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PERSPECTIVE
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Ultraviolet radiation (UVR) is primarily recognized for its 
detrimental effects such as cancerogenesis, skin aging, eye 
damage, and autoimmune disorders. With exception of 
ultraviolet B (UVB) requirement in the production of vitamin 
D3, the positive role of UVR in modulation of homeostasis 
is underappreciated. Skin exposure to UVR triggers 
local responses secondary to the induction of chemical, 
hormonal, immune, and neural signals that are defined by 
the chromophores and extent of UVR penetration into skin 
compartments. These responses are not random and are 
coordinated by the cutaneous neuro-immuno-endocrine 
system, which counteracts the action of external stressors 
and accommodates local homeostasis to the changing 
environment. The UVR induces electrical, chemical, and 
biological signals to be sent to the brain, endocrine and 
immune systems, as well as other central organs, which in 
concert regulate body homeostasis. To achieve its central 
homeostatic goal, the UVR-induced signals are precisely 
computed locally with transmission through nerves or 
humoral signals release into the circulation to activate 
and/or modulate coordinating central centers or organs. 
Such modulatory effects will be dependent on UVA and 
UVB wavelengths. This leads to immunosuppression, the 
activation of brain and endocrine coordinating centers, and 
the modification of different organ functions. Therefore, it 
is imperative to understand the underlying mechanisms of 
UVR electromagnetic energy penetration deep into the body, 
with its impact on the brain and internal organs. Photo-
neuro-immuno-endocrinology can offer novel therapeutic 
approaches in addiction and mood disorders; autoimmune, 
neurodegenerative, and chronic pain-generating disorders; 
or pathologies involving endocrine, cardiovascular, gas­
trointestinal, or reproductive systems.

ultraviolet radiation | skin | body homeostasis |  
neuroimmunoendocrinology | stress

The skin is continuously exposed to different wavelengths 
of solar radiation during the daytime. The biologically rele-
vant wavelengths of ultraviolet radiation (UVR) are UVB (ultra-
violet B) (280 to 315 nm) and UVA (UVA2 = 315 to 340 nm and 
UVA1 = 340 to 400 nm), representing 3% of solar energy 
reaching Earth’s surface (1–4). Any wavelength shorter than 
290 nm including short UVB spectrum and UVC (200 to 280 
nm) is filtered by the atmosphere’s ozone layer. Artificially 
generated UVC is highly mutagenic and can be lethal. UVC 
from artificial sources is absorbed by the stratum corneum, 
the outermost nonviable epidermal layer, causing limited 
damage to the viable regions of the skin in comparison to 
UVB (5, 6). Representing only 5% of the total UV energy, UVB 
is approximately 1,000 more effective than UVA in inducing 

cutaneous biological effects (7, 8), and is absorbed by the 
human epidermis, and the upper portion of the papillary 
dermis (4, 9). On the other hand, UVA has better cutaneous 
penetration up to the deep levels of the reticular dermis  
(7, 8).

UVA and UVB differ in their mechanisms of action. UVB 
phenotypic effects are predominantly secondary to its absorp-
tion by cellular chromophores such as 7-dehydrocholesterol 
(7DHC), DNA, aromatic amino acids and the products of their 
transformation, purines, pyrimidines, trans-urocanic acid, 
indoles, quinones, different types of melanin and their pre-
cursors, unsaturated lipids to name few, and to lower degree 
mediated by the generation of reactive oxygen species (ROS) 
(1–4, 9–19). The UVA effects are predominately mediated by 
ROS with contribution from limited numbers of cellular 
chromophores such as porphyrins, riboflavin, NADPH and 
NADH and weak absorption by DNA (4, 11). In addition, UVA 
generates nitric oxide (NO) from nitrosoglutathione, and 
nitroxyl NO− also leading to oxidative/nitrosative stress (20–
22). Thus, there are differential and in some cases overlapping 
mechanisms of action of different UVR spectra.

