
Journal of Babylon University/Pure and Applied Sciences/ No.(7)/ Vol.(24): 2016 

9191 
 

Clinical Correlation and Immunological Study 
about Th1 Cytokines Profile in Patients with 

Alopecia Areata 
Ifad Kerim Abd Alshibly 

Babylon university, college of medicine 
Ifad_shibly@yahoo.com.  

Abstract 
Several studies have shown that within the cascade of pathogenesis of alopecia areata, cytokines 

and other molecules that coordinate cyclical hair growth play a crucial role. In this research, we attempt 

to review the immunological role of some of Th1 cytokines namely γ-INF and TNF-α, in the 

pathogenesis of alopecia areata, alongside with the exploration of their clinical correlation to disease 

severity. This is a case controlled study conducted upon fifty four patients (twenty nine males and 

twenty five females, mean age 32 years)  complaining from alopecia areata, and thirty apparently 

healthy subjects (who are age and sex-matched with the patients group). All patients and the control 

subjects were investigated for serum concentrations of γ-IFN, and TNF-α through a solid phase 

sandwich enzyme amplified sensitivity immunoassay (EASIA) . Results about the serum 

concentrations of γ-INF and TNF-α evaluated in this study shows that there is a significant difference 

in the concentrations of these two cytokines between patients of alopecia areata and control 

group(P<0.05). Serum concentrations of γ-INF and TNF-α were also found to be logically clinically 

correlated to the size of affected area of hair loss among patients with severe type of alopecia areata. 
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 الخلاصة
أظهرت عدة دراسات أن السيتوكينات وجزيئات أخرى تنسق نمو الشعر الدوري وتمعب دوراً حاسما داخل تتالي الحالة المرضية 

في الآلية  TNF-α و γ-INFهي  Th1من الحاصة البقعية. في هذا البحث، نحاول استعراض الدور المناعي لبعض سيتوكينات 
أجريت عمى أربعة  لمحالة والحالة المسيطرة اف ارتباطها السريري لشدة المرض . هذه دراسةالمرضية الثعمبة، جنبا إلى جنب مع استكش
مجموع و عاماً( يشكون من الحاصة البقعية،  23الإناث خمسة وعشرين ، متوسط عمر  وخمسين مريضا )الذكور تسعة والعشرين و

السيطرة  في جميع المرضى و التحميل المختبري ى(. تم سيطرة )الذين هم العمر والجنس متطابق مع مجموعة المرضحالة ثلاثين 
-γلنتائج عن تركيزات مصل اكانت و  (EASIAعن طريق الاختبار المناعي ) TNF-α و γ-IFNالاصحاء لتركيزات المصل من 

INF و TNF-α  من الحاصة بين أن هناك فرق كبير في تركيزات هذه السيتوكينات بين المرضى تتقييمها في هذه الدراسة التي تم
تكون مرتبطة ارتباطاً منطقياً سريرياً بحجم  TNF-αو  γ-INF(. كما وجدت تركيزات مصل P<0.05) سيطرةالبقعية ومجموعة ال

 المنطقة المتأثرة من تساقط الشعر بين المرضى مع النوع الشديد من الحاصة البقعية.
 الحاصة, السيتوكينات, عمم المناعة, الانترفيرونات, عامل الورم التنخري. الكممات المفتاحية:

 

Introduction 
Alopecia areata is a skin condition that causes a sudden loss of patches of hair 

on the scalp or other hairy parts of the body[King ,et.al.2008]. Patients with alopecia 

areata represent approximately 0.7% to 3.8% of all the patients attending dermatology 

clinics[Taisuke Ito.2013]. About one person in 50 will suffer from alopecia areata at 

some point in their life. It occurs in men and women of all races equally. In 1–2% of 

cases, the condition can spread to the entire scalp (alopecia totalis) or to the entire 

epidermis (alopecia universalis) [Maqdasi and Waiz .2014]. Initial presentation most 

commonly occurs in the late teenage years, early childhood, or young adulthood, but 

can happen with people of all ages[Petukhova ,et.al.2010].  

