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Objective: Hyperpigmentation is a condition characterized by the accumulation of pigment 
in the epidermis and dermis. Many dermatological diseases, such as primary cutaneous amy-
loidosis (PCA), postinflammatory hyperpigmentation (PIH), erythema discromicum perstans 
(EDP), notalgia paresthetica (NP), drug reaction (DR), may lead to acquired hyperpigmen-
tation on the skin. The aim of this study is to investigate etiologic factors, clinical and de-
mographic features, laboratory findings and treatment options in patients with generalized 
hyperpigmentation.

Methods: Forty four patients who presented to our outpatient clinic with complaints of 
hyperpigmentation were evaluated retrospectively. Patients were examined in terms of age, 
duration and localization of lesions, accompanying symptoms or diseases, laboratory findings 
and treatment options.

Results: When pigmentation-causing diseases are listed; PCA was detected in 50% of the 
cases. Of these, 72.7% (n=16) were macular amyloidosis, 22.7% (n=5) were lichen amyloido-
sis, and 4.6% (n=1) were biphasic amyloidosis. Others were 29.5% (n=13) PIH, 13.6% (n=6) 
EDP, 4.6% (n=2) NP, 2.3% (n=1) DR. The ages of the patients were generally between 20-69 
years. The average age was mean 47.8 years (48.8 for females and 45.0 for males). The dura-
tion of pigmentation ranged from 3 months to 20 years (mean 6.8 years). 75% (n=33) of the 
patients had itching. About half of the lesions were located on the back. Half of the patients 
had a concomitant disease. As treatment options, 9 patients were treated with phototherapy, 
9 with isotretinoin, 12 with depigmentation, and one with pregabalin and topical steroids.

Conclusion: Knowing the conditions that cause hyperpigmentation facilitates the diagnosis 
of the disease. In this study, PCA was detected in half of the patients with clinically con-
sidered hyperpigmentation. Therefore, the diagnosis of PCA should be considered first in 
patients with pruritic and diffuse pigmentation.
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INTRODUCTION

The presence of hyperpigmentation on the skin is a com-
mon complaint of the patients who appeal to dermatology 
outpatient clinics. Hyperpigmentation is a situation char-
acterised with accumulation of pigment in the epidermis 
and dermis. Many dermatological diseases such as PCA, 
PIH, EDP, NP, DR can cause acquired hyperpigmentation 
in the body. PCA is the deposition of amyloid in the skin 
without systemic involvement. There are various types as 
macular, lichenoid, biphasic and nodular in which macular 
and lichenoid types exist together.[1-4] PIH is an increase 
of acquired melanin in the epidermis and/or dermis due 
to many reasons such as inflammatory dermatosis, allergic 
reactions, papulosquamous diseases, drug reactions, pho-
totoxic reactions, trauma and physical agents.[5-8] EDP; also 
known as ashy dermatosis, is an acquired dermatosis with 
an unknown etiology characterized by common gray-blue 

macules.[9,10] NP is a clinical condition with focal, severe 
itching, neuropathic pain and pigmentation on the dorsal 
vertebra and scapula with attacks.[11] DR is characterized 
with the drug-induced pigmentation on the skin and mu-
cous appendages.[12] Establishing differential diagnosis of 
hyperpigmentation is important in terms of diagnosis and 
treatment plan.

In this study, it is aimed to present the etiological reasons, 
demographic characteristics, clinical and laboratory find-
ings, treatment options that patients appeal with diffuse 
hyperpigmentation by comparing them with the literature 
data.

MATERIALS AND METHODS

In this study, 44 patients evaluated retrospectively who 
applied to our Dermatology outpatient clinic with the 
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complaint of diffuse hyperpigmentation between 2013 and 
2018. Diseases that may cause pigmentation were inves-
tigated on these patients. For the diagnosis, in addition 
to the clinical examination, histopathological examination 
was done by taking biopsy from all patients. The PCA 
was diagnosed by presence of amyloid, hematoxylin-eo-
sin (H&E) and Congo red stain. Patients with pictures had 
a consent form. Patients were reviewed in terms of age, 
duration of lesion, localization, concominant symptoms or 
diseases, laboratory findings and treatment options.