The negative effects of UVR on the skin are widely docu-
mented. These are exemplified by skin cancers including 
most frequent human malignancy such as basal cell and 
squamous cell carcinomas secondary to the action of UVB 
(3, 9). Cutaneous melanoma is the deadliest UVR-induced 
skin tumor to which both UVB and UVA can contribute (23). 
UVA plays an important role in skin photoaging, and UVB 
contributes to the exacerbation of autoimmune disorders 
such as systemic lupus erythematosus (4, 9).

Traditionally, the positive effect of UVR is solely assigned 
to the UVB-induced transformation of 7DHC to vitamin D3 
that serves as a prohormone to its active form 1,25(OH)2D3 
(2, 17, 24, 25). However, it is now recognized that vitamin D 
can be transformed to several biologically active hydroxyde-
rivatives through alternative activation pathways (26–29) and 
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Table 1.   Production of mediators in the skin after exposure to UVR
Category of mediators Molecules affected by UVR Predominant wavelength of UVR Phenotypic effects

Hypothalamic hormones (43, 62) CRH Stimulated by UVC, UVB, and UVA 1) Stimulations of POMC production and processing in 
the pituitary or peripheral organs to produce and 
release of POMC peptides through action of CRH-R1; 2) 
direct action on peripheral organs and immune cells 
via corresponding membrane-bound CRH-R1 and 
CRH-R2 receptors; and 3) actions on the brain after 
crossing the blood brain barrier (BBB) in circumven-
tricular organs or when the BBB is disrupted

CRH-related peptides (1) Urocortin 1 UVB 1) Stimulation of POMC peptides at the central or 
peripheral levels; 2) action on peripheral and immune 
organs/cells via CRH-R1 and CRH-R2 receptors; and 3) 
actions on the brain after crossing the BBB

Pituitary hormones (42, 62, 64) POMC and derived peptides 
including ACTH, α-MSH, β-MSH, 
γ-MSH, and β-endorphin.

Stimulated by UVC, UVB, and by 
UVA only for β-endorphin

1) Activation of cortisol/corticosterone production in the 
adrenal cortex or peripheral organs via the ACTH-MC2 
axis; 2) regulation of the skin phenotype, immune 
system, and other peripheral organs through action on 
MC or opioid receptors; 3) possible receptor-mediated 
actions in the brain if crossed the BBB; and 4) ACTH 
may disrupt circadian rhythm;

Opioids (45, 65) PENK-derived met- and 
leu-enkephalins

1) Regulation of immune system and peripheral tissue 
functions through action on opioid receptors and 2) 
regulation of brain functions after crossing the BBB

Neuropeptides (46, 50) CGRP and SP Predominantly UVB with some 
effects by UVA

1) Regulation of skin functions through corresponding 
membrane-bound receptors and 2) nociceptive effects

Cytokines (47, 66) TNFα, IL-1, IL-4 IL-6, IL-10, TGF-β, 
and IL-33

Predominantly UVB with some 
effects by UVA

1) TNFα, IL-1, and IL-6 activate the central HPA axis or its 
equivalents in the periphery with downstream 
regulation of homeostasis and indirect immunosup-
pressive effects; 2) IL-4, IL-10, and TGF-β act as direct 
immunosuppressors; and 3) IL-33 has both pro- and 
anti-inflammatory functions that are context 
dependent and protective effect on the cardiovascular 
system

Immune cells (47, 66) T and B regulatory cells, LC, and 
DC

Predominantly UVB with some 
effects by UVA

Circulating immune cells will affect the systemic immune 
response and function of other organs

Antimicrobial peptides (47) Β-defensins, cathelicidin, and 
LL-37

UVB Antimicrobial, immunoregulatory activities
and regulation of the epidermal barrier

Biogenic amines and precursors 
(58, 67)

L-DOPA and dopamine L-DOPA production is enhanced by 
UVB and UVA; dopamine is 
inhibited in the skin, while 
enhanced in the brain

1) Action in the brain when L-DOPA crosses the BBB; 2) 
pleiotropic actions in the periphery through activation 
of dopaminergic and adrenergic receptors or supplying 
catecholamine-producing cells/organs with L-DOPA; 
and 3) actions as neurotransmitters in the sympathetic 
(SNS) system

Biogenic amines (51, 68) Serotonin Stimulated by UVB and UVA 1) Action in the brain after active transport through the 
BBB and 2) pleiotropic actions in the periphery and on 
the immune system through activation of membrane-
bound serotonin receptors.