The genetics of alopecia areata is still poorly understood[McDonagh and Tazi-

Ahnini.2002], some people have a genetic predisposition to the disease 

[Messenger ,et.al.2012]. There are many findings confirm the association between 

alopecia areata and other auto-immune diseases [Friedmann .1981], common 
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http://en.wikipedia.org/wiki/Alopecia_totalis
http://en.wikipedia.org/wiki/Epidermis_(skin)
http://en.wikipedia.org/wiki/Alopecia_universalis
http://en.wikipedia.org/wiki/Teenage
http://www.ncbi.nlm.nih.gov/pubmed?term=Friedmann%20PS%5BAuthor%5D&cauthor=true&cauthor_uid=7284245


Journal of Babylon University/Pure and Applied Sciences/ No.(7)/ Vol.(24): 2016 

9191 
 

autoantibodies shared by other autoimmune diseases and follicular components have 

been detected [Hordinsky and Ericson .2004]. 

The pathophysiology of alopecia areata is not fully identified yet 

[Arca ,et.al.2004], although most evidence supports the hypothesis that it is a T-cell 

mediated autoimmune disease of the hair follicle and that cytokines play an important 

role[Kasumagic-Halilovic and Prohic Karamehic .2010]. Alteration in T-lymphocyte 

function and cytokines secreted by T-cell subsets has been proposed in the 

immunopathogenesis of alopecia areata[Tembhre and Sharma.2013]. Previous data 

suggested that the initiation phase of alopecia areata is a heavily Th1-cytokines profile 

immune response [Bakry ,et.al.2014]. 

Over the past two decades, it has been suggested that normal hair follicles 

represent an immune privilege site [Gilhar and Kalish .2006; Amos Gilhar.2010]. 

Perhaps the most intriguing features of the normal hair follicle immune system are the 

very low expression of MHC class I antigens and the absence of MHC class II antigen 

expression in the proximal epithelium of anagen hair follicles 

[Amos Gilhar.et.al.2007]. It was further proposed that alopecia areata results from a 

collapse of hair follicle immune privilege[Islam.et.al.2014]. Th1 cytokine bias may be 

implicated in the pathogenesis of alopecia areata[Amos Gilhar.et.al.2005], CD8+ T 

cells act as the effector cells, with CD4+ T cell help[Gilhar .et.al.2002]. It is evident 

that the mechanism of hair follicle dysfunction in alopecia areata is immunological, 

controlled by activated T cells [David Norris.2014], and hair loss is associated with a 

perifollicular lymphocytic infiltrate, induced by interferon-gamma produced by T 

cells [Gilhar ,et.al.1999]. Strongly supports a role for Th1 cells in the pathogenesis of 

this condition [Kalish and Gilhar .2003]. 

Autoimmune attack of the bulbar region of anagen phase hair follicles by CD8+ 

T cells and Th1 cytokines has been proposed to result in hair loss in alopecia areata 

[Ghoreishi, et.al.2010]. Interferon (IFN)-γ is a key cytokine implicated in the 

pathogenesis of alopecia areata [Taisuke Ito.2013]. It is secreted from Th1 

lymphocyte, NK cells and macrophage. It is aberrantly expressed in alopecia areata 

through a Th1 mediated response. Among several actions IFN-γ also deprives dermal 

papilla cells of their ability to maintain anagen hair growth 

[Stamatis Gregoriou, et.al. 2010], with consistent production of IFN-γ within lesional 

skin [John  Harris.2010].  It promotes the differentiation of naïve CD4+ T-cells to the 

Th1 subset and inhibits the proliferation of Th2 cells beside activating nuetrophils and 

stimulates the cytolytic activity of NK cells [Mohammed Al-Saadi, et.al.2011]. This 

aberrant expression of IFN-γ as a result of antigen dependent immune response 

suggesting that IFN-γ is involved in the pathogenesis of alopecia areata 

 [Katagiri .et.al.2006]. 