The patients were grouped according to their ages as 20-
30a, 31-40a, 41-50a, 51-60a, 61-70a.

Durations of disease were grouped as 0-6 months, 7 
months-12 months, 1 year-5-years, 6-10 years, and more 
than 10 years. The presence of itching was particularly 
noted.

Statistical analysis of the data of the study was performed 
by using the SPSS 21.0 package program. Continuous vari-
ables were shown as means, and categorical variables were 
presented as percentages.

RESULTS
When diseases causing pigmentation were listed; PCA was 
detected as 50% of the cases. 72.7% (n=16) of it was mac-
ular amyloidosis, 22.7% (n=5) was lichen amyloidosis, 4.6% 
(n=1) was biphasic amyloidosis. The others were detected 
as 29.5% (n=13) PIH, 13.6% (n=6) EDP, 4.6% (n=2) NP, and 
2.3% (n=1) DR (Figs. 1, 2).

75% of the patients were female (n=33) and 25% (n=11) 
were male. The female/male ratio was 3: 1. The rates of 
diseases that cause pigmentation and the distribution by 
gender are shown in Table 1.

The ages of the patients with diffuse hyperpigmentation 
that we followed up in our outpatient clinic were generally 
between the ages of 20-69 (mean 47.8), 48.8 for wom-
en and 45.09 for men. Hyperpigmentation diseases by age 
groups are shown in Table 2. The pigmentation period var-
ied from 3 months to 20 years (mean 6.8 years) (Table 3). 
75% (n=33) of the patients had itching complaints. While 
all patients with NP and DR were itchy, in lichenoid and 
macular amylodosis itching was 90.9%, PIH was 58.3% and 
EDP was 50%. When the hyperpigmentation in the cases 

was evaluated in terms of localization, it was observed that 
the lesions were mostly located in the body. It was mostly 
on the back in 45.4% (20 cases). 2 cases (4.6%) were de-
termined in the legs, one case (2.3%) in the arms, 13 cases 
(29.5%) in more than one localization, and 8 cases (18.2%) 
generalized hyperpigmentation.

Hyperpigmentation locations of the cases are shown in 
Table 4.

Two cases had a severe sunburn history. Family history 
was not determined in any patient.

Complete blood count, routine biochemistry tests, thyroid 
function tests, Antinuclear antibody (ANA) tests, Anti-dsD-
NA tests were performed on the patients. ANA positivity 
was observed in one patient. Half of the patients had a con-
comitant diseases. More than one disease was determined 

Figure 1. Macular amyloidosis in the back.

Figure 2. Postinflammatory hyperpigmentation in the back.

Table 1. The rates of pigmentation-causing diseases and their distribution by gender

Gender MA LA BFA Total amyloidosis PIH EDP NP DR Total

Male 5 1 1 7 2 1 - 1 11
 %         25
 The average age         47.8
Female 11 4 – 15 11 5 2 – 33
 %         75
 The average age         48.8
Total cases, n (%) 16 (36.4) 5 (11.3) 1 (2.3) 22 (50) 13 (29.5) 6 (13.6) 2 (4.6) 1 (2.3) 44 (100)

MA: Macular amyloidosis; LA: Lichenoid amyloidosis; BFA: Biphasic amyloidosis; PIH: Postinflammatory hyperpigmentation; EDP: Erythema dyschromicum 
perstans; NP: Notalgia paresthetics; DR: Drug reaction.
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in 14 cases (31.8%). Concomitant diseases in 6 patients; 
thyroid pathology in four patients; asthma, iron deficiency 
anemia, hypertension (HT) in three patients; diabetes mel-
litus (DM), vitamin B12 deficiency anemia in two patients; 
vitamin D deficiency and fibromyalgia in one patient; allergic 
rhinitis, coronary artery disease, varicose veins, migraine 
and depression were determined. In addition, skin diseases 
such as psoriasis, vitiligo, chronic urticaria, perforating colla-
genesis and atopic dermatitis were detected in one patient.