Steroids (62, 69) Cortisol, corticosterone, and 
pregnenolone

UVC and UVB 1) Glucocorticoids will inhibit local and systemic immune 
system and other organ functions through action on 
corresponding nuclear receptors; 2) they will affect 
brain functions if crossed the BBB; 3) cortisol/
corticosterone will inhibit the HPA axis; and 4) 
pregnenolone will serve as precursor for steroid 
production

Secosteroids (17, 70) Vitamin D3 with full or short side 
chain; lumisterol3 and 
tachysterol3 with full or short 
side chain

UVB acting on the B-ring of 7DHC 
or 7DHP 
(7-dehydropregnenolone) or their 
hydroxymetabolites

Action on VDR (vitamin D receptor) and alternative 
nuclear receptors to regulate 1) body calcium 
metabolism, 2) musculoskeletal systems, and 3) 
functions of immune and other systems or organs 
including the skin, neuroendocrine system, gastroin-
testinal tract (GI), brain, and reproductive system

Imidazole derivative (71–73) cis-UCA (urocanic acid) UVB Local and systemic immunosuppressive effects through 
action on 5-HT2A or other receptors.

Tryptophan derivatives (74, 75) FITC (6-formylindolo[3,2-b]
carbazole) and other photoprod-
ucts

UVB Local phenotypic effects action through activation of the 
AhR (aryl-hydrocarbon receptor) with implications for 
the systemic immune system

Melatonin metabolites (19, 76) N-Acetyl-N-formyl-5-
methoxykynurenamine (AFMK), 
N1-Acetyl-5-Methoxykynuramine 
(AMK), and 2-and 
4-hydroxymelatonin

UVB and UVA Cytoprotective activities; receptor candidate is 
represented by the AhR (77)

Membrane lipids (60, 78, 79) PAF (platelet-activating factor) and 
PAF-like molecules

UVB Local and systemic immunoregulatory functions by 
interactions with the PAF receptor

Gases (1, 22) NO and NO− UVA 1) Regulation of local vascular, immune, antimicrobial, 
and barrier functions and 2) systemic vasodilatory 
effects

DNA (3, 80) CPD (cyclobutane pyrimidine 
dimer) and 6–4PP

Predominantly UVB with some 
effects by UVA

Immunosuppression and stimulation of melanogenesis 
and local POMC activity

The table lists hormones, neurohormones/neurotransmitters, and immune signals activated by UVB or/and UVA or biologically active chemicals formed in the integument with predicta-
ble local or systemic phenotypic effects. These molecules would target specific receptors or regulatory proteins triggering local or systemic signal transduction pathways in response to 
different wavelengths of UVR. Citations are in parentheses.
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that other photoproducts such as lumisterol and tachysterol 
can be activated by enzymatic hydroxylation (30–32), opening 
a wide range of possibilities. In addition, it has been proposed 
that UVB played an important role in the origin of life and its 
evolution according to the laws of thermodynamics, eventu-
ally contributing to a diversity of organisms on Earth (1).

The epidemiological observations document that UVB has 
beneficial health effects independent from classical vitamin D 
actions. For example, the probability of developing autoim-
mune disorders such as rheumatoid arthritis (RA) or multiple 
sclerosis (MS) increases significantly as one moves further 
away from the Equator (1, 33). In addition, the positive effects 
of UVR on the cardiovascular system, body metabolism, or 
behavioral functions are indicated (9, 16, 34–38). Unfortunately, 
the positive role of UVA on body homeostasis is largely ignored, 
except for some combined phototherapy approaches (39). The 
above considerations will be analyzed in the context of precise 
activation of neuroendocrine and immune pathways at the 
local and systemic levels.

