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ABSTRACT Vitiligo is a common dermatosis occurring with 
a frequency of about 0.2-4.0% in world population. The 
main skin symptom of disease are white patches appearing 
as a result of destruction or dysfunction of pigment cells 
(melanocytes). Melanocytes are localized not only in epi-
dermis and bulge region of hair follicle, but also in inner ear 
and eyeball structures, and therefore vitiligo may coexists 
with auditory and visual disorders. The most frequent audi-
tory and visual disturbances occurring in vitiligo patients 
are discussed in this article.
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INTRodUCTIoN
Vitiligo is a systemic idiopathic disease character-

ized by the presence of sharply demarcated, discol-
ored spots caused by epidermal melanocyte loss or 
damage. This disease affects all races equally regard-
less of sex, with an incidence of 1% to 2%. The first de-
scriptions of the disease are found in ancient Indian 
guides, the Old Testament, and the Koran. Many types 
of vitiligo have been identified: localized, including 
focal and segmental, and generalized, including ac-
rofacial, vulgaris, and universal (1,2). The mechanism 
underlying the spots in vitiligo is not completely un-
derstood, although many theories of the disease etiol-

ogy have been postulated. The most popular of these 
include autoimmune, auto-cytotoxic, and neurogen-
ic mechanisms. The autoimmune theory is based on 
the coexistence of vitiligo with autoimmune diseases, 
often preceded by the signs of Sutton disease, and 
skin melanoma. In 1% to 3% of patients with mela-
noma, foci of hypopigmentation, depigmentation, or 
discoloration develop around halo nevi (3). The latest 
theories involve viral apoptotic, adhesion, and multi-
factorial disorders. 

A number of studies have explored the genes 
responsible for the development of vitiligo, includ-
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ing acetylcholinesterase, major histocompatibility 
complex, chloramphenicol transferase, cytotoxic T-
lymphocyte associated protein 4, catechol-O-meth-
yltransferase, estrogen receptor, guanosine triphos-
phate cyclohydrolase I, mannose binding lectin 2, 
protein tyrosine phosphatase non-receptor type 22, 
and vitamin D3 receptor (4). In patients with vitiligo 
and other autoimmune disorders, Jin et al. (5) located 
the NALP1 gene on the short arm of chromosome 7, 
which encodes a protein rich in leucine, a primary 
regulator of the immune system. The hypothesis re-
lating vitiligo to neurogenic mechanisms originated 
from observations of segmental vitiligo in areas 
designated by the dermatomes, and in association 
with adrenergic orthostasis or altered metabolism of 
acetylcholine and adrenergic neurotransmitters. The 
autoimmune and neurogenic theories are also sup-
ported by the presence of the Koebner phenomenon 
in generalized vitiligo (6, 7). Twenty-four hours after 
mechanical injury, non-specific migration of melano-
cytes occurs. The auto-cytotoxic hypothesis is based 
on the observation that phenol and some of its de-
rivatives are toxic to melanocytes, and can produce 
a chemical leucoderma. Tyrosinase, a key enzyme 
involved in melanin biosynthesis from phenol and 
some of its precursors, can produce free radicals and 
destroy melanocytes (8). 

A cytomegalovirus genome has been identified 
in the epidermal cells of patients with vitiligo (9). 
Patients with hepatitis C viral infection, acquired im-
mune deficiency syndrome, and human immunode-
ficiency virus carriers have an increased incidence of 
vitiligo (10-14). The hypothesis assumes that apop-
totic destruction of melanocytes is the mechanism 
of programmed cell death due to weakening of the 
protective signaling pathway, SCF (ckit) MIFT/Bcl2. 
The apoptotic process of melanocytes is exacerbated 
by the weakening of the expression of the gene en-
coding Bcl-2.

Normal interactions between melanocytes and 
the basement membrane require alpha-beta 1 integ-
rin. Interactions between melanocytes and keratino-
cytes occur through the actions of beta-catenin and 
cadherin (14). Repetitive bending of joints with unal-
tered skin in patients with vitiligo results in peeling 
and transepidermal elimination of melanocytes. This 
theory also explains the occurrence of positive Koeb-
ner symptoms in the active form of the disease (15). 