Tumor necrosing factors (TNF) are lymphokines which are capable of causing 

in vivo hemorrhagic necrosis of certain tumor cells. They are produced due to 

activation of T-cells and mast cells[Mufeed Ewadh .et.al.2014]. TNF-α is synthesized 

in epidermal keratinocytes along with several other cytokines and is known to be a 

very potent inhibitor of proliferation. TNF-α causes vacuolation of matrix cells within 

the follicle bulb and a decrease in the size of the hair matrix 

[Stamatis Gregoriou,et.al.2010]. TNF- is expressed in many types of cells but 

primarily in macrophage cells in response to immunological challenges 

[Ware,et al.,1998]. It is a dangerous cytokine that incites the immune system to attack 

healthy tissues throughout the body.  TNF-a plays a central role in the genetically 

programmed death (apoptosis) of hair cells in alopecia areata.  And it is considered by 

http://www.ncbi.nlm.nih.gov/pubmed?term=Hordinsky%20M%5BAuthor%5D&cauthor=true&cauthor_uid=14870990
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several leading researchers to be the most significant factor in hair cell death 

 [Ruckert ,et.al.2000]. 

The target of this study is to reveal the immunopathological role of Th1 

cytokines profile represented by γ-INF and TNF-α, in local Iraqi alopecia areata 

patients in comparison with healthy controls along with their clinical correlations.  

 

Materials and Methods 
This is a case controlled study conducted at the Outpatient Clinic Department of 

Dermatology & Venereology- Merjan Teaching Hospital, Babylon, Iraq, between 

February and November 2014.  

Fifty four patients (twenty nine males and twenty five female, mean age 32 

years)  complaining from alopecia areata were enrolled in this study. This group of 

alopecia areata patients was auxiliary divided into three subgroups according to the 

size of the affected area (lesional size): group 1 is composed of those patients who 

had affected area measuring less than 20 cm, group 2 surface area between 20 and 30 

cm, group 3 affected surface area more than 30 cm.  

Thirty apparently healthy subjects (who are age and sex-matched with the 

patients group) were selected as a control group in the study.  

A detailed medical history regarding age, duration of the disease, family history 

of a same disease, family history of other autoimmune diseases was taken from each 

of the patients. Full  clinical examination for each patient was performed including the 

hair texture, variability of hair shaft diameters, grading of alopecia, the alopecia areata 

patchʼs surface area. 

All patients and the control group were investigated for serum concentrations of 

γ-IFN, and TNF-α according to principle and manual procedure of BioSource 

Company (Biosource, Europe, S.A, 8 B-1400, Nivelles, Belgium), which is a solid 

phase sandwich enzyme amplified sensitivity immunoassay (EASIA). Blood sample 

of about 3 ml was taken from each of the participants, deposit in sterilized plane tubes 

then allowed to be clotted, serum was separated (centrifuged at 3000 rpm for 15 min) 

in order to be used for the immunological evaluation. Cytokines serum concentration 

levels were measured in picogram / ml. 

The statistical analysis was performed by using SPSS version 18 for windows. 

Data were expressed as Mean and SD. t-test was used to evaluate the difference 

between cytokines serum levels of alopecia areata patients and control individuals. P 

values less than 0.05 is considered significant. 

This study was approved by the local ethical committee. 

 

Results 
During the period from February to November 2014, a total of 54 patients with 

alopecia areata were incorporated into this study.  

Twenty nine males and twenty five females age range 17-58 years, mean age 32 

years. Apparently healthy control group of thirty individuals, their ages ranged 

between 20-59 years with mean age 30 years as shown in table(1). 
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Table (1) age and gender distribution among patients with alopecia areata 

and controls. 