Local Neuro-Immuno-Endocrine Pathways 
Induced by UVR

For more than 20 y, the skin has been recognized as the 
peripheral neuroendocrine organ (40, 41), that is endowed 
with neuroendocrine signaling systems being equivalents or 
precursors (42, 43) to the central neuroendocrine signaling 
involved in the regulation of body homeostasis (44). Both 
epidermal and dermal compartments composed of resident 
and circulating cells can produce hormones, neurotransmit-
ters, biogenic amines, and cytokines with neuroendocrine 
capabilities (Table 1). Classical examples of these mediators 
include corticotropin-releasing hormone (CRH) or CRH-
related urocortins, proopiomelanocortin (POMC)-derived 
peptides, including ACTH, α-MSH, β-endorphin, and cytokines 
regulating their expression; proenkephalin (PENK)-derived 
peptides; and other “hypothalamic” and “pituitary” neuro-
hormones; leptin, adipokinines other diverse neuropeptides 
(reviewed in refs. (41–43, 45–50). The resident skin cells can 
produce secosteroids, glucocorticoids, sex hormones, hista-
mine, catecholamines, L-dihydrohyphelyalanine (L-DOPA), 
serotonin, melatonin, acetylcholine, thyroid hormones, endo-
cannabinoids (reviewed in refs. (2, 10, 25, 41, 51–59), and 
biologically active lipids or their derivatives (60). The local 
production of these various mediators acting in concert with 
corresponding receptors would regulate skin responses to 
environmental factors, with some following precise central 
regulatory algorithms such as hypothalamic–pituitary (HP), 
HP–adrenal (HPA), hypothalamic–thyroid–pituitary, or other 
axes (reviewed in refs. (10, 42, 46, 48, 57, 61–63).

The production of neuroendocrine and immune factors 
stated above is affected by UVR in a wavelength and context-
dependent fashion, with some entering circulation and others 
activating sensory nerve endings in the skin (Fig. 1). For exam-
ple, it is well documented that UVB can stimulate the produc-
tion of POMC-derived ACTH, α-MSH, β-endorphin, CRH and 
related peptides, enkephalins, and cytokines (reviewed in refs. 
(1, 42, 47, 50, 81), some of the latter being involved in the 
modulation of the central or local HPA axis (61). Furthermore, 
it regulates the expression of G protein–coupled receptor 

targets with upregulation of the MC1 or CRHR1α with changes 
of isoform pattern as it relates to the latter receptor (43, 82). 
UVB can stimulate cutaneous corticosteroid production with 
inhibition of glucocorticoid receptors expression on keratino-
cytes (62, 69) as a part of an epidermal protective mechanism 
from UVR damage to maintain the barrier function while inhib-
iting immune attack against UVB exposed keratinocytic anti-
gens. Interestingly, the shorter the wavelength, the stronger 
is induction of stress hormone production, with UVC being 
most effective followed by UVB and with UVA being the least 
effective (62, 69). UVA stimulates production of only β-endor-
phin and CRH and is ineffective in stimulation of ACTH or 
corticosteroidogenesis.

Locally induced neuroendocrine or immune factors with 
endocrine capabilities can enter the circulation depending 
on the solar energy absorbed by the skin and modulate body 
homeostasis through action at the central coordinating ele-
ments, including the hypothalamus, pituitary, adrenal, and 
thyroid glands as well as the immune system (Fig. 1). 
Examples of these factors include CRH, urocortins, POMC-
derived peptides, enkephalins (42, 45, 63), IL-1, IL-6, and TNFα 
(47), with latter also acting on the hypothalamus or pituitary 
(44, 61, 83). These are in addition to classical UVB cutaneous 
messenger, vitamin D3 (2, 25), and the recently defined pro-
hormones, lumisterol (31) and tachysterol (30). Concerning 
other peptides produced by skin, including hypothalamic 
(TRH, GHRH), pituitary factors (TSH, oxytocin) or leptin, it 
remains to be determined whether UVR stimulates their 
release to the systemic circulation, to exert homeostatic 
effects as discussed recently for advanced cancers (61).