The multifactorial theory assumes that vitiligo oc-
curs primarily in genetically predisposed patients ex-
posed to a variety of adverse environmental factors. 
The etiology of vitiligo, unfortunately, remains un-
clear, and the disease has many clinical forms. Accord-
ing to the latest multifactorial theory, exogenous or 

endogenous phenols that are a competitive substrate 
for tyrosine are present in the microenvironment of 
pigment cells. Due to an imbalance in reduction and 
oxidation, competitive substrates are transformed 
into reactive quinones. Tyrosinase metabolizes qui-
nones to products that may represent new antigens. 
The newly formed antigens are presented by Langer-
hans cells in the regional lymph nodes, which leads to 
cytotoxic T cell proliferation. Finally, cytotoxic T lym-
phocytes and macrophages migrate into the skin and 
destroy melanocytes (16-18). 

The diagnosis of vitiligo is based on clinical pre-
sentation and is generally quite easy. Secondary 
studies for the diagnosis of discrete changes are 
performed by Wood’s lamp examination. The Wood’s 
lamp highlights the contrast between the properly 
colored skin and the vitiligo patch. Although vitiligo 
is not directly life-threatening, this disease can be a 
source of serious psychological problems and lead to 
social isolation (19). 

Vitiligo coexists with autoimmune diseases and 
visual and auditory disorders. In patients with vitiligo, 
discoloration of the eyelids and loss of eyelashes and 
eyebrows are frequently observed. Moreover, eye 
uveitis and, less frequently, discoloration of the iris, 
atrophy of the retinal pigment epithelium (RPE), and 
other retinal disorders, such as discoloration and/or 
increased pigmentation of the eye fundus, are ob-
served in patients with vitiligo. Vitiligo is also associ-
ated with auditory and balance disturbances (20). 

AUdIToRy mANIfeSTATIoNS of VITIlIgo 
The target tissues for the distribution of melano-

cytes are not only the epidermis and hair, but also the 
mucosa of the ear, eye, and mesencephalon (21). In 
the ear, melanocytes are located in the stria vascu-
laris as intermediate cells, where they modulate the 
function of Na+/K+ -ATPase and potassium channels, 
which are essential for creating the endocochlear 
electrical potential (22). The electrical activity of cili-
ary cells in the labyrinth is closely connected with 
their physiological ability to send afferent informa-
tion to brain areas involved in auditory and balance 
functions. 

Opinions vary on hearing loss associated with mela-
nocyte destruction. Lin et al. (23), analyzing 1258 adults, 
suggested an association between darker skin and bet-
ter hearing on the basis of subjective hearing tests. Be-
cause skin pigmentation is the marker of melanocyte 
function, it is reasonable that vitiligo may be associated 
with disturbances of the inner ear (which contains me-
lanocytes). Moreover, destruction of the epithelium is 
often coexistent in the inner ear and retina (24). 
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Several studies report impaired hearing follow-
ing disruption of melanin synthesis, melanosome 
structure, or their distribution (25). None of these 
studies, however, have examined the site of dam-
age that leads to hearing impairment, which can be 
the cochlea as well as the upper part of the auditory 
system, as seen in retinitis pigmentosa coupled with 
axonal polyneuritis followed by hearing loss (26). Me-
lanocytes are also distributed in the mesencephalon, 
which is a part of the hearing pathway. 

