyat.

Unani medicine offers a multidimensional approach to the management of stress through the regulation
of Asbab-e-Sitta Zarooriya (the six essential causes), Ilaj-bil-Tadbeer (regimental therapy), and Ilaj-bil-
Dawa (pharmacotherapy). Regimental approaches include interventions such as Dalk-e-Layyin (gentle
massage), while several medicinal plants traditionally used in Unani medicine have also been investigated
for their potential adaptogenic, anxiolytic, and neuroprotective effects.®,'> Among these, Withania
somnifera (Asgand), Nardostachys jatamansi (Jatamansi), and Bacopa monnieri (Brahmi) have received
particular scientific attention. Available experimental and clinical evidence suggests that these botanicals
may influence the hypothalamic—pituitary—adrenal (HPA) axis, modulate stress-related neuroendocrine
responses, and influence oxidative and inflammatory pathways.3

This review therefore explores the potential role of Unani principles and interventions in stress
management while examining their possible correlations with contemporary concepts of
psychoneuroimmunology.
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Introduction: Historical and Philosophical Foundations of Unani Psychiatry

The interrelationship between psychological and physical health is a fundamental principle of the Unani
system of medicine. Originating in ancient Greece and subsequently developed and enriched by physicians
and scholars of the medieval Islamic, Iranian, and Indian worlds, Unani medicine has traditionally viewed
mental and physical health as closely interconnected. t°

Within Unani medicine, disorders related to mental and psychological disturbances are broadly classified
under Amraz-e-Nafsaniya. Rather than considering mental disorders as exclusively cerebral conditions,
the Unani approach views them as systemic disturbances that may influence the functioning of the
individual as a whole.® This holistic understanding emphasizes the close relationship between the mind,
body, temperament, humours, and vital functions.

The foundations of Unani psychiatry can be traced to Hippocrates (Bugrat, approximately 460-370 BC),
who challenged supernatural explanations of mental illness and emphasized natural and bodily causes. He
associated disturbances of mental functioning with alterations in the humoral constitution of the
individual.” This approach contributed to the development of psychiatry as a field grounded in natural and
somatic medicine rather than supernatural explanations.'®

Galen (Jalinoos, approximately 130-205 AD) further developed the humoral understanding of mental and
behavioural disorders. He related various physical and psychological manifestations to disturbances of the
humours and temperament (Mizaj). His writings also contributed to the understanding of emotional and
psychosomatic manifestations, including conditions associated with persistent emotional distress and
behavioural changes.!®

During the Islamic Golden Age, the knowledge of Greek medicine was further developed and integrated
with clinical experience by Muslim physicians. Rabban Tabari (775-890 AD), in his encyclopaedic work
Firdaus-ul-Hikmabh, discussed the functions of the nervous faculty (Quwwat-e-Nafsaniya) and its role in
maintaining the functional balance of the body.® His descriptions contributed to the broader Unani
understanding of the relationship between the nervous system, psychological functions, and the body's
innate self-regulatory capacity, known as Tabiyat.¢

A significant advancement in the clinical understanding of psychological disorders was made by Abu Bakr
Muhammad ibn Zakariya al-Razi (Al-Razi, 865-925 AD). As a physician associated with the hospital of
Baghdad, Al-Razi contributed substantially to the development of humane and rational approaches to the
care of patients with mental disorders. His work Al-Tibb al-Ruhani addressed psychological and
behavioural problems and emphasized rational approaches to the management of distressing thoughts and
behaviours.??,?°

Al-Razi's contribution is particularly important in the history of psychiatric medicine because historical
accounts associate him with the establishment of a dedicated section for patients with mental illness in
Baghdad.”®,® His clinical approach emphasized observation, compassionate care, and individualized
management. Contemporary historical literature also recognizes his contribution to early forms of
psychological treatment and psychiatric aftercare.?

Ibn Sina (Avicenna, 980-1037 AD) further systematized the understanding of psychological disorders in
his influential medical work Al-Qanun fi al-Tibb (The Canon of Medicine). He described several
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psychological and psychiatric conditions, including Malikhuliya (melancholia), Waswas (obsessive
thoughts), and Al-Ishq (the disorder of love).?* Ibn Sina also recognized the close relationship between
psychological stress and physical manifestations and used clinical observations, including pulse
assessment (Nabz), to identify emotional and psychological disturbances.?*

In his treatise A Treatise on the Fear of Death and the Way to Overcome It, Ibn Sina discussed the
psychological basis of fear and anxiety and emphasized the role of cognitive perceptions in maintaining
distress.?® His approach suggests that maladaptive thoughts and misconceptions surrounding mortality
could contribute to persistent anxiety and that rational reflection and cognitive restructuring could help
alleviate such distress.2*The historical development of Unani psychiatry therefore reflects a progressive
integration of physiological, psychological, and behavioural concepts. From the humoral explanations of
Hippocrates and Galen to the clinical and philosophical contributions of Rabban Tabari, Al-Razi, and Ibn
Sina, the Unani tradition developed a comprehensive view of mental health in which psychological states
were considered closely connected with bodily functions, temperament, and overall health

Historical Period & Figure = Key Contributions to

Unani Psychiatry

Clinical & Epistemological
Impact

Humoral theory of mental
illness; rejected supernatural
demonology’

Established psychiatry as a
branch of natural science and
somatic medicine®®

Hippocratic Era

Hippocrates (460-377 BC)’