Concerning biogenic amines, stimulation of systemic ser-
otonin in defined subgroups of patients exposed to UVR was 
reported (reviewed in ref. (68)). In support of this hypothesis, 
we note that UVA can induce nonenzymatic transformation 
of L-tryptophan to L-5-hydroxytryptophan, a direct precursor 
of serotonin (52). In addition, our studies using human 
immortalized keratinocytes and cocultured keratinocytes 
and melanocytes have shown that low doses of UVB (10 mJ/
cm2) stimulate production of serotonin and inhibition at 10 
times higher cytotoxic doses of 100 mJ//cm2 (51). These cell 
cultures have shown that UVB inhibited production of dopa-
mine, an inhibitor of serotonin synthesis, indicating the 
potential for increased accumulation of serotonin in vivo. 
With respect to catecholamines, UVB and to certain degree 
UVA stimulate cutaneous melanogenesis (3), with increased 
production of L-DOPA, a precursor to melanin and catecho-
lamines (58). This may lead to an indirect effect of UVR on 
catecholamine production in pigmented skin, as suggested 
by observation of rescuing catecholamine production in 
tyrosine hydroxylase knock-out mice by rate-limiting mel-
anogenic enzyme tyrosinase (84). Finally, UVR can affect local 
production of endocannabinoids leading to changes in their 
concentrations in the human serum (85).

The current challenge is to dissect, which systemic effects 
are secondary to entry of UVR induced biomolecules to the 
circulation, entry of UVR primed immune cells or direct acti-
vation of sensory nerves in the skin following transmission to 
corresponding brain centers (Fig. 1) (1). These could include 
different reflex effects bypassing the brain as proposed pre-
viously (40). The skin is heavily innervated with somatosensory 
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and autonomic nerves supplying not only epidermal compart-
ment but sensory nerve fiber reaching the level of stratum 
corneum (reviewed in refs. (42, 46, 48, 86–88). Therefore, neu-
rotransmitters, opioids, endocannabinoids, and other biolog-
ically active molecules induced by UVR including neuropeptides 
can activate corresponding receptors on sensory nerves with 
further rapid transmission to the central levels (Table 1). 
Anatomic specificity is defined by transmission through either 
cranial or spinal nerves, with latter effects being dermatome 
specific. Furthermore, changes in physicochemical composi-
tion within nonviable or differentiating layers of the epidermis 
such as stratum granulosum or stratum corneum induced by 
UVR can be sensed by nerve endings supplying these com-
partments. The expected mechanism of activation could be 
similar or overlapping with nociception, itching and temper-
ature sensation described in the skin or other barrier organs 
such gastrointestinal system that also shows neuroendocrine 
capabilities (89). The UVR-induced physicochemical changes 
sensed by nerve ending would include pH, ion, and ROS con-
centrations, representing conserved mechanisms of animal 
nociception (1, 90).

UVR-Dependent Formation of Biologically 
Active Chemical Structures

Absorption of UVR energy in the skin would lead to the non-
enzymatic formation of biologically active chemical struc-
tures in a wavelength-defined fashion and its ability to 
penetrate epidermal and dermal compartments (Table 1). 
They would act locally (directly or after enzymatic modifica-
tion) through interaction with specific receptors or regulatory 
proteins to trigger optimal transduction pathways aimed at 
the preservation of local homeostasis best suited for envi-
ronmental changes driven by UVR. They would also enter 
systemic circulation or act on nerve endings to affect global 
homeostasis.

An example of this phenomenon is vitamin D3 (D3) forma-
tion, a recognized prohormone, after absorption by the B-ring 
of 7DHC of the UVB electromagnetic energy, with a peak at 
295 nm [reviewed in refs. (2, 24)]. Conventionally, it is acti-
vated by C25 and C1α hydroxylases to produce 1,25(OH)2D3, 
which interacts with VDR to exert a variety of phenotypic 
effects by heterodimerizing with cognate retinoid X receptors 
in the genomic route (2, 24, 25, 91). However, alternative path-
ways of vitamin D activation by CYP11A1 leading to the pro-
duction of several hydroxymetabolites (27, 28, 59) with 
biological activities defined by activation of several nuclear 
receptors are now recognized (92–94). They are produced in 
the skin and detectable on the systemic level in the human 
serum, skin, and placenta (26, 28, 95). Some of these hydrox-
ymetabolites are detectable in natural products such as 
honey (96). Also, the photoproducts of pre-D3 such as 
lumisterol and tachysterol are activated by CYP enzymes 
in vivo and detectable in the human serum (30–32), breaking 
the conventional opinion that they are biologically inactive. 
Notably, in the skin, D3-hydroxymetabolites can stimulate the 
expression of different elements of CRH and POMC signaling 
(97). It can also affect brain functions through stimulation of 
the central serotoninergic system (98–100). Other Δ5,7 sterols 
that are intermediates of cholesterol synthesis, and 7DHP, a 
product of the cleavage of the site chain of 7DHC and its 