Ardic et al. (27) noted lower pure tone thresholds 
at higher sound frequencies (from 4000 – 16,000 Hz) 
in patients with vitiligo. Based on their observations, 
as well as the fact that social and environmental dam-
age affects hearing at the same sound frequencies, 
the authors suggested a preventive role of melano-
cytes (and melanin-containing cellular elements) for 
the sensitive inner ear cells. Sensorineural hypoacusis 
was reported also by Sharma et al. (28) in ~10% pa-
tients with vitiligo, but the conductive type of hear-
ing loss was detected in 8% of this group. Aydogan et 
al. (29) observed that patients with vitiligo have dis-
turbances in the upper part of auditory pathway, in 
cranial nerve VIII, and above the level of the cochlear 
nuclei in the pons. The frequency of hypoacusis was 
similar to that in previous reports and affected ~14% 
of 57 tested patients. Among Korean patients with 
vitiligo, hearing loss was confirmed to be connected 
with cochlear damage as objective electrocochleog-
raphy revealed increases in summation and action 
potentials of auditory cells in the labyrinth (30). The 
use of otoacoustic emissions seemed to confirm the 
pathology of the cochlear cells, especially at 4000 Hz 
(31). Moreover, successful cochlear implantation in 
patients with auditory symptoms concurrent with au-
toimmune destruction of melanocytes might be the 
evidence for cochlear localization of hearing injury 
related to vitiligo (32). 

Some reports, however, do not support a con-
nection between hearing loss and vitiligo. Escalante-
Ugalde et al. (33), Ozuer et al. (34), and Al-Mutairi et 
al. (35) observed no correlation between hypoacusis 
and vitiligo, even in a large group of 197 patients. Go-
pal et al. (36) suggested that the hearing loss could 
result from other diseases coexisting with vitiligo, 
such as diabetes mellitus and hypothyroidism. In fact, 
as vitiligo is reported to be of systemic origin, auto-
immune-associated diseases could be responsible 
for the observed hypoacusis. Akay et al. (37) reported 
that 55% of patients with vitiligo have autoimmune 
diseases. Abad et al. (38) emphasized the role of self-
antigens originating from melanocytes, but a search 
for targeted melanocytic proteins in patients with 
multisystemic autoimmune diseases of tissues con-

taining melanin in the eye, inner ear, meninges, and 
skin was unsuccessful. 

Several issues remain to be solved regarding vitili-
go and the associated impairment of sensory organs. 
First, there is a clear connection between hearing loss 
and melanocyte disease; second, the localization of 
the auditory pathway injury; and third, the coinci-
dence of auditory and balance system destruction in 
some clinical cases of vitiligo. 

oCUlAR mANIfeSTATIoNS of VITIlIgo 
Depigmentation of the eyelid and poliosis of the 

eyebrows and eyelashes are often observed in vitiligo 
(39). In addition to the skin, melanocytes are found in 
the leptomeninges, retinal pigment epithelium (RPE), 
the uveal tract, and the inner ear. Typically, melano-
cyte abnormalities in the eyes and ears are asymp-
tomatic and not observed by physicians, but their in-
volvement in vitiligo is well established and in some 
cases can be related to severe ocular diseases. There 
are two populations of pigment-bearing cells in the 
eye: the uveal melanocytes, which are morphologi-
cally similar to dermal melanocytes, and the RPE (40). 
Melanocytes present in the choroid are responsible 
for constitutive eye pigmentation and protection 
against ultraviolet (UV) radiation. These cells are im-
portant for the degradation of toxic factors (41). The 
association of vitiligo with inflammation of the uveal 
tract is well established. Clinical manifestations of 
acute uveitis in patients with vitiligo were observed 
in 8% of 112 patients (42). Biswas et al. reported the 
symptoms of uveitis in only 5% of a group of 100 pa-
tients (43). Wagoner et al. reported a 4.8% incidence 
of uveitis in a group of 223 patients with vitiligo and 
5.4% incidence of cutaneous depigmentation in a 
group of 129 patients with uveitis of an unknown 
cause (44). 