Age interval Patients total no.(%)-♂;♀ Controls total no. (%)-

♂;♀ 

10-19 years 3(5.5%)-2;1 0 

20-29 years 16(29.6%)-10;6 7(23.3%)-4;3 

30-39 years 19(35.1%)-11;7 12(40%)-7;5 

40-49 years 9(16.6%)-4;5 9(30%)-3;6 

50-59 years 7(12.9%)-2;6 2(6.6%)-1;1 

Mean age/years 32 30 

Total no.(%) 54(100%)-

29(53.7%);25(46.2%) 

30(100%)-

15(50%);15(50%) 

 

In the present work alopecia areata patients have been further subdivided into 

three smaller groups according to the size of affected area of their alopecia lesions. 

Group 1, group 2, and group 3 having affected area of <20 cm, 20-30 cm, and >30 cm 

respectively as shown in table(2). 

Table (2) subgroups of alopecia areata patients 

Parameter  Group 1 Group 2 Group3 

No. of patients 16 18 20 

Size of affected area <20 cm 20-30 cm >30 cm 

♂-♀ 9-7 11-7 10-10 

 

Results about the serum concentrations of γ-INF and TNF-α evaluated in this 

study illustrated in Figure(1) show that there is a significant difference in the 

concentrations of these two cytokines between patients of alopecia areata and control 

group(P<0.05). γ-INF mean serum concentration evaluated in patients with alopecia 

areata was 17.1 pg/ml, whereas in control individual its  mean value was 9.3 pg/ml. 

TNF-α mean serum concentration in alopecia areata patients was 24.2 pm/ml, this is 

much higher than its value in control group which was 12.4 pg/ml (P<0.05). 

 
Serum concentrations of γ-INF and TNF-α were also found to be clinically 

correlated to the size of affected area of hair loss among patients with alopecia areata 

subgroups. Figure(2) illustrates that the more the size the affected area (hence the 

more the severity of alopecia areata), the higher the serum concentration of these two 
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Figure (1) γ-INF and TNF-α mean serum concentration (pg/ml) in 
alopecia areata patients and controls  
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cytokines. γ-INF and TNF-α serum concentrations were found to be statistically 

nonsignificant when compared between patients in subgroup 1 with affected area of 

less than 20 cm and healthy controls (P>0.05). While both subgroups 2 and 3 patients 

had serum concentrations of γ-INF and TNF-α significantly higher than that of the 

control individuals (P<0.05). 

 
 

Discussion 
Even though the pathogenesis of alopecia areata is poorly understood, the latest 

evolution in the understanding of immune-pathogenesis of other autoimmune diseases 

has shown that the essential role is attributed to the regulation of local and systemic 

cytokines[Kasumagić-Halilovic, and Ovcina-Kurtovic.2012]. However, few studies 

about this entity have been finished[Kuwano .et.al.2007]. 

The importance and the pathological role of cytokines in dermatology are 

accumulating dramatically. In the present study, in order to confirm the potential 

pathological role of Th1 cytokines γ-INF and TNF-α in alopecia areata, serum 

concentration of these two cytokines was measured using solid phase sandwich 

enzyme amplified sensitivity immunoassay (EASIA) among fifty four patients with 

alopecia areata and thirty apparently healthy control individuals. Data illustrated in 

figure (1) show that, the mean serum levels of these two cytokines were significantly 

dissimilar between patients of alopecia areata and healthy control group(P<0.05). γ-

INF and TNF-α mean serum concentration were found to have higher levels among 

alopecia areata patients than healthy control persons. 

Recent studies have focused on the role of some cytokines in the 

pathophysiology of alopecia areata; however, no information is available regarding 

the difference in cytokine profiles according to the severity of this disease. In the 

present work, the serum levels of γ-IFN and TNF-α were non-significantly elevated in 

patients with the localized form of alopecia areata represented by patients in 

subgroup1if they were compared to healthy control subjects. In contrast, the serum 

levels of these cytokines were significantly elevated in patients with the extensive 

form (subgroup2 and 3) as shown in figure (2). Several studies have shown that 

within the cascade of pathogenesis of alopecia areata, cytokines and other molecules 

that coordinate cyclical hair growth play a crucial role[Stamatis 

Gregoriou,et.al.2010]. In this case-control study, our results show that the significant 