hydroxyderivatives, represent educated UVB-generated pho-
toderivatives with biological activities (27, 92, 101). In this 
context, 7DHC could serve as a chromophore for UVB recep-
tors, a protein to which this molecule can bound including 
retinoic acid orphans receptors, liver X receptors or AhR (30, 
93) since pre-D3 is thermodynamically unstable undergoing 
isomerization to D3 or lumisterol and tachysterol that are 
reversible and depend on temperature and UVB energy (17).

DNA is another classical chromophore, which after absorp-
tion of UVB energy has systemic immunosuppressive effects 
related to production of CPD (80, 102). The UVB-induced DNA 
damage with fragments excised during its repair can stimu-
late melanin pigmentation and local POMC activity (103, 104). 
As relates to small molecules present in the skin, an absorp-
tion of the UVB energy by L-tryptophan can generate photo-
products including FITC which would activate AhR with 
downstream phenotypic effects (74, 75). Similarly, UCA after 
absorption of UVB transforms into cis-UCA, which is a potent 
systemic immunosuppressor with a capability of interacting 
with serotonin receptors (71, 72, 105). Furthermore, mela-
tonin which is produced in the skin from tryptophan (56) 
after absorption of UVB energy will undergo nonenzymatic 
transformation to kynuric metabolites including AFMK and 
AMK (76), which are biologically active (106, 107). Another 
example of UVB-induced molecule is PAF (1-alkyl-2-acetyl-g
lycero-3-phosphocholine), derived from glycerophosphocho-
lines, PAF is a potent activator of many cell types through 
membrane-bound receptors (60, 78). These include release 
of microvesicle particles, causing a variety of local and sys-
temic immunological effects(60). The above systems trans-
forming electromagnetic energy of UVB into biological effects 
would fulfill definition of UVB photoreceptors as suggested 
previously (108, 109).

For UVR with longer wavelength, recent evidence demon-
strates that UVA photoreception in epidermal melanocytes 
involves mechanisms similar to phototransduction in the eye 
(110) or the activation of transient receptor potential A1 ion 
channels (110–112).

With respect to the former, it has been reported that dif-
ferent opsins such as melanopsin, rhodopsin, as well as 
circadian clock proteins are expressed in the epidermal and 
dermal skin cells, and their activation can induce local phe-
notypic effects, which include changes in melanin pigmen-
tation (1, 113–123).

Such diverse cutaneous photoreception, which is depend-
ent on the wavelength and energy of the UVR and use of 
different chromophores, target regulatory proteins and sig-
nal transduction pathways set the background for an edu-
cated analysis of links between photoproduced molecules 
and regulation of local neuro-immuno-endocrine pathways. 
The current challenge is how to connect such cutaneous reg-
ulatory systems with central coordinating centers and 
immune system.

UVR Activation of the Central Neuro-Endocrine 
System

There are several examples of the UVB activating central 
neuro-endocrine system through the skin (1), which are 
linked or are aside of the systemic immunosuppressive 
effects (1, 47). UVB can activate the central HPA axis in which 
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adrenocortical stimulation of corticosterone production 
required an intact pituitary (63), as is expected for the clas-
sical HPA (44). These effects were also associated with 
increased production of CRH, urocortin, β-endorphin, and 
ACTH in the brain (63, 124, 125). UVB also stimulates POMC 
signaling in the arcuate nucleus of the hypothalamus (125). 
Interestingly, cutaneous exposure to UVB rapidly (60 to 90 
min after exposure) stimulates central systemic CRH, ACTH, 
β-endorphin, and CORT production accompanied by induc-
tion of immunosuppressive effects in spleen lymphocytes 
independent of the pituitary (124). Studies also show that 
exposure of the eye to the UVB (126) or UVA (127) could 
stimulate the central HP or HPA axis with downstream pos-
itive phenotypic effects not only in the skin but also in ame-
liorating inflammatory responses in the GI.