Vitiligo is associated with pigmentary changes 
in the fundus of the eye. The RPE is formed by a dis-
tinct type of melanocytes as the outermost layer of 
the retina. These melanocytes are involved in the 
metabolism of retinoids and rod outer segments, and 
play a major role in vision (41). Although melanocyte 
abnormalities in the fundus of the eye are usually as-
ymptomatic, they occur frequently. Wagoner et al., in 
a study of 223 patients with vitiligo, reported chorio-
retinal scars and RPE hypopigmentation in 30% of the 
patients or RPE atrophy in 27% of the patients (44). 
Cowan et al. detected some degree of fundal pig-
ment disturbance in 40% of 156 patients with vitiligo 
(45). Different types of fundal pigment disturbances 
are linked to vitiligo, such as pigment clumps, focal 
hypopigmented spots, diffuse hypopigmentation,  
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diffuse, focal, or sectoral atrophy of the RPE, or chorio-
retinal scars (42,46). Some researchers have observed 
ring-like peripapillary atrophy around the optic nerve 
(39). There are some isolated reports of vitiligo occur-
ring with tapetoretinal degeneration (47,48). Retinitis 
pigmentosa and retinitis pigmentosa-like syndromes 
are seen sporadically in patients with vitiligo, and 
patients with vitiligo more often complain of night 
blindness, but the relationship between vitiligo and 
retinitis pigmentosa is difficult to assess (42,46). 

Vitiligo is associated with many primarily autoim-
munologic disorders. Vitiligo is strongly associated 
with uveal inflammation in Vogt-Koyanagi-Harada 
disease, a systemic autoimmune disorder that affects 
pigmented tissues of the body, with the most severe 
manifestations in the eyes. Patients with Vogt-Koy-
anagi-Harada disease can present with early acute 
uveitic manifestations (i.e. bilateral diffuse choroiditis 
with bullous serous retinal detachment and optic disc 
hyperemia) and late ocular manifestations (i.e. diffuse 
fundus depigmentation, nummular depigmented 
scars, retinal pigment epithelium clumping and/or 
migration, and recurrent or chronic anterior uveitis), 
in addition to extraocular manifestations (neurolog-
ic/auditory and integumentary) (49). 

The connection between the anatomic localiza-
tion of vitiligo and ocular findings was primarily in-
vestigated by Rosenbaum et al. (50), who reported 
an association between bilateral changes in the RPE 
with periorbital vitiligo and seizures. Other research-
ers have come to similar conclusions. Wagoner et al. 
suggested that periocular skin depigmentation is a 
frequent abnormality in patients with ocular findings 
(44). Baskan et al. reported that ocular findings are 
primarily associated with periorbital and, to a lesser 
extent, genital vitiligo (39). 

References: 
1. Czajkowski R, Wankiewicz A, Uchańska G, Placek W. 

Bielactwo nabyte – patogeneza i postępowanie. 
Twój Mag Med 2004;9:9-35.

2. Woźniak W, Jaworek AK. Bielactwo nabyte. Der-
matol Estet 2009;3:189-94.

3. Cunha D, Pacheco FA, Cardoso J. Vitiligo: a good 
prognostic factor in melanoma? Dermatol Online 
J 2009;15:15. 

4. Czajkowski R, Męcińska-Jundziłł K. Current aspec-
ts of vitiligo genetics. Postępy Dermatol Alergol 
2014;31:247-55.

5. Jin Y, Birlea SA, Fain PR, Spritz RA. Genetic varia-
tions in NALP1 are associated with generalized vi-
tiligo in a Romanian population. J Invest Dermatol 

2007;127:2558-62.
6. Gawkrodger DJ, Ormerod AD, Shaw L, Mauri-Sole 

I, Whitton ME, Watts MJ, et al. Guideline for the 
diagnosis and management of vitiligo. Br J Der-
matol 2008;159:1051-76.

7. Tyc-Zdrojewska E, Kaszuba A, Trznadel-Grodzka 
E. Objaw Kőbnera – przegląd piśmiennictwa. Der-
matol Prakt 2011;3:11-16. 

8. Taneja A. Leczenie bielactwa nabytego. Dermato-
logica 2002;3:9-15. 

9. Akar A, Yapar M, Aksakal AB. Vitiligo: cytomegalo-
virus associated? Pigment Cell Res 2002;15:134.

10. Read RW, Holland GN, Rao NA, Tabbara KF, Ohno 
S, Arellanes-Garcia L, et al. Revised diagnostic cri-
teria for Vogt-Koyanagi-Harada disease: report of 
an International committee on nomenclature. Am 
J Ophthalmol 2001;131:647-52 .

11. Cho M, Cohen PR, Duvic M. Vitiligo and alopecia 
areata in patients with human immunodeficiency 
virus infection. South Med J 1995;88:489-91. 