Roman Era Mapped physical syndromes = Standardized humoral
to specific humours;  psychology and the concept

Galen (130-205 AD)® described  psychosomatic = of temperament (Mizaj)*
effects of emotional

repression?®

Linked

Islamic Golden Age

Rabban Tabari
AD)®

(775-890

Islamic Golden Age

Al-Razi (865-925 AD)*®

Medieval Era

Ibn Sina (980-1037 AD)*

Described nervous faculty
(Quwwate nafsania) in
Firdausul Hikmah

[cite: 6, 16]

Founded the first psychiatric
ward; authored Al-Tibb al-
Ruhani; used  cognitive
therapy and music therapy?°

Categorized Malikhuliya and
Al-Ishq; developed cognitive
treatments for death-related
anxiety?*

psychological
administrative power with
the body's innate self-
preservation force, Tabiyat
[cite: 6]

Introduced humane
psychiatric care, systematic
case histories, and
transitional aftercare!®

Validated  psychosomatic
feedback loops using clinical
pulse diagnosis (Nabz)?*

IJFMR260486220

Volume 8, Issue 4, July-August 2026



http://www.ijfmr.com/

~ Y International Journal for Multidisciplinary Research (IJFMR)

i

IJFMR E-ISSN: 2582-2160 e Website: www.ijfmr.com e Email: editor@ijfmr.com

Theoretical Framework of Stress in Unani Medicine

The Concept of Mizaj (Temperament) and Stress Vulnerability

According to Unani physiology, Mizaj (temperament) is a fundamental determinant of an individual's

physical, physiological, and psychological characteristics.! Mizaj represents the dynamic balance resulting

from the interaction of four primary qualities: Hararat (heat), Barudat (coldness), Yubusat (dryness), and

Rutub'at (moisture).z Each individual possesses a primary or constitutional temperament, referred to as

Mizaj-e-Ula.”

Unani classical literature broadly classifies human temperaments into four major types and associates each

with characteristic psychological tendencies and potential differences in stress susceptibility.! These

include:

e Damvi (Sanguine — Hot and Moist): Generally associated with optimism, adaptability, and emotional
resilience. Individuals with this temperament are traditionally considered relatively adaptable to
stressful situations.

e Safravi (Choleric — Hot and Dry): Characterized by rapid mental processing, ambition, and a
tendency towards irritability or anger. Individuals with a Safravi temperament may be more prone to
acute emotional arousal and anxiety associated with excessive activity and irritability.t

e Balghami (Phlegmatic — Cold and Moist): Traditionally characterized by a calm and composed
disposition, slower processing of information, and relative psychological endurance.

e Saudavi (Melancholic — Cold and Dry): Traditionally associated with analytical and reflective
thinking. This temperament has been described as being more susceptible to persistent worry,
obsessive thoughts, and depressive states because of its cold and dry characteristics.

Clinical observations reported in Unani literature indicate that individuals with a melancholic

temperament of the brain (Mizaj-e-Dimagh Saudawi) may have greater susceptibility to chronic

psychological and occupational stress than individuals with other temperamental patterns. *

Humoral Pathology of Stress: Ihterag-e-Akhlat

According to the Unani system of medicine, maintaining a balanced state of the four humours (Akhlat) is
essential for the preservation of health.® Stress and prolonged emotional disturbances are considered
among the factors that may disturb this balance and contribute to pathological changes. Excessive stress
and persistent worry are traditionally described as producing abnormal heat within the body, which may
contribute to the process of Ihterag-e-Akhlat (abnormal combustion or alteration of the humours).®

In chronic stress, persistent emotional and physiological strain is traditionally associated with changes in
the humoral state, particularly involving Safra and Sauda.t Prolonged humoral alteration may lead to the
formation of Muhtariq Sauda (burnt or altered black bile), which is described in Unani literature as a
pathological substance capable of adversely affecting tissues.® Such alterations are traditionally associated
with the development of a Sue-Mizaj-e-Barid Yabis (cold and dry mal-temperament) in the brain.*
According to this conceptual framework, excessive coldness and dryness may reduce the moisture and
flexibility of cerebral tissues and consequently affect cognitive and psychological functions. This state has
been associated with manifestations of Malikhuliya (melancholia), including persistent sadness,
unfounded fears, social withdrawal, and obsessive thoughts (Waswas).* The severity of these
manifestations is traditionally considered to be related to the extent of pathological humoral alteration
affecting the brain.
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The Role of Ruh (Vital Spirit) and Tabiyat (Homeostasis)

The physiological effects of stress can be understood within the Unani concepts of Ruh (vital spirit) and

Tabiyat (the body's self-regulatory and administrative capacity).® According to Unani physiology, Ruh is

a subtle substance originating from the interaction of the pure humours and inspired air. It serves as the

vehicle for the physical, vital, and psychic functions of the body.”