differences in the mean serum concentration of these two cytokines is parallel to the 
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Figure (2) γ-INF and TNF-α mean serum concentration (pg/ml) 
among subgroups of patients with alopecia areata 
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size of affected surface area, the larger the lesion, the higher the significant difference 

in the mean serum cytokines level between the two studied groups(P<0.05) as 

demonstrated in figure(2). Results data also demonstrate that there is no significant 

differences found in the mean serum levels of γ-IFN  and TNF-α between healthy 

controls and those alopecia patients with localized lesions in group 1, while both 

subgroup 2 and 3 showed marked difference in their serum levels in comparison to 

healthy persons (P>0.05). This finding might be attributed to that the elevated serum 

levels of Th1 type of cytokines may mirror the inflammatory symptoms in alopecia 

areata, especially in the extensive form of the disease, which  might be regarded as 

prognostic tool for the severity of the disease[Arca .et.al.2004]. 

A restricted number of revisions in the literature have assessed the mutual 

serum levels of both γ-IFN and TNF-α in patients with alopecia areata. And less more 

studies took into account the prognostic significance of these two cytokines in 

response to the severity of the disease. The results obtained in our study reveal that 

the mean serum levels of γ-IFN and TNF-α were significantly prominent in alopecia 

areata patients in comparison with healthy subjects, which may illustrate the 

important role these two cytokines play in the development of this disease, and seems 

to be a useful indicator of the severity of alopecia areata. 

There is evidence to advocate that the link between lymphocytic infiltration of 

the follicle and the interruption of the hair follicle cycle in alopecia areata may be 

delivered by a mixture of factors, comprising cytokine release, cytotoxic T-cell 

activity, and apoptosis[Kasumagic-Halilovic,et.al.2011]. Gathering of T lymphocytes 

in perifollicular, perivascular and peribulbar spaces obstructing the hair cycle and 

provide evidence that an immune process is tangled, leading to hair loss 

[Kasumagić-Halilovic, and Ovcina-Kurtovic.2012]. While targeted cell killing by 

cytotoxic T cells with the help of T helper cells reflects a Th1-mediated immune 

response, which is habitually dependent on the production of γ-IFN and TNF-α to 

drive that response. These two highly inflammatory cytokines, are consistently 

elevated in Th1 mediated diseases and appear to be required for their pathogenesis 

[John Harris, 2010]. 

A solid premise on the pathogenic mechanisms of alopecia areata become patent 

through the role of γ-IFN and TNF-α established in this work. The pathogenic 

mechanisms so far known indicate a rather complex process that sustains an 

inflammatory reaction [Stamatis Gregoriou et.al., 2010]. The increased levels of 

serum cytokines secreted by T-cell subsets suggested altered T-helper cell function 

[Tembhre et. al., 2013]. This immunopathology might have a genetic base 

[Galbraith and Pandey .1995], which is why most autoimmune diseases shared by the 

family members [John Harris.2010]. This work findings came in parallel with 

previously issued data confirming that the Th1 type cytokine γ-IFN and TNF-α are 

crucial considerations in alopecia areata [Kasumagic-Halilovic .et.al.2010], and their 

levels are connected to the disease severity [Barahmani et.al. 2010], more supporting 

the hypothesis of  Th1 immunopathogenesis for hair loss in alopecia areata 

[Amos Gilhar.et.al.2003].  

In recent years, a growing number of biological mediatores have been 

introduced in the entity of immunopathogenesis of various diseases, including 

alopecia areata, although their principal pathological role yet to be fully elucidated[Le 

Bidre ,et.al.2011]. However, alopecia areata aetiology is probably multifactorial, and 

the exact cause remains unknown [Maqdasi and Waiz.2014]. The high serum levels of 

γ-INF and TNF-α founded in our study illuminate the activation and the possible 
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immunopathological role of the immune system in the establishment of alopecia 

areata. 