As treatment options, 8 cases were given darbant B, 1 case 
was given PUVA, 9 cases were given isotretinoin, 12 cases 
were given depigmentation therapy, 1 case was given each 
Pregabalin and topical steroid. Thirteen patients did not 
receive treatment.

Presence of itching according to diseases, concomitant dis-
eases and treatments given are shown in Table 5.

DISCUSSION

Knowing the conditions that cause hyperpigmentation fa-
cilitates the diagnosis of the disease. In this study, hyper-
pigmentation diseases were investigated. It is necessary to 
make a differential diagnosis of hyperpigmentation in terms 
of diagnosis and treatment plan. Generally, hyperpigmenta-
tion is more common in middle-aged women. Hormonal 
and cosmetic reasons may be effective. PCA has been de-
tected in half of the patients who are clinically suspected of 
having hyperpigmentation. Therefore, in patients present-

Table 2. Hyperpigmentation diseases by age groups

Disease groups Number of cases 20-30 y 31-40 y 41-50 y 51-60 y 61-70 y The average age

MA 16 1 2 5 4 4 50.75
LA 5 – 1 2 2 – 47.2
BFA 1 – 1 – – – 37
PIH 13 1 – 3 5 4 52.46
EDP 6 2 1 2 1 – 37.6
NP 2 – – 2 – – 44
DR 1 1 –  – – 26
Total 44 5 5 14 12 8 48.7

MA: Macular amyloidosis; LA: Lichenoid amyloidosis; BFA: Biphasic amyloidosis; PIH: Postinflammatory hyperpigmentation; EDP: Erythema dyschromicum 
perstans; NP: Notalgia paresthetics; DR: Drug reaction; y: years.

Table 3. Duration of the disease

Disease groups Number of 0-6 7-12 1-5 6-10 More than Average duration
 cases months months years years 10 years of illness

MA 16 – 1 6 2 7 10.6 years
LA 5 1 – – – 4 11.2 years
BFA 1 – 1 – – – 1.5 years
PIH 13 2 4 1 3 3 5.76 years
EDP 6 – 1 2 1 2 6.1 years
NP 2 – – 1 – 1 7 years
DR 1 – – 1 – – 6 months
Total 44 3 7 11 6 17 6.8 years

MA: Macular amyloidosis; LA: Lichenoid amyloidosis; BFA: Biphasic amyloidosis; PID: Postinflammatory hyperpigmentation; EDP: Erythema dyschromicum 
perstans; NP: Notalgia paresthetics; DR: Drug reaction.

Table 4. Pigmentation localization

Localization  MA LA BFA Total amyloidosis PIH EDP NP DR

Arms, n (%) 1 (2.3) – 1  1 – – – –
Legs, n (%) 2 (4.6) – 2  2 – – – –
Trunk, n (%) 20 (45.4) 9 1  10 6 2 2 –
Multiple locations, n (%) 13 (29.5) 6 1  7 4 1 – 1
Diffuse, n (%) 8 (18.2) 1 – 1 2 3 3 – –
Total 44 16 5 1 22 13 6 2 1

MA: Macular amyloidosis; LA: Lichenoid amyloidosis; BFA: Biphasic amyloidosis; PID: Postinflammatory hyperpigmentation; EDP: Erythema dyschromicum perstans; 
NP: Notalgia paresthetics; DR: Drug reaction.
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ing with itchy and extensive pigmentation, the diagnosis of 
PCA should be considered first and the diagnosis should be 
confirmed by histopathology. Since there is a considerable 
number of cases of PIH, a good history should be taken and 
treatment should be applied according to the cause.

DISCUSSION

In the literature, many epidemiological studies have been 
made on patients who appeal with diffuse hyperpigmenta-
tion complaints, but these were evaluated as disease-spe-
cific. There are not many studies that hyperpigmentation 
has been reviewed collectively. In this study, 44 patients 
who applied with diffuse hyperpigmentation complaint 
were evaluated retrospectively. The clinical and demo-
graphic characteristics of the patients, diseases that cause 
pigmentation, localization, laboratory findings and con-
cominant diseases were evaluated and compared with the 
literature datas.