Unani medicine describes three principal forms of Ruh:

e Ruh-e-Taba'iy (Natural Spirit): Associated with the liver and involved in metabolic and digestive
functions.®

e Ruh-e-Haywani (Vital Spirit): Associated with the heart and involved in maintaining vital functions,
including circulation and emotional responses.®

e Ruh-e-Nafsani (Psychic Spirit): Associated with the brain and involved in sensory perception,
memory, and voluntary movements.®

Stress is considered to influence particularly the temperament and functioning of Ruh-e-Nafsani and Ruh-

e-Haywani.” Excessive mental strain and persistent worry are traditionally described as depleting vital

strength, potentially resulting in cerebral weakness (Zauf-e-Dimagh) and weakness of the heart (Zauf-e-

Qalb).® Such disturbances may subsequently affect Tabiyat, the self-regulatory principle responsible for

maintaining physiological balance and supporting the body's natural resistance and recovery processes.*

Within the Unani framework, prolonged humoral disturbances associated with chronic stress may

adversely affect Tabiyat, thereby reducing the body's natural capacity to maintain equilibrium and

predisposing the individual to illness.>

Neuroendocrine and Psychoneuroimmunological Relationships

When the classical concepts of Unani medicine are considered alongside contemporary biomedical
knowledge, several conceptual parallels can be observed in the understanding of stress and its
physiological consequences.” Modern physiology describes stress as a coordinated neuroendocrine
response involving the sympathetic-adrenomedullary (SAM) system and the hypothalamic—pituitary—
adrenal (HPA) axis.’

Perception of a stressful stimulus by the brain, particularly through limbic and related neural networks,
activates the hypothalamus and subsequently stimulates both the SAM and HPA pathways.*

Activation of the SAM axis results in the rapid release of catecholamines, principally adrenaline and
noradrenaline, producing the characteristic “fight-or-flight” response.® These changes are associated with
increased heart rate, respiratory activity, alertness, and metabolic activity, which may be conceptually
compared with the Unani description of increased Hararat and manifestations such as palpitations
(Khafagan), rapid breathing, and agitation.’

Concurrently, activation of the HPA axis leads to the release of corticotropin-releasing hormone (CRH)
from the hypothalamus. CRH stimulates the anterior pituitary gland to release adrenocorticotropic
hormone (ACTH), which subsequently stimulates the adrenal cortex to produce cortisol.’

Under conditions of prolonged or repeated stress, persistent activation of the HPA axis may contribute to
sustained elevations in cortisol and may be associated with alterations in glucocorticoid signalling,
systemic inflammation, and changes in neural plasticity.3

Within the conceptual framework of Unani medicine, prolonged stress and persistent emotional
disturbances are described in terms of humoral alterations and Ihterag-e-Akhlat.> The chronic pathological
process described in Unani literature may be considered, at a conceptual level, alongside modern
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mechanisms involving oxidative stress, inflammatory responses, and tissue damage. However, these
concepts arise from different theoretical frameworks and should not be considered biologically identical.’
Thus, the relationship between chronic stress, neuroendocrine activation, inflammation, and psychological
manifestations provides a potential framework for exploring parallels between Unani concepts of humoral
disturbance and contemporary psychoneuroimmunology. Such comparisons may help generate
hypotheses for further scientific investigation while preserving the distinct theoretical foundations of the

Unani system.®
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The Six Essential Causes (Asbab-e-Sitta Zarooriya) as Lifestyle Medicine

The foundation of preventive medicine and therapeutic principles in Unani medicine is based on the proper
Asbab-e-Sitta Zarooriya (the six essential causes of life).* According to Unani
philosophy, the maintenance of health depends upon an appropriate balance among these six essential
factors, and disturbances in their regulation may adversely affect Mizaj and contribute to the development

regulation of the

of disease.®
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The six essential causes may be viewed in relation to several principles of contemporary lifestyle medicine,
particularly those emphasizing healthy environmental conditions, balanced nutrition, appropriate physical
activity, adequate sleep, psychological well-being, and regular physiological elimination. However, these
represent a conceptual comparison rather than an exact equivalence between the two medical frameworks.
1. Hawa-e-Muhit (Atmospheric Air)

Clean and balanced air is considered essential in Unani medicine for maintaining the quality and proper
functioning of Ruh through respiration.3* Continuous exposure to unhealthy, poorly ventilated, narrow, or
dark environments is traditionally considered capable of disturbing the temperament of Ruh-e-Nafsani and
contributing to psychological disturbances such as Malikhuliya.” Fresh and clean air is therefore regarded
as important for maintaining the appropriate state of Ruh (Ta'dil-e-Ruh).32

1. Hawa-e-Muhit (Atmospheric Air) — Continued

Contemporary evidence also suggests that prolonged exposure to air pollution may contribute to systemic
and neuroinflammatory processes and may be associated with an increased risk of depressive symptoms.3*
This provides a potential contemporary perspective for understanding the importance traditionally
attributed to environmental air quality in Unani medicine.

2. Makool-wa-Mashroob (Foods and Drinks)

Food and drink are regarded as important sources of nourishment and are considered fundamental to the
formation and maintenance of balanced humours.” According to Unani dietotherapy (llaj-bil-Ghiza),
individual foods possess specific temperamental qualities that may interact with the Mizaj of an
individual.*®

Regular consumption of highly processed, excessively salty, sour, dry, or spicy foods is traditionally
considered capable of increasing the production of Safra and Sauda.*®* During prolonged stress, impaired
digestion and metabolism (Istehala) may further contribute to the formation of Akhlat-e-Ghair-Tabi'iyah
(abnormal or pathological humours).*

3. Harkat-wa-Sakoon-e-Jismani (Physical Activity and Rest)

Physical activity (Riyazat) is considered necessary for maintaining Hararat-e-Ghariziya (innate heat),
supporting appropriate metabolic processes, and facilitating the elimination of metabolic waste products
(Tangiya-e-Mawad).*® Conversely, a sedentary lifestyle may contribute to the accumulation of Akhlat-e-
Raddi (waste humours) and may be associated with physical and mental fatigue.?