   

Conclusions 
Within the challenge of this study, it is established that the elevated serum 

levels of γ-INF and TNF-α may mirror the inflammatory hair loss of alopecia areata 

patients, especially in its sever form. Therefore, the control of these cytokines 

production may be important in the management of this autoimmune disease. We 

courage that more studies are essential for enhanced understanding of the pathogenic 

role of immune mediators in alopecia areata, and the development of novel treatments 

in the future.  

 

References 
Amos Gilhar

, 
,Marina Landau, Bedia Assy, Yehuda Ullmann,Raya Shalaginov, Sima 

Serafimovich, Richard S Kalish.2003. Transfer of alopecia areata in the human 

scalp graft/Prkdc (SCID) mouse system is characterized by a TH1 response. 

Clinical immunology.106(3):181-187. 

Amos Gilhar, Ralf Paus and Richard S. Kalish.2007. Lymphocytes, neuropeptides, 

and genes involved in alopecia areata. J. Clin. Invest.117:2019–2027 . 

Amos Gilhar, Yossi Kam, Bedia Assy and Richard S Kalish.2005. Alopecia Areata 

Induced in C3H/HeJ Mice by Interferon-Gamma: Evidence for Loss of Immune 

Privilege. Journal of Investigative Dermatology  124, 288–289. 

Amos Gilhar. Collapse of Immune Privilege in Alopecia Areata: Coincidental or 

Substantial?.2010. Journal of Investigative Dermatology 130, 2535–2537. 

Arca E, Muşabak U, Akar A, Erbil AH, Taştan HB.2004. Interferon-gamma in 

alopecia areata. Eur J Dermatol. Jan-Feb;14(1):33-6. 

Bakry OA, El Shazly RA, Basha MA, Mostafa H.2014. Total serum immunoglobulin 

E in patients with alopecia areata. Indian Dermatol Online J ;5:122-7. 

Barahmani N, Lopez A, Babu D, Hernandez M, Donley SE, Duvic M. 2010.Serum T 

helper 1 cytokine levels are greater in patients with alopecia areata regardless of 

severity or atopy. Clin Exp Dermatol. 35(4):409-16. 

David Norris.2014. How Close Are We to Solving the Puzzle? Review of the 

Alopecia Areata Research Workshop. North American hair research society. 

Emina Kasumagic-Halilovic, Asja Prohic, and Semra Cavaljuga.2011. TUMOR 

NECROSIS FACTOR-ALPHA IN PATIENTS WITH ALOPECIA AREATA. 

Indian J Dermatol. 56(5): 494–496.  

Emina Kasumagić-Halilovic, Nermina Ovcina-Kurtovic.2012. SERUM LEVELS OF 

INTERLEUKIN-1 (IL-1Α, IL-1Β) IN PATIENTS WITH ALOPECIA AREATA.  

Our Dermatol Online. 3(3): 161-163. 

Friedmann PS.1981.Alopecia areata and auto-immunity. Br J Dermatol. 105(2):153-7. 

Galbraith GM, Pandey JP.1995. Tumor necrosis factor alpha (TNF-alpha) gene 

polymorphism in alopecia areata. Hum Genet. 96(4):433-6. 

Ghoreishi M, Martinka M, Dutz JP. 2010. Type 1 interferon signature in the scalp 

lesions of alopecia areata. Br J Dermatol. 163(1):57-62. 

Gilhar A, Kalish RS.2006. Alopecia areata: a tissue specific autoimmune disease of 

the hair follicle. Autoimmun Rev. 5(1):64-9.  

Gilhar A, Landau M, Assy B, Shalaginov R, Serafimovich S, Kalish RS. 2002. 