Other important examples of the UVR effects on the cen-
tral neuroendocrine system include the activation of the 
brain–gonadal axis with regulation of sexual behavior (128) 
or regulation of feeding behavior (1) and body metabolism 
(35, 129, 130). Additionally, moderate UV exposure enhances 
learning and memory by stimulating glutamate signaling in 
the brain (36). However, UVB depending on the dose and 

frequency of exposure can have negative systemic effects 
such as induction of fatigue-like behavior connected with 
increased serum levels of β-endorphin (131). In addition, UVB 
and UVA can lead to the addictive behavior through different 
mechanisms (1, 50, 64, 67, 81, 132, 133). However, UVR has 
positive effects on mood and depressive disorders and 
enhances feeling of well-being (134).

Thus, UVR can activate different neuroendocrine mecha-
nisms regulating functions of the brain, endocrine and immune 
systems, and by inference peripheral organs. Many of these 
mechanisms are independent from the UVB-induced vitamin 
D production. The best example is beneficial effect of UVB on 
development and/or progression of MS, which in big part 
appears to be independent from the classical vitamin D sign-
aling (9, 135) as measured by production of 25(OH)D3, expres-
sion of the VDR, or action of an activating enzyme CYP27B1 
(135–137). Thus, these beneficial effects could be secondary 
to activation of central neuroendocrine axes of which HP or 
HPA are examples. It must be noted that POMC-derived pep-
tides are not only anti-inflammatory but also have cytoprotec-
tive and neuroprotective functions (42, 82, 138). However, since 
vitamin D3 play a protective role in MS, novel CYP11A1 initiated 

Fig. 1.   UVR activates neuro-immuno-endocrine pathways leading to the regulation of the local and global homeostasis. UVR energy absorbed by the skin induces 
functional changes directly (chromophores, ROS/RNS, and physicochemical alterations) or indirectly (cellular production and release of biomolecules) and is 
coordinated by the local neuro-immuno-endocrine system to regulate homeostasis. Locally released molecules or activated immune cells (cellular messengers) 
can enter systemic circulation and act on brain, endocrine and internal organs. Furthermore, nerve ending in the skin is stimulated directly or indirectly with 
further neurotransmission to the brain and central organs. All of these elements act in a coordinated manner to regulate systemic homeostasis. UV: ultraviolet 
radiation, ROS: reactive oxygen species, RNS: reactive nitrogen species.
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pathways of vitamin D or related lumisterol and tachysterol 
activations must be taken into consideration since these can 
act on alternative to the VDR nuclear receptors and are inde-
pendent of CYP27B1 and 25(OH)D3 (30, 92, 93).

A better understanding of the complex regulatory mecha-
nisms induced by UVR would require use of computational 
biology tools and AI. However, there is lack of computational 
resources for neuroendocrine signaling in gene set databases. 
The Pathway Annotated List and Gene Signature Electronic 
Repository (139, 140) shows that a query of “neuroendocrine” 
returned only 37 gene sets out of 113,830 PAGs from 37 data 
sources. Although PAGs (for example: WEX000069 and 
TAX028307) identify differentially regulated genes related to 
neuroendocrine function, there are no data on various condi-
tions where UVR affects neuroendocrine systems yet. Therefore, 
such studies need to be performed and analyzed by rigorous 
bioinformatics network and systems biology analyses.