At the same time, excessive or unregulated physical exertion may deplete Hararat-e-Ghariziya and result
in physical exhaustion and reduced functional capacity.*® Therefore, an appropriate balance between
physical activity and rest is considered essential for maintaining physical and nervous-system function.
Contemporary evidence similarly indicates that regular, moderate physical activity may reduce circulating
cortisol and pro-inflammatory cytokines while promoting neurobiological factors such as brain-derived
neurotrophic factor (BDNF) and B-endorphins.*

4. Harkat-wa-Sakoon-e-Nafsani (Psychic Activity and Repose)

Harkat-wa-Sakoon-e-Nafsani refers to the balance between psychological activity and mental rest and is
considered an important component of mental well-being.** Unani physicians recognized that emotional
states could influence physiological functions and that intense emotions could produce measurable bodily
effects.'®

Strong emotions such as anger (Ghadab) and sudden joy (Suroor) are traditionally described as producing
rapid expansion and movement of Ruh and Hararat-e-Ghariziya, which may influence cardiovascular
function and increase heart rate.'® Conversely, persistent emotional states such as grief (Huzn), fear

IJFMR260486220 Volume 8, Issue 4, July-August 2026 7



http://www.ijfmr.com/

~ Y International Journal for Multidisciplinary Research (IJFMR)

i

IJFMR E-ISSN: 2582-2160 e Website: www.ijfmr.com e Email: editor@ijfmr.com

(Khauf), and anxiety (lzterab) are described as producing inward contraction of Ruh and disturbances in
bodily and cerebral functions.t

Maintaining an appropriate balance between emotional activity and mental repose is therefore considered
important for protecting the functions of the brain and heart and for minimizing the adverse effects of
prolonged psychological stress. 24

5. Naum-wa-Yaqzah (Sleep and Wakefulness)

Sleep (Naum) is considered a restorative state characterized by relative rest and cooling, during which
Ruh-e-Nafsani is withdrawn from external activities and the body undergoes processes of restoration and
recovery. 3t This period is traditionally considered important for replenishing depleted energy and
supporting the body's restorative functions.

In contrast, prolonged wakefulness (Yagzah) and inadequate sleep are traditionally associated with
increased dryness of cerebral tissues and excessive activity of Safra, which may manifest as irritability,
forgetfulness, and anxiety. 7 Contemporary research on sleep suggests that chronic sleep deprivation may
impair glymphatic clearance of metabolic waste from the brain and may contribute to altered hypothalamic
activity. °

6. Istifragh-wa-lhtibas (Elimination and Retention)

Maintaining an appropriate balance between retention of essential biological substances—including body
fluids, nutrients, and electrolytes—and elimination of metabolic waste is considered important for the
preservation of health. 1° Physiological elimination occurs through processes such as defecation, urination,
and perspiration, which facilitate the removal of metabolic waste products (Mawad-e-Fasida).

Chronic constipation (Qabz) and impaired urinary elimination are traditionally considered capable of
disturbing this balance and contributing to the retention of waste products. ® Such disturbances have been
discussed in relation to psychological and cerebral manifestations within the Unani framework.
Contemporary research on the gut-brain axis also suggests a relationship between gastrointestinal
function, microbial activity, inflammation, and mental health. °

Regimental Therapies (llaj-bil-Tadbeer) for Stress Alleviation

In Unani medicine, llaj-bil-Tadbeer (regimental therapy) comprises a range of physical and non-
pharmacological interventions intended to restore physiological balance, modify pathological conditions,
and support the body's natural regulatory processes. 1° These interventions may be selected according to
the individual's Mizaj, clinical condition, and therapeutic requirements.

Dalk (Massage Therapy)

Dalk is a well-established regimental therapy involving systematic manipulation of the soft tissues. 1° In

Unani medicine, different forms of Dalk are described according to their intensity, duration, and method

of application.

« Dalk-e-Layyin (Soft Massage): A gentle form of massage performed with mild pressure. It is
traditionally considered relaxing and may help reduce physical tension, anxiety, and sleep
disturbances. °

o Dalk-e-Sulb (Hard Massage): A more vigorous form of massage traditionally described as Mufatteh-
e-Sudad (deobstruent) and used to strengthen tissues and improve vascular tone. 1©

o Dalk-e-Khashin (Rough Massage): A form of massage performed using a relatively coarse material,
traditionally intended to produce local stimulation and hyperaemic effects. °
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o Dalk-e-Kathir (Prolonged Massage): A prolonged form of massage traditionally used for localized
accumulation of fat and excess moisture. °

The routine application of Dalk-e-Layyin, particularly when combined with traditionally used oils such as

Roghan-e-Kahu (lettuce seed oil) and Roghan-e-Kaddu (pumpkin seed oil), is described as promoting

relaxation and supporting peripheral circulation and lymphatic movement. ® Contemporary evidence

suggests that massage may influence autonomic activity, including increased parasympathetic or vagal

activity and reduced sympathetic activation. 8

Riyazat (Exercise)

Riyazat refers to voluntary physical activity undertaken to maintain physical fitness, support metabolic
functions, stimulate Hararat-e-Ghariziya, and facilitate the elimination of metabolic waste through
perspiration and respiration. ° Ibn Sina classified exercise into light, moderate, and vigorous forms, taking
into consideration factors such as an individual's Mizaj and age. 3¢