PCA occurs all over the world. However, it is more com-
mon in South America, Ecuador, and in Southeast Asia as 
China, Malaysia, Indonesia, India and on people with skin 
type 4 and higher.[4,7,13] Therefore, more studies on amyloi-
dosis have been reported from these countries.

The incidence of PCA and PIH is low in people with low 
skin type living in places like Europe and North Ameri-
ca. PCA is not seen frequently in our country.[4,9,14-16] Pa-
tients with diffuse hyperpigmentation have high ratio of 
PCA.[7] In various studies, histologically 46.7-50% of am-
yloid was found in patients with pigmentation.[17-19] Also 
in this study, it was stated that H&E and Congo red stain 
were used to detect amyloid as in others.[2] In our study, 
PCA was detected in half of the cases. 72.7% (n=16) of 
PCA cases were macular amyloidosis (MA), 22.7% (n=5) 
were lichen amyloidosis (LA), 4.6% (n=1) were biphasic 
amyloidosis (BFA).

Amyloidosis types have been reported in different ratios in 
the various studies made about PCA.[20]

Table 5. Presence of itching, accompanying diseases, treatments given in cases with pigmentation

  Presence of itching % Concomitant diseases Treatment

Amyloidosis, 20 cases 2-VBD 7-Isotretinoin
22 cases  3-IDA 8-Narrowband B treatment
50% 90.9% 2-Thyroid pathology 1-Depigmentation treatment
   1-Migraine 1-PUVA
   1-Perforan collagenesis
   1-Psoriasis
   1-Vitiligo
   3-Asthma
   1-Allergic rhinitis
   1-Atopic dermatitis 
PIH  7 cases 1-Fibromyalgia Depigmentation treatment
13 cases 53.8% 3 Thyroid pathology
29.5%  2-DM
   4-HT
   1-Varicose veins
   1-VDD
   1-Asthma
   1-Chronic urticaria
EDP 3 cases 1-Fibromyalgia 2-Isotretinoin
6 cases 50% 1-Thyroid pathology 1-Narrowband B treatment
13.6%  1-DM 1-Depigmentation treatment
   1-CAD
   1-VDD
   1-Depression
NP  2 cases 1-VBD Pregabalin
2 cases 100% 1-IDA
4.6%  1-VDD
DR  1 - -
2.3% 100%
Total 33 cases 39 Concomitant diseases in 22 cases
  75% 31.8% (14cases) more than one disease

IDA: Iron deficiency anemia; CAD: Coronary artery disease; DM: Diabetes mellitus; VBD: Vitamin B12 deficiency; VDD: Vitamin D deficiency; HT: Hypertension.



Salim et al.[21] reported that all cases in their study were 
lichenoid type, while Wang et al.[22] found the lichenoid 
type to be 67% in their 26-year comprehensive study in 
China. We detected the lichenoid type at a rate of 22.72%. 
MA was detected as 72%, similar to some studies in India. 

Biphasic amyloidosis, in which the two types coexist, was 
at a lower rate (4.6%) in our study compared to the lit-
erature. These differences can be caused by genetic and 
geographic factors. Histopathologically, 29.5% of other 
biopsies taken with the prediagnosis of hyperpigmentation 
were PIH, 13.6% (n=6) EDP, 4,6% (n=2) NP, and one case 
(2.3%) was deteced that it was interpreted as DR.

In our study, the age of the patients with pigmentation was 
between 20 and 69 and the mean age was 47.8.

The researchers found the average age of cases with amy-
loidosis between 28-48.35.[13,17,19,23-30] In this study, the 
mean age of the patients with PCA was 49.3 years.

In other studies, MA was determined more in younger 
ages such as 21-40, while LA was found more between 
the ages of 41-50.[18,24] In this study, it was determined that 
both LA and MA appeared at a later age, as in another 
study made in our country.[31]

PIH can be seen at every age.[16] In our study, it was found 
that there were more between the ages of 41-70 and the 
mean age was 52.4 years.