Mediation of alopecia areata by cooperation between CD4+ and CD8+ T 

lymphocytes: transfer to human scalp explants on Prkdc(scid) mice. Arch 

Dermatol. 138(7):916-22. 

http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.sciencedirect.com/science/article/pii/S1521661602000426
http://www.ncbi.nlm.nih.gov/pubmed?term=Arca%20E%5BAuthor%5D&cauthor=true&cauthor_uid=14965793
http://www.ncbi.nlm.nih.gov/pubmed?term=Mu%C5%9Fabak%20U%5BAuthor%5D&cauthor=true&cauthor_uid=14965793
http://www.ncbi.nlm.nih.gov/pubmed?term=Akar%20A%5BAuthor%5D&cauthor=true&cauthor_uid=14965793
http://www.ncbi.nlm.nih.gov/pubmed?term=Erbil%20AH%5BAuthor%5D&cauthor=true&cauthor_uid=14965793
http://www.ncbi.nlm.nih.gov/pubmed?term=Ta%C5%9Ftan%20HB%5BAuthor%5D&cauthor=true&cauthor_uid=14965793
http://www.ncbi.nlm.nih.gov/pubmed/14965793
http://www.ncbi.nlm.nih.gov/pubmed?term=Barahmani%20N%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed?term=Lopez%20A%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed?term=Babu%20D%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed?term=Hernandez%20M%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed?term=Donley%20SE%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed?term=Duvic%20M%5BAuthor%5D&cauthor=true&cauthor_uid=19874320
http://www.ncbi.nlm.nih.gov/pubmed/19874320
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kasumagic-Halilovic%20E%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Prohic%20A%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Cavaljuga%20S%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=Friedmann%20PS%5BAuthor%5D&cauthor=true&cauthor_uid=7284245
http://www.ncbi.nlm.nih.gov/pubmed/7284245
http://www.ncbi.nlm.nih.gov/pubmed?term=Galbraith%20GM%5BAuthor%5D&cauthor=true&cauthor_uid=7557966
http://www.ncbi.nlm.nih.gov/pubmed?term=Pandey%20JP%5BAuthor%5D&cauthor=true&cauthor_uid=7557966
http://www.ncbi.nlm.nih.gov/pubmed/7557966
http://www.ncbi.nlm.nih.gov/pubmed?term=Ghoreishi%20M%5BAuthor%5D&cauthor=true&cauthor_uid=20346028
http://www.ncbi.nlm.nih.gov/pubmed?term=Martinka%20M%5BAuthor%5D&cauthor=true&cauthor_uid=20346028
http://www.ncbi.nlm.nih.gov/pubmed?term=Dutz%20JP%5BAuthor%5D&cauthor=true&cauthor_uid=20346028
http://www.ncbi.nlm.nih.gov/pubmed/20346028
http://www.ncbi.nlm.nih.gov/pubmed?term=Gilhar%20A%5BAuthor%5D&cauthor=true&cauthor_uid=16338213
http://www.ncbi.nlm.nih.gov/pubmed?term=Kalish%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=16338213
http://www.ncbi.nlm.nih.gov/pubmed/16338213
http://www.ncbi.nlm.nih.gov/pubmed?term=Gilhar%20A%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed?term=Landau%20M%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed?term=Assy%20B%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed?term=Shalaginov%20R%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed?term=Serafimovich%20S%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed?term=Kalish%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=12071819
http://www.ncbi.nlm.nih.gov/pubmed/12071819
http://www.ncbi.nlm.nih.gov/pubmed/12071819


Journal of Babylon University/Pure and Applied Sciences/ No.(7)/ Vol.(24): 2016 

9191 
 

Gilhar A, Shalaginov R, Assy B, Serafimovich S, Kalish RS.1999. Alopecia areata is 

a T-lymphocyte mediated autoimmune disease: lesional human T-lymphocytes 

transfer alopecia areata to human skin grafts on SCID mice. J Investig Dermatol 

Symp Proc. 4(3):207-10. 

Hiba Hikmat Maqdasi and M Al Waiz.2014. Evaluation of oral zinc sulphate in 

treatment of chronic diffuse alopecia of unknown origin; an open therapeutic 

trial. GJSR Journal. Vol. 2(4), pp. 89-93. 

Hordinsky M, Ericson M. 2004. Autoimmunity: alopecia areata. J Investig Dermatol 

Symp Proc. 9(1):73-8. 