Moderate and regular Riyazat is traditionally recommended for maintaining the strength and functional
capacity of vital organs, including the heart, brain, and liver, without causing excessive heat production
or depletion of bodily moisture. ¢

Nutool (Medicated Irrigation)

Nutool is a distinctive regimental procedure in which lukewarm medicinal preparations, herbal decoctions,
or oils are poured continuously over the head or another selected part of the body from a specified height.
10

In cases of psychological disturbances, anxiety, and prolonged insomnia, Nutool of the head using
traditionally selected Barid and Ratab medicinal oils has been recommended in Unani practice. * It is
traditionally considered useful for reducing excessive cerebral heat and restoring an appropriate cerebral
temperament, particularly in conditions described as Sue-Mizaj-e-Dimagh Harr-Yabis. 1

Hammam (Turkish Bath) and Hijama (Cupping)

Hammam involves controlled exposure to heat, steam, and perspiration and is traditionally employed to
promote circulation, facilitate perspiration, and relieve physical fatigue associated with viscous or altered
humours. '°

Hijama (cupping therapy) involves the application of localized negative pressure to the skin. In Hijama-
bil-Shart (wet cupping), superficial skin incisions are additionally made to facilitate the removal of blood.
° Within the traditional Unani framework, Hijama is used to remove morbid humours and relieve
conditions associated with their accumulation. °

Regimental Therapies (llaj-bil-Tadbeer) for Stress Alleviation

Regimental Classical Neurophysiological = Clinical Target in
Therapy Description &  Mechanism Stress
Procedure
Dalk-e-Layyin Systematic, gentle  Activates Relieves  physical
(Soft Massage)® tissue rubbing with ~ mechanoreceptors; tension, anxiety, and
sedative oils = stimulates  vagal sleep disturbances®

(Roghan-e-Kahu)®
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Ethnopharmacology and Phytochemistry of Unani Botanicals

Unani medicine utilizes a range of single medicinal herbs (Mufradat) with traditionally recognized
adaptogenic, anxiolytic, and neuroprotective properties. * Several of these botanicals have also been
investigated in experimental and clinical studies for their potential effects on stress-related physiological
and psychological outcomes.

Asgand (Withania somnifera)

Asgand, also known as Ashwagandha or Indian ginseng, is an evergreen shrub belonging to the family
Solanaceae. ' It has a long history of medicinal use and is mentioned in classical works on medicinal
plants, including the work attributed to Dioscorides. !’

In Unani medicine, Asgand is traditionally regarded as an lksir-e-Badan (rejuvenating tonic) and
Mugawwi-e-Aaza-e-Ra'isa (a tonic for the vital organs, including the brain, heart, and reproductive
organs).t?

Phytochemical investigations have identified several bioactive constituents in Withania somnifera,
particularly steroidal lactones known as withanolides, including withaferin A and withanosides, along
with various alkaloids such as somniferine. '

Experimental and clinical studies suggest that Withania somnifera may possess adaptogenic, anti-stress,
neuroprotective, cardioprotective, and anti-inflammatory properties. '” Its potential effects on the
hypothalamic—pituitary—adrenal (HPA) axis and stress-related neuroendocrine responses have been
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investigated, including possible reductions in elevated cortisol concentrations and modulation of
sympathetic activity. 3

These findings provide a potential pharmacological basis for the traditional use of Asgand in conditions
associated with stress and general debility. However, the strength of evidence varies according to the
preparation, extract standardization, study population, and clinical outcome assessed.

Proposed Stress-Modulating Pathway of Asgand

Asgand administration — Modulation of stress response — Reduction in stress-related physiological
changes — Possible reduction in perceived stress

The available evidence therefore suggests that Withania somnifera may have potential as an adjunctive
botanical intervention for stress management, although further well-designed clinical studies using
standardized preparations are required to establish its efficacy, optimal dosage, and long-term safety.

Jatamansi (Nardostachys jatamansi)

Jatamansi is a perennial herb belonging to the family Valerianaceae and has traditionally been used in
Unani medicine for neuropsychiatric conditions, insomnia, and cardiac palpitations (Khafagan).® Its
rhizomes contain several bioactive constituents, including sesquiterpenes such as jatamansone and
valeranone, along with volatile essential oils.13

Experimental studies suggest that Jatamansi possesses central nervous system depressant, sedative, and
antioxidant properties without producing significant impairment of motor coordination.'* It has also been
investigated for its effects on central monoaminergic neurotransmitters, including serotonin, dopamine,
and norepinephrine, in regions such as the cerebral cortex, hippocampus, and hypothalamus.'> These
effects may contribute to modulation of stress-related sympathetic activity.

In addition, Jatamansi has demonstrated antioxidant activity in experimental models, including effects on
reactive oxygen species and lipid peroxidation, with reported restoration of antioxidant parameters such
as catalase and glutathione in brain tissue.'?

The traditional use of Jatamansi oil in head-based therapeutic procedures has also been explored in relation
to psychological distress, muscle tension, and anxiety. Available evidence suggests potential benefits in
selected clinical settings, although further controlled clinical studies are required to establish its efficacy
and safety in stress-related disorders.