EDP is more common in young adults at the ages of 20 
and 30.[9,10,32] In some studies, EDP has been reported to 
be higher between the ages of 20-50 and the mean age as 
33.9 and 37.6 years.[10,33] In our study, the mean of EDP 
was similar to these (37.6%). Its occurrence at an older 
age may be due to genetic factors and delay in diagnosis.

NP is more common between the ages of 50-60.[11] Both 
cases in this study were female, the average of age was 44.

The drug reaction was just a case.

PCA is generally seen equally in young adults and in both 
genders, while male superiority was found 63-86% in some 
studies,[13,34,35] but some studies reported female superi-
ority.[13,17,18,23,24,28,30,31] We also saw the M/ F ratio of 1: 3 
and more in female. The reason why PCA is seen more in 
female may be due to the high number of applications due 
to hormonal or cosmetic concerns.[26,28,30]

PIH can be seen in both genders.[6,7] In our study, it was 
higher in female.

EDP is also more common in female.[9,10] In our study, fe-
male superiority was also in question.

Female dominance is also at the forefront in NP.[11,30]

In our study, the average duration for all pigmentations 
was determined to be 6.8 years.

Studies have shown that the duration of PCA disease 
ranges from 3 months to 40 years.[19,21,23,24,29] In our study, 
this period was found to be between 1 year and 20 years, 
the average duration was 10.6 years in macular type and 
11.2 years in lichenoid type. These changes may be due to 

the patients being followed up in different places, not being 
diagnosed or missed.

Lesions in PIH usually regress in a few months. Sometimes 
dermal ones can last longer, even be permanent.[6] In this 
study, the average duration of PIH was found to be 5.76 
years.

While the diagnosis time of EDP was found between 6 
months and 2 years in studies made in Korea, in this study 
the average diagnosis time was found to be 6 years.[10,33]

The duration in NP has been reported as 21 months-3 
years.[11,36] In this study, it was determined to be 7 years 
on average.

Drug-induced hyperpigmentation progresses slowly 
and can occur over a long period of time.[12] There was 
only one case in this study and he had a complaint for 6 
months. However, the causative drug could not be iden-
tified. Patients should be questioned in detail in terms of 
drug history.

In this study, hyperpigmentation was generally located in 
the body with a rate of 45.4%. The rate of 29.5% had more 
than one site and the rate of 18.2% had more common 
involvement.

MA may be most common in the back, interscapular re-
gion and less commonly in the anterior body, chest, arms, 
gluteal area, and thighs and rarely in the whole body.[3,9,19] 
Mehrotra et al.[23] reported that amyloidosis is located in 
more than one place in all patients and is most common 
in the arms, is located in the back in only half of the cases. 
Similarly, 56.25% of the patients with macular amyloidosis 
were localized only on the back in this study. Studies have 
reported that lichen amyloidosis is mostly located on the 
outer surface of the extremities such as the pretibial re-
gion, on the back, and to a lesser extent in te other body 
areas such as the ankles, thighs, abdominal area, anterior 
chest wall, sacral region and auricular concha.[2,3,13,19,21,23,29,34] 
In this study, lichenoid amyloidosiss was localized to the 
legs and arms and was similar to other studies in the lit-
eratüre.

The biphasic type is mostly located on the extensor faces 
of the legs and arms.[2] The only case in this study was 
similar to the others in terms of location. 

Some authors reported that more than one site involve-
ment occurred in more than half of the cases with amyloi-
dosis.[18,26] In this study, the multi site involvement rate of 
amyloidosis was 40.9%.

PIH is geneally characterized by limited lesions and can 
ocur anywhere. However, depending on the stimulus, it 
may be widely located in the body as in this study.[15,16] 
Lesions in EDP may be mostly on the body, sometimes on 
the face, neck and extremities.[14] Body involvement has 
been reported at a rate of 66-69%.[10,33] Body involvements 
and widespread were also found in this study.