12. Podanyi B, Lengyel G, Harsing J, Becker K, Horvath 
A. Skin diseases associated with chronic hepatitis 
C. Orv Hetil 1998;139:2633-7. 

13. Antony FC, Marsden RA. Vitiligo in association 
with human immunodefficiency virus infection. J 
Eur Acad Dermatol Venereol 2003;17:456-8. 

14. van den Wijngaard RM, Aten J, Scheepmaker A, 
La Poole IC, Tigges AJ, Westerhof W, Das PK. Ex-
pression and modulation of apoptosis regulatory 
molecules in human melanocytes: significance in 
vitiligo. Br J Dermatol 2000;143:573-81. 

15.  Boissy RE, Spritz RA. Frontiers and controversies in 
the pathobiology of vitiligo: separating the wheat 
from the chaff. Exp Dermatol 2009;18:583-5. 

16. Placek W, Czajkowski R, Chabior A. Bielactwo na-
byte. Derm Prakt 2009;3:9-19. 

17. Halder RM, Chappell JL. Vitiligo update. Semin 
Cutan Med Surg 2009;28:86-92. 

18. Jarrett A, Szabo G. The pathological varieties of 
vitiligo and their response to treatment with me-
ladinine. Br J Dermatol 1956;68:313-26.

19. Silvan M. The psychological aspects of vitiligo.  
Cutis 2004;73:163-7.

20. Flesing E, Gross M, Ophir I, Elidan J, Bdolah-Ab-
ram T, Ingber A. Risk of sensorineural hearing 
loss in patients with vitiligo. Audiol Neurootol 
2013;18:240-6.

21. Goding CR. Melanocytes: the new Black. Int J Bio-
chem Cell Biol 2007;39:275-9. 

22. Tachibana M. Cochlear melanocytes and MITF sig-

Ciescinska et al. Acta Dermatovenerol Croat
Impaired hearing and vision in vitiligo patients   2016;24(1):20-24



24 ACTA DERMATOVENEROLOGICA CROATICA

naling. J Invest Dermatol Symp Proc 2001;6:95-8.
23. Lin FR, Maas P, Chien W, Carey JP, Ferrucci L, Thor-

pe R. Association of skin color, race/ethnicity, and 
hearing loss among adults in the USA. J Assoc Res 
Otolaryngol 2012;13:109-17. 

24. Cernea P, Damien C. Retinitis pigmentosa, vitiligo 
and deaf-mutism. Apropos of a case. J Fr Ophtal-
mol 1994;17:501-3.

25. Yamaguchi Y, Hearing VJ. Melanocytes and their 
diseases. Cold Spring Harb Perspect Med 2014;1:4-
5.

26. Dereymaeker AM, Fryns JP, Ars J, Andresescu J, 
van den Berghe H. Retinitis pigmentosa, hearing 
loss and vitiligo: report of two patients. Clin Genet 
1989;35:387-9. 

27. Ardic FN, Aktan S, Kara CO, Sanli B. High-frequen-
cy hearing and reflex latency in patients with pig-
ment disorder. Am J Otolaryngol 1998;9:365-9.

28. Sharma L, Bhawan R, Jain RK. Hypoacusis in vitiligo. 
Indian J Dermatol Venereol Leprol 2004;70:162-4. 

29. Aydogan K, Turan OF, Onart S, Karadogan SK, Tu-
nali S. Audiological abnormalities in patients with 
vitiligo. Clin Exp Dermatol 2006;31:110-3. 

30. Hong CK, Lee MH, Jeong KH, Cha CI, Yeo SG. Clini-
cal analysis of hearing levels in vitiligo patients. 
Eur J Dermatol 2009;19:50-6.

31. Aslan S, Serarslan G, Teksoz E, Dagli S. Audiologi-
cal and transient evoked otoacoustic emission fin-
dings in patients with vitiligo. Otolaryngol Head 
Neck Surg 2010;142:409-14. 

32. Sydlowski SA, Luffler C, Haberkamp T. Successful 
cochlear implantation in a case of Vogt-Koyanagi-
Harada disease. Otol Neurotol 2014;35:1522-4. 