Brahmi (Bacopa monnieri)

Brahmi is a medicinal herb traditionally used in Unani and other systems of traditional medicine as a

cognitive enhancer and brain tonic (Mugawwi-e-Dimagh and Mugawwi-e-Hafiza).? Its principal bioactive

constituents include triterpenoid saponins, particularly bacosides A and B.3

The proposed effects of Bacopa monnieri on the nervous system include several mechanisms:

o Cholinergic effects: Experimental studies suggest that Bacopa may influence cholinergic
neurotransmission and acetylcholinesterase activity, thereby potentially supporting memory and
cognitive function.?

o GABAergic effects: Bacopa has also been investigated for its possible influence on GABAergic
neurotransmission, which may contribute to reduced neuronal excitability.

o Neuroprotective effects: Experimental evidence suggests that Bacopa may influence oxidative and
inflammatory processes within the nervous system and may provide neuroprotective effects.
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o HPA-axis modulation: Experimental studies have investigated its potential effects on stress-related
corticosterone and ACTH responses, suggesting a possible role in modulation of the HPA axis.3

Rasan (Inula racemosa)

Rasan is a medicinal plant belonging to the family Asteraceae and is traditionally used in Unani medicine
for respiratory disorders, cardiac palpitations, and certain nervous-system conditions (Amraz-e-
Nafsaniya), including insomnia and depressive symptoms.?*

The roots of Rasan have been investigated for potential anxiolytic activity. Experimental studies using
hydroalcoholic extracts have reported anxiolytic effects in animal models, including effects comparable
with diazepam at a higher experimental dose of 400 mg/kg.*

These findings provide preliminary experimental support for the traditional use of Rasan in anxiety-related
conditions; however, the available evidence is primarily experimental, and clinical evidence in humans
remains limited.

Other Anxiolytic Drugs

In addition to Asgand, Jatamansi, and Brahmi, several other medicinal plants have traditionally been used

in Unani medicine for nervous-system disorders and symptoms associated with anxiety and insomnia.

o Asrol (Rauwolfia serpentina): Traditionally used in Unani medicine for conditions associated with
anxiety and hypertension. It contains several indole alkaloids, including reserpine, ajmaline, and
deserpidine.’® Reserpine reduces the storage of monoamines in sympathetic nerve terminals and
consequently decreases sympathetic activity and blood pressure.3

o Tagar (Valeriana officinalis): Traditionally used for restlessness, insomnia, and mental fatigue.'3 Its
principal constituents include valerenic acid and related compounds, which have been investigated for
their potential effects on GABAergic neurotransmission.:3

These botanicals represent a diverse range of traditional approaches to the management of psychological

and stress-related symptoms. However, their pharmacological profiles and safety considerations differ

considerably, and their clinical use should therefore be evaluated according to the individual drug,
preparation, dosage, and available evidence.

Pharmacological Profile of Selected Unani Botanicals

Botanical Name Unani Common  Key Active  Pharmacological
Name Compounds Mechanisms of
Action
Withania somnifera Asgand / Withanolides, Suppresses
[cite: 14, 17] Ashwagandha* Somniferine, hypothalamic ~ CRH
Withanoside-I1Vv!# release; reduces serum
cortisol levels;
POSSesses

neuroprotective  and
anti-inflammatory
properties®
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Nardostachys Balchhar / Sumbul-ut- ~ Jatamansone, Stabilizes

jatamansi teeb® Valeranone, monoamines  (5-HT,

[cite: 44, 47] Valerenal® DA, NE); reduces
lipid peroxidation;
increases

glutathione®®

Bacopa monnieri Brahmi® Bacosides A & B, Inhibits AChE;

[cite: 3, 48] Bacopasaponins® enhances GABA
production; modulates
HPA axis during
physiological stress®

Inula racemosa Rasan / Zanjabeel = Alantolactone, Modulates central
[cite: 25] Shami® Isoalantolactone?® GABAEergic networks;
exhibits

cardioprotective and
anti-palpitation
effects?®

Rauwolfia serpentina ~ Asrol / Sarpagandha®®  Reserpine, Ajmaline,  Depletes vesicular

[cite: 13] Deserpidine®3 monoamines; lowers
peripheral
sympathetic tone and
blood pressure®®

Compound Formulations (Adviya Murakkaba) and Synergistic Pharmacodynamics

The Unani pharmacopoeia includes a wide range of compound formulations (Adviya Murakkaba) prepared
by combining multiple medicinal ingredients. Such polyherbal formulations are traditionally designed to
achieve complementary or synergistic therapeutic effects while minimizing the undesirable effects of
individual ingredients.33

Khamira Gaozaban Ambari

Khamira Gaozaban Ambari is a traditional semi-solid Unani formulation used for conditions such as
general debility, mental fatigue, and anxiety.®' The formulation contains several medicinal ingredients,
each traditionally attributed specific therapeutic properties.

Borago officinalis (Berge Gaozaban): Traditionally regarded as a cardiotonic and used to support the
function of vital organs, particularly in conditions associated with stress-related palpitations.>!
Coriandrum sativum (Kishniz Khushk): Traditionally used for its soothing properties and has also been
investigated for antioxidant activity that may help protect tissues against oxidative stress.?