Concluding Remarks

In this perspective, we present overwhelming evidence sup-
porting the complex regulation of the central and global home-
ostasis by UVA and UVB in particular, with predictable general 
mechanisms of action. Many of these mechanisms are inde-
pendent or only partially dependent on the UVB-induced pro-
duction of vitamin D in the skin. These include rapid or slow 
activation of the local and central neuro-immuno-endocrine 
responses involving brain, endocrine and immune systems 
with secondary effects on peripheral organs. Proposed mech-
anisms by which precision of such responses is regulated 
include the following: 1) the interaction with classical axes such 
as HP, HPA, SNS, or autonomous (ANS) nervous systems or key 
regulatory brain centers indirectly activated by UVR-generated 
“messengers” in the periphery, which would precisely regulate 
body homeostasis according to the need; 2) they are defined 
by the nature of the produced molecules that activate corre-
sponding receptors at the local or systemic effects; 3) they 
include activation of cutaneous UVA and UVB photoreceptors, 
recently identified in the skin; 4) physicochemical changes 
induced by UVR in the skin (e.g., pH, ions, ROS) can lead to the 
activation or can affect the sensory nerve endings activities 
with attendant neural transmission to the brain or activation 
of the SNS or ANS leading to “reflex-driven” responses; and 5) 
UVR would activate skin immune cells that after leaving the 
skin would serve as cellular “photomessengers” to regulate 
systemic immune activity or neuroendocrine responses (40).

It is also worth mentioning about the recent advances in 
alternative pathways activating vitamin D and related 
lumisterol and tachysterol, defined as pro-hormones, leading 
to production of large number of molecules (70), which can 
activate not only VDR but also several alternative nuclear 
receptors. This offers a new Copernican point of view on 
vitamin D biology versus the old Ptolemaic opinion that is 
still being held by many in the scientific community: one 
active molecule 1,25(OH)2D3 and one receptor—VDR as the 
reflection of the vitamin D action. These new findings not 
only open a “Pandora’s Box” of scientific possibilities but also 
show that UVB can generate a myriad of molecules that could 
eventually regulate local and global homeostasis in a manner 
defined by the nature of the activated receptor.

There are multiple therapeutic implications of the above 
models extending beyond phototherapy of skin inflamma-
tory disorders. These include systemic UVR therapy of auto-
immune disorders such as RA, inflammatory bowel disorders 
(IBD), scleroderma, or neurodegenerative disorders with 
autoimmune component of which MS is an example. In addi-
tion, UVR therapy can be applied to treatment of addiction 
and mood disorders. However, precise selection of an opti-
mal narrowband wavelength for a specific disorder with 
minimal site effects on the skin remains to be defined both 
experimentally and clinically.

Although there is overwhelming evidence that UVR in 
humans regulates the central neuro-endocrine system (1) 
with profound systemic homeostatic effects, we recognize 
certain limitations. The precise mechanisms of action are 
unknown or are based predominantly on laboratory ani-
mal models, ex vivo experiments on human skin, and lim-
ited human data. However, as discussed, epidemiological 
data and natural history of certain disorders such as MS, 
RA, mood disorders, or IBD point to the need for clinical 
trials on educated use of UVR therapy. State-of-the-art 
noninvasive use of sophisticated high-resolution imaging 
of the brain and body technologies combined with omics 
approaches promise to advance this new field of photo-
neuro-immuno-endocrinology with broad clinical implica-
tions. Using systems biology approaches, we expect three 
levels of data to be collected and models, from UVR dam-
age at the organ level and cross-organ endocrine signaling, 
at the cell population level and the cross cell-type commu-
nications via cytokines and neurohormones, and at the 
intracellular signaling level at the single-cell type via mul-
tiomics measurements. Furthermore, use of free running 
animals exposed daily to the sun should lead to under-
standing how UVR can affect their well-being and body 
homeostasis that would be dependent on the animal spe-
cies and their ecosystem.

In summary, we have gathered experimental and obser-
vational evidence that UVR spectra of solar radiation have 
profound effects on systemic body homeostasis, which are 
defined by their wavelength and energy, nature of chromo-
phores and of molecules produced in the barrier organ. 
Local physicochemical changes induced by solar radiation 
can lead to activation of local neuro-immuno-endocrine 
sensing and regulatory mechanisms with their projection 
to the central or systemic levels. While the precise mecha-
nisms of these interactions remain to be explored, their 
health benefits and therapeutic implications can outweigh 
the negative effects if responsibly applied in an educated 
manner.
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