33. Escalante-Ugalde C, Poblano A, Montes de Oca 
E, Lagunes R, Saúč A. No evidence of hearing 
loss in patients with vitiligo. Arch Dermatol 
1991;127:1240. 

34. Ozuer MZ, Sahiner T, Aktan S, Sanli B, Bayramoğlu 
I. Auditory evoked potentials in vitiligo patients. 
Scand Audiol 1998;27:255-8. 

35. Al-Mutairi N, Al-Sebeih KH. Late onset vitiligo 
and audiological abnormalities: is there any as-
sociation? Indian J Dermatol Venereol Leprol 
2011;77:571-6. 

36. Gopal KV, Rama Rao GR, Kumar YH, Appa Rao MV, 
Vasudev P; Srikant. Vitiligo: a part of a systemic 
autoimmune process. Indian J Dermatol Venereol 
Leprol 2007;73:162-5. 

37. Akay BN, Bozkir M, Anadolu Y, Gullu S. Epidemio-
logy of vitiligo, associated autoimmune diseases 
and audiological abnormalities: Ankara study of 
80 patients in Turkey. J Eur Dermatol Venereol. 
2010;24:1144-50. 

38. Abad S, Wieers G, Colau D, Wildmann C, Delair E, 
Dhote R, et al. Absence of recognition of common 
melanocytic antigens by T cells isolated from ce-
rebrospinal fluid of a Vogt-Koyanagi-Harada pa-
tient. Mol Vis 2014;20:956-69. 

39. Baskan EB, Baykara M, Ercan I, Tunali S, Yucel 
A. Vitiligo and ocular findings: a study on pos-
sible associations. J Eur Acad Dermatol Venereol 
2006;20:829-33 

40. Lerner AB, Nordlund JJ, Albert DM. Pigment cells 
of the eyes in people with vitiligo. New Engl J Med 
1977;296:232. 

41. Lotti T, D’Erme AM. Vitiligo as a systemic disease. 
Clin Dermatol 2014;32:430-4. 

42. Albert DM, Nordlund JJ, Lemer AB. Ocular abnor-
malities occurring with vitiligo. Ophthalmology 
1979;86:1145-60. 

43. Biswas G, Barbhuiya JN, Biswas MC, Islam MN, 
Dutta S. Clinical pattern of ocular manifestations 
in vitiligo. J Indian Med Assoc 2003;101:478-80. 

44. Wagoner MD, Albert DM, Lerner AB, Kirkwood 
J, Forget BM, Nordlund JJ. New observations on 
vitiligo and ocular disease. Am J Ophthalmol 
1983;96:16-26. 

45. Cowan CL Jr, Halder RM, Grimes PE, Chakrabarti 
SG, Kenney JA Jr. Ocular disturbances in vitiligo. J 
Am Acad Dermatol 1986;15:17-24. 

46. Albert DM, Wagoner MD, Pruett RC, Nordlund JJ, 
Lerner AB. Vitiligo and disorders of the retinal pig-
ment epithelium. Br J Ophthalmol 1983;67:153-6. 

47. Gordon DM. Retinitis pigmentosa associated with 
vitiligo of the skin. Arch Ophthalmol 1953;50:372-4. 

48. Merz M, Szigielski M, Langucki J. Unilateral secto-
rial pigmentary degeneration and vitiligo. Opht-
halmologica 1969;157:357-61. 

49. Sakata VM, da Silva FT, Hirata CE, de Carvalho JF, 
Yamamoto JH. Diagnosis and classification of 
Vogt-Koyanagi-Harada disease. Autoimmun Rev 
2014;13:550-5. 

50. Rosenbaum J, Bunke A, Cooperman E, Gombos 
GM. Bilateral retinal pigment epithelium changes 
associated with periorbital vitiligo and seizure di-
sorders. Ann Ophthalmol 1979;11:1191-3. 

Ciescinska et al. Acta Dermatovenerol Croat
Impaired hearing and vision in vitiligo patients   2016;24(1):20-24