Locations of hyperpigmentation according to diseases are 
shown in Table 4.
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Although the etiology of PCA is not fully known, various 
factors such as atopy, itching friction, use of cosmetics, 
and sun exposure may trigger the event.[6,7] Some studies 
found atopy at a rate of 10.7-69 %.[17,18] Jayabhanu et al.[29] 
found asthma 14.7 %. In this study, the detection of asthma 
in 4 cases (13.6%) and allergic rhinitis and atopic dermati-
tis in one case may show the relationship between atopic 
body and amyloidosis. However, the low rate of atopy may 
be due to the low number of patients. We think that as 
the number of patients increases, the rate of relationship 
between atopy may increase. Eswarmoorthy et al.[17] how-
ever, they could not establish this relationship with amy-
loidosis.

As in some previous studies, no relationship was found 
between cosmetic agents and amyloidosis in this study.[26]

Localized trauma and itching are the most common causes 
of PCA.[37] It is thought that hyperpigmentation develops 
due to a continuous stimulus such as rubbing or scratching 
activities and increases melanin synthesis or the prolifer-
ation of melanocytes.[37] In recent years, increases in PCA 
cases has been detected in some countries with mechani-
cal friction with objects such as synthetic towels and nylon 
brushes.[28,37] Scrubbing, which is common in our country, 
can cause PCA and hyperpigmentation.

Itching may begin before the lesions appear, and it is con-
sidered as a process of cutaneous amyloidosis.[1-3] In vari-
ous studies itching was detected at the rate of (34-90%).
[13,19,21,23-26,29,30]

In our study, 75% of all patients had itching. It was found 
that pruritus was mostly seen in lichenoid and macular 
amylodosis.

Itching was present in both patients with NP and in half of 
the patients in EDP.

In some studies, exposuring to sunligt was detected at the 
rate of 33-64% in PCA cases and was shown as the cause 
of the disease, while some authors argued that sun ex-
poosure was not effective.[13,17,26,28,30] In this study, a patient 
with PCA had a history of severe sunburn.

Almost any type of inflammation and trauma applied to 
the skin can cause PIH. Also, ultraviolet radiation facili-
tates pigmentation.[5-8,14] Pigmentation may worsen with 
repeated ultraviolet. In our study, only one patient (7.6%) 
with PIH had a history of severe sunburn, while the others 
did not have a history of ultraviolet exposure. This may 
indicate that ultraviolet may be effective in PIH etiology.

Certain dermatoses can cause PIH without indicating 
inflammation.[7] In this study, the rate of itching in these 
patients was 53.8%. Although they did not give a history 
of inflammatory dermatosis in this group of patients, the 
presence of itching suggests the possibility of an inflamma-
tory event.

Cheng et al.[10] did not found drug intake in cases with EDP. 
It was observed in our cases that there was a history of 
drug intake related to their accompanying diseases. How-
ever, it was not understood which drugs could be effective.

There may be familial predisposition in cases with amy-
loidosis. In various studies, this rate was found to be be-
tween 2.9-33%.[13,21-23,26,29,34] We did not find family history 
in our patients. 

PIH is more common in dark skinned races such as 
Malaysia and India.[2,7] This can be explained by the genetic 
predisposition and skin type facilitating the formation of 
pigmentation. 

We detected drug-induced pigmentation in only one case. 
However, what the drug was, could not be found in the 
records. Detailed drug, herbal or food supplement, chem-
ical exposure should be questioned in patients presenting 
with hyperpigmentation.[12,32]

In general, half of our patients had an accompanying dis-
ease. Thyroid pathology was detected on six patients, iron 
deficiency anemia, hypertension, asthma were detected on 
four patients, diabetes mellitus,vit B12 deficiency anemia 
were detected on three patients, fibromyalgia and vit D 
deficiency were detected on two patients, varicose veins, 
migraine, depression, and allergic rhinitis were detected 
on one patient. Concomitant skin diseases such as psoria-
sis, vitiligo, chronic urticaria, atopic dermatitis, perforating 
collagenesis were also detected. The rate of having more 
than one disease was 31.8% (14 cases). It may be that the 
accompanying diseases are itchy or trigger itching, making 
hyperpigmentation easier. In addition, some authors argue 
that diseases such as vit B12 deficiency and thyroid dis-
ease can lead to hyperpigmentation.[20] In this study, vit 
B12 and thyroid pathology were found to accompany in 
a few cases.