Lavandula stoechas (Ustukhuddus): Traditionally regarded as an important brain tonic and is sometimes
described in Unani literature as the “broom of the brain” because of its use in eliminating morbid humours
from the brain.?
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Ambra grasea (Amber): Traditionally used as a tonic for the vital organs (Mugawwi-e-Aaza-e-Ra'isa),
particularly the heart and nervous system.3

These ingredients are incorporated into a sweet semi-solid base to prepare the characteristic Khamira
formulation.®® Within the traditional Unani framework, Khamira Gaozaban Ambari is considered to
strengthen Ruh-e-Nafsani and is used in the management of mental fatigue, nervous exhaustion, and
general weakness.®

Khamira Abresham Hakim Arshad Wala

Khamira Abresham Hakim Arshad Wala is another classical compound Unani formulation traditionally
used for conditions associated with cardiac and nervous debility. It contains ingredients such as Abresham
(silk cocoon), Zafran (Crocus sativus), cardamom, pearls, and preparations of gold and silver.?

Khamira Abresham Hakim Arshad Wala, attributed to the Unani physician Hakim Arshad, is a traditional
compound formulation containing Bombyx mori (Abresham or silk cocoon extract), Crocus sativus
(zafran), cardamom, pearls, and preparations containing gold and silver.® It has traditionally been used in
conditions associated with melancholia, cardiac palpitations, and physical debility following prolonged
illness.33

Abresham contains natural silk proteins, including sericin and fibroin, which have been investigated for
various biological and potentially neuroprotective properties.® Zafran (saffron) contains bioactive
constituents such as crocin and crocetin, which have been investigated for their potential effects on
monoaminergic neurotransmission and cognitive and mood-related functions.?

Within the traditional Unani framework, the formulation is considered to support the balance of Ruh and
the functional state of the heart and nervous system. However, the specific clinical efficacy of the complete
formulation for stress-related disorders requires further systematic investigation.

Integrative Analysis: Bridging Unani Tibb and Psychoneuroimmunology

Integrating classical Unani concepts with contemporary psychoneuroimmunology provides an opportunity
to explore conceptual parallels between the two frameworks.’ Unani medicine describes stress-related
disturbances through concepts such as Mizaj, Akhlat, Ihteraq-e-Akhlat, Ruh, and Tabiyat, whereas
contemporary biomedical science explains stress through interconnected neuroendocrine, immune,
inflammatory, and oxidative pathways.>

In modern biomedical science, chronic stress involves a complex cascade of physiological responses
involving the nervous, endocrine, and immune systems. These responses may include persistent activation
of the sympathetic nervous system and HPA axis, alterations in cortisol regulation, oxidative stress,
inflammatory signalling, and changes in neural plasticity.

From the perspective of Unani medicine, these prolonged disturbances are conceptually described as
alterations in temperament and humoral equilibrium, particularly through the process of Ihterag-e-Akhlat.’
The comparison between these two frameworks may therefore provide a useful conceptual model for
generating hypotheses regarding the relationship between psychological stress, physiological adaptation,
inflammation, and tissue-level changes. Nevertheless, the traditional Unani concepts and modern
biomedical mechanisms arise from distinct theoretical systems and should not be regarded as directly
equivalent without appropriate experimental validation.

The comparison between the classical Unani concept of Ihterag-e-Akhlat and contemporary biomedical
concepts of oxidative and inflammatory stress provides an interesting framework for understanding the
possible relationship between psychological stress and physiological disturbances. *
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In Unani medicine, prolonged emotional and physiological stress is described as contributing to
pathological alterations in the humours, a process referred to as Ihterag-e-Akhlat.’> In contemporary
biomedical science, chronic stress is associated with increased oxidative stress, lipid peroxidation,
inflammatory signalling, and accumulation of pro-inflammatory mediators.

Therefore, Ihterag-e-Akhlat may be discussed as a conceptual parallel to some aspects of oxidative and
inflammatory stress described in modern biomedical research.® However, these concepts originate from
different theoretical frameworks and should not be considered biologically identical without experimental
evidence.

Similarly, the Unani concept of Tabiyat, which represents the body's innate capacity for self-regulation
and restoration of physiological balance, can be conceptually compared with the modern physiological
concept of homeostasis.® Homeostasis is maintained through coordinated neuroendocrine, autonomic,
metabolic, and immunological regulatory mechanisms.

From the Unani perspective, therapeutic interventions are intended not merely to suppress individual
symptoms but also to support Tabiyat and restore an appropriate balance within the body. ¢ This principle
provides a useful conceptual basis for integrating lifestyle modification, regimental therapy, and
pharmacological interventions in the management of stress-related conditions.

The comparison between lIhterag-e-Akhlat, oxidative and inflammatory stress, and between Tabiyat and
homeostasis may therefore serve as a framework for future translational research. Such research could
investigate whether specific Unani interventions produce measurable effects on contemporary biomarkers
of stress, inflammation, oxidative stress, neuroendocrine regulation, and autonomic function.

PATHWAY OF CHRONIC STRESS

CHRONIC STRESS
(Prolonged Exposure to Stressors)

ADRENAL CORTISOL RELEASE G @
(HPA Axis Activation -> Persistent Cortisol Surge)

PRO-INFLAMMATORY CYTOKININ ACTIVATION
(Systemic and Neuroinflammation)

* Increased IL-6
 Increased TNF-alpha
* Increased IL-1B

SUPPRESSED NEUROPLASTICITY (BDNF DECLINE)
(Reduced Brain-Derived Neurotrophic Factor, Synaptic Dysfunction)

CLINICAL PATHOLOGY
Melancholia (Malikhuliya) / Generalized Anxiety
Cognitive Impairment (Nisyan) & Insomnia
Systemic Debility & Weakened Defense (Da'f-e-Tabiyat)
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Scientific Validation and Search Strategy