Amyloidosis can be associated with various systemic dis-
eases and dermatoses. In studies investigating amyloidosis, 
accompanying diseases were found at different rates such 
as 1.47-57%.[21,23,24,38] In some studies, diabetes mellitus 
was found at a rate of 8-57% and the authors suggested 
that amyloidosis may be related to diabetes.[21,23,26,29] In this 
study, the presence of diabetes was not detected in amy-
loidosis cases. However, diabetes mellitus was detected in 
3 cases including PIH and EDP. In some studies, 36% hy-
pertension (HT) association was found in cases with amy-
loidosis.[6,29] We did not find HT in this group of patients, 
but we were found in patients with PIH. Photosensitive 
effects of antihypertensive drugs used by the patients may 
also cause hyperpigmentation. 

Jayabhanu et al.[29] found 14.7% asthma and 1.4% thyroid 
disease in cases with amyloidosis. In this study, 9% (n=2) 
thyroid disease and 13.6% (n=3) asthma were found in 
cases with amyloidosis.

Mehrotra et al.[23] detected psoriasis in only one case like 
us. Bandlish et al.[26] found diseases such as urticaria, acne, 
xerosis, and hirsutism as accompanying diseases in their 
amyloidosis studies. 

All diseases in this study can be differentially diagnosed 
with each other. A good history, clinical examination, and 
histopathological examination are required to differentiate 
them. Detection of amyloid accumulation in histopatho-
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logical evaluation is important for the diagnosis of amy-
loidosis.[9,15]

Macular amyloidosis is often confused with post-inflamma-
tory hyperpigmentation. Lichen simplex chronicus, notal-
gia paresthetica, poikiloderma, diffuse hyperpigmentation, 
erythema dyschromicum perstans, phototoxic contact 
dermatitis, drug-induced pigmentation are other diseases 
that should be considered.

Lichen amyloidosis is differentially diagnosed with diseases 
such as lichen simplex chronicus, lichen planus, lichen hy-
pertrophicus, prurigo nodularis, and papular mucinosis.[1,2]

In some studies conducted in our country, investiga-
tors detected 12.5-50% of macular amyloid in the biop-
sies of patients with clinically suspected PIH and stated 
that histopathological examination should be performed 
in cases with hyperpigmentation.[39,40,41] In this study, his-
tory, separative diagnosis is applied on all our patients. 
History, clinical findings and histopathology were evalu-
ated together, and 51% of amyloid was found. Therefore, 
histopathology is necessary for correct diagnosis and 
treatment and will guide us. There was no dermatosis, 
drug history or systemic disease to explain the hyperpig-
mentation in the cases ofnegative amyloid.

Hyperpigmentation is difficult to treat. If a cause can be 
detected, priority should be on that cause. There are 
treatment options according to the type of disease.[2,3]

Until now, none of the methods used in the treatment of 
macular and lichen amylodosis have been fully successful. 
Treatment is usually symptomatic and does not remove 
amyloid deposits.[2,3]

In the treatment of macular and lichen amyloidosis, po-
tent topical corticosteroids, topical capseicin, topical im-
munomodulators such as tacrolimus, topical dimethyl sul-
foxide (DMSO), hydrocolloid covers, systemic retinoids, 
colchicine, amitriptyline, low dose cyclophosphamide, 
cyclosporine, CO2 laser therapy, phototherapy, TENS, 
cryotherapy can be used.[4] In our study, it was found that 
the treatments of narrowband UVB and isotretinoin were 
applied to the patients with macular amyloidosis, and 
isotretinoin was applied to the patients with lichenoid 
amyloidosis as treatment options.

Various topical pigmenting agents such as hydroquinone, 
tretinoin, kojic acid, azeleic acid, ascorbic acid, niacinamide, 
chemical peeling and various laser and light treatments can 
be tried in the treatment of PIH.[8,9,15,33] In this study, it was 
observed that Kligman formula including topical retinoic 
acid, steroid and hydroquinone was applied to patients 
with PIH. Although the treatment results were good, it 
was stated that hyperpigmentation tended to recur after a 
while after the interruption of the treatment. 

Studies on EDP treatment are few. Agents such as hydro-
quinone, topical steroid, tacrolimus, retinoids, clofazimine, 
and narrowband B therapy can be used in the treatment.
[9,10] In the treatment of EDP, oral isotretinoin, narrowband 
B treatment and depigmenting agents were observed in 

this study. While some of the cases benefited, it was found 
that some did not. 

Various treatments such as amitriptyline, pregabalin, 
tacrolimus, TENS (transcutaneous electrical nerve stim-
ulation) are used in the treatment of patients with NP in 
the literature.[11,36] In this study, it was found that low dose 
Pregabalin was given to one patient and the patient bene-
fited from the treatment.
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Amaç: Hiperpigmentasyon epidermis ve dermiste pigment birikmesiyle karakterize bir durumdur. Primer kutanöz amiloidoz (PKA), postinf-
lamatuvar hiperpigmentasyon (PİH), eritema diskromikum perstans (EDP), notaljia parestetika (NP), ilaç reaksiyonu (İR) gibi bir çok derma-
tolojik hastalık vücutta kazanılmış hiperpigmentasyona neden olabilmektedir. Bu çalışmada; yaygın hiperpigmentasyonla başvuran hastalarda 
etyolojik nedenler, hastaların demografik özellikleri, klinik ve laboratuvar bulguları, tedavi seçeneklerinin literatür bilgileri ile karşılaştırarak 
sunulması amaçlandı.

Gereç ve Yöntem: Polikliniğimize yaygın hiperpigmentasyon şikayeti ile başvuran 44 hasta retrospektif olarak değerlendirildi. Hastalar; 
yaş, lezyon süresi, lokalizasyonu, eşlik eden semptom ya da hastalıklar, laboratuvar bulguları ve tedavi seçenekleri açısından gözden geçirildi.

Bulgular: Pigmentasyona neden olan hastalıklar sıralandığında; olguların %50’ sinde PKA tespit edildi. Bunun %72.7’ si (n=16) maküler 
amiloidoz, %22.7’ si (n=5) liken amiloidoz, %4.6’ü (n=1) bifazik amiloidoz idi. Diğerleri %29.5 (n=13) PİH, %13.6 (n=6) EDP, %4.6 (n=2) NP, 
%2.3 (n=1) İR olarak saptandı. Hastaların yaşları genel olarak 20-69 yaş (ortalama 47.8) arasında ve kadınlarda 48.8, erkeklerde 45.0 olarak 
bulundu. Hastaların %75’ i kadındı. Pigmentasyon süresi 3ay ile 20 yıl (ort 6.8 yıl) arasında değişiyordu. Hastaların %75 (n=33)’ inde kaşıntı 
yakınması mevcuttu. Lezyonların yaklaşık yarısı sırtta yerleşmişti. Hastaların yarısında eşlik eden bir hastalık vardı. Tedavi seçenekleri olarak 
hastaların 9’ una fototerapi, 9’ una isotretinoin, 12’ sine depigmentasyon tedavisi, birer olguya pregabalin ve topikal steroid verilmişti. 

Sonuç: Hiperpigmentasyona neden olan durumların iyi bilinmesi hastalığın tanısını kolaylaştırır. Bu çalışmada klinik olarak hiperpigmentasyon 
düşünülen hastaların yarısında PKA tespit edilmiştir. Bu nedenle kaşıntılı ve yaygın pigmentasyonla gelen hastalarda PKA tanısı öncelikle dü-
şünülmelidir. PİH olguları da azımsanmayacak kadar fazladır. Bu konuda ayrıntılı prospektif çalışmalara ihtiyaç vardır.

Anahtar Sözcükler: Amiloidoz; epidemiyoloji; eritema diskromikum perstans; pigmentasyon.
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