To identify relevant scientific literature for this review, searches were conducted using major biomedical
and multidisciplinary databases, including PubMed, ScienceDirect, Scopus, and Google Scholar. *°
Boolean operators were used to combine traditional Unani terminology with contemporary biomedical
terms related to stress, anxiety, depression, and their potential mechanisms.
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The following search combinations were used:

- ("Amraz-e-Nafsaniya" OR "lIzterab™ OR "Malikhuliya™) AND ("stress” OR "anxiety" OR "depression™)
- ("Withania somnifera” OR "Asgand™) AND ("cortisol” OR "HPA axis" OR “clinical trial")

- ("Nardostachys jatamansi" OR "Jatamansi') AND (“neurotransmitter OR "antioxidant")

- ("Bacopa monnieri" OR "Brahmi™) AND ("cognitive" OR "GABA" OR "microglia")

- ("Asbab-e-Sitta Zarooriya™) AND ("lifestyle medicine” OR "circadian™)

The identified literature was subsequently considered on the basis of study methodology, experimental or
clinical design, participant characteristics, sample size, study duration, and, where applicable, the
standardization of botanical extracts.* Particular attention was given to studies evaluating the
pharmacological and clinical effects of medicinal plants traditionally used in Unani medicine.

The evidence was considered across different levels of research, including experimental studies,
preclinical investigations, and clinical trials. This approach was used to examine the possible relationship
between traditional Unani concepts and contemporary evidence concerning stress physiology,
neuroendocrine regulation, oxidative stress, inflammation, and psychological outcomes.

Because the present article is a narrative/integrative review rather than a formal systematic review with a
registered protocol, the findings should be interpreted as an integrative synthesis of the available literature
rather than as a quantitative systematic assessment of all published evidence.

Discussion and Future Directions

The Unani system of medicine offers a holistic framework for understanding and managing stress-related
conditions by considering the interaction between psychological, physiological, environmental, and
lifestyle factors. * the emphasis on lifestyle modification, regimental therapies, and medicinal interventions
reflects an integrated approach in which the body's natural regulatory capacity, referred to as Tabiyat, is
supported rather than focusing exclusively on individual symptoms. ®

Although contemporary psychopharmacological approaches primarily target specific neurotransmitter
systems, Unani medicine combines lifestyle modification and regimental therapies with traditional
medicinal interventions. ® This multidimensional approach may provide a broader framework for stress
management. However, claims regarding the absence of adverse effects or superiority over conventional
pharmacological treatments require further clinical evidence and should not be generalized without
appropriate comparative studies. 2

Several challenges need to be addressed before Unani interventions can be more effectively integrated
into evidence-based healthcare:

Standardization of Formulations

The polyherbal nature of formulations such as Khamirajat presents challenges in chemical standardization,
quality control, and reproducibility. 32 Variations in raw botanical materials arising from factors such as
geographical origin, soil conditions, climate, harvesting practices, and processing may influence their
chemical composition and therapeutic consistency. Therefore, standardization of extract ratios and
characterization of relevant bioactive markers, such as withanolides and bacosides, is important for future
research. 3

Quality of Methodology in Clinical Trials
Although preclinical studies have reported potentially beneficial effects of several Unani medicinal plants,

IJFMR260486220 Volume 8, Issue 4, July-August 2026 17



http://www.ijfmr.com/

~ Y International Journal for Multidisciplinary Research (IJFMR)

i

IJFMR E-ISSN: 2582-2160 e Website: www.ijfmr.com e Email: editor@ijfmr.com

the clinical evidence base remains limited by methodological concerns, including small sample sizes, short
study durations, variations in preparation and dosage, and inadequate blinding in some studies. *° Larger,
well-designed, multicentre randomized controlled trials are therefore needed to establish the efficacy,
safety, and clinical relevance of these interventions. 2

Limited Research on Somato-Sensory Mechanisms of Regimental Therapies

Regimental interventions such as Dalk and Nutool have been traditionally used for the management of
various conditions, including stress-related symptoms. However, their precise physiological mechanisms
require further investigation.® Future research should explore potential mechanisms involving autonomic
regulation, vagal activity, cerebral perfusion, neuroendocrine responses, and other measurable
physiological pathways.'®

Addressing these research gaps may help strengthen the scientific evidence base for Unani approaches
and facilitate meaningful dialogue between traditional medical knowledge and contemporary biomedical
research.

Conclusion

The Unani system of medicine provides an integrated framework for understanding and managing stress-
related disorders. Within this framework, stress is considered in relation to disturbances of Mizaj
(temperament) and Akhlat (humours), with effects on Ruh and the body's self-regulatory capacity, Tabiyat.
1

Contemporary experimental and clinical research has investigated several medicinal plants traditionally
used in Unani medicine, including Withania somnifera (Asgand), Nardostachys jatamansi (Jatamansi),
and Bacopa monnieri (Brahmi).® Available evidence suggests that these botanicals may influence stress-
related neuroendocrine pathways, including the HPA axis, and may have effects on cortisol regulation,
oxidative stress, inflammation, and neurological functions.3

The integration of these medicinal approaches with lifestyle management based on Asbab-e-Sitta
Zarooriya and regimental interventions such as Dalk provides a potentially comprehensive approach to
stress management. ° Nevertheless, further high-quality clinical research, standardization of medicinal
preparations, and mechanistic studies are required before definitive conclusions regarding efficacy and
safety can be established
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