Islam N, Leung PS, Huntley A, Eric Gershwin M. 2014. The Autoimmune Basis of 

Alopecia Areata: A Comprehensive Review. Autoimmun Rev. pii: S1568-

9972(14)00226-2. doi: 10.1016/j.autrev.2014.10.014. [Epub ahead of print]. 

John E Harris.2010. Vitiligo and alopecia areata: Apples and oranges?. Department of 

Medicine, Division of Dermatology, University of Massachusetts Medical 

School, Worcester, MA. doi: 10.1111/exd.12264. 

Kalish RS, Gilhar A. 2003.Alopecia areata: autoimmunity--the evidence is 

compelling. J Investig Dermatol Symp Proc. 8(2):164-7. 

Kasumagic-Halilovic E, Prohic A, Karamehic J.2010. Serum concentrations of 

interferon-gamma (IFN-g) in patients with alopecia areata: correlation with 

clinical type and duration of the disease. Med Arh. 64(4):212-4. 

Katagiri K, Arakawa S, Hatano Y.2007. In vivo levels of IL-4, IL-10, TGF-beta1 and 

IFN-gamma mRNA of the peripheral blood mononuclear cells in patients with 

alopecia areata in comparison to those in patients with atopic dermatitis. Arch 

Dermatol Res. 298(8):397-401.  

King LE Jr, McElwee KJ, Sundberg JP.2008. Alopecia areata. Curr Dir Autoimmun. 

10:280-312. 

Kuwano Y, Fujimoto M, Watanabe R, Ishiura N, Nakashima H, Ohno Y, Yano S, 

Yazawa N, Okochi H, Tamaki K.2007. Serum chemokine profiles in patients 

with alopecia areata. Br J Dermatol. 157(3):466-73. 

Le Bidre E, Chaby G, Martin L, Perrussel M, Sassolas B, Sigal ML, Kaassis C, 

Lespessailles E, Nseir A, Estève E.2011. Alopecia areata during anti-TNF alpha 

therapy: Nine cases. Ann Dermatol Venereol. 138(4):285-93. 

Lortkipanidze NT, Tevzadze MSh, Kamkamidze GK.2005. Interferon-gamma and 

neopterin in alopecia areata. Georgian Med News. (123):53-7. 

McDonagh A. J. G. and R. Tazi-Ahnini.2002. Epidemiology and genetics of alopecia 

areata. Clinical and Experimental Dermatology. Volume 27, Issue 5, pages 405–

409. 

Messenger AG, McKillop J, Farrant P.2012. British Association of Dermatologists' 

guidelines for the management of alopecia areata . Br J Dermatol , 166:916. 

Mohammed A. K. Al-Saadi, Alaa H. Al-Charrakh and Salim H. H. Al-Greti.2011. 

Prevalence of bacteremia in patients with diabetes mellitus in Karbala, Iraq. 

Journal of Bacteriology Research Vol. 3(7), pp. 108-116.  

Moore K.W. Ogarra A. DE. Waal –Malefyt R. Vieira P. 2011. Interleukins Annu. 

Rev. Immunol, 11 : 165 -190 .Cited in BioSource Europe S.A., Rue De I 

Indousterie 8- B-1400 .Nivelles – Belguim . 

Mufeed Ewadh ,Zinah Ali ,Nisreen Mohammed. The Relationship between Tumor 

Necrosis Factors-alpha (TNF-α )and Oxidative Stress in Iraqi Patients with 

Asthma. Advances in Life Science and Technology. Vol.19,61-63. 2014. 

Petukhova L, Duvic M, Hordinsky M, Norris D, Price V, Shimomura Y, Kim H, 

Singh P, Lee A, Chen WV, Meyer KC, Paus R, Jahoda CA, Amos CI, Gregersen 

http://www.ncbi.nlm.nih.gov/pubmed?term=Gilhar%20A%5BAuthor%5D&cauthor=true&cauthor_uid=10674367
http://www.ncbi.nlm.nih.gov/pubmed?term=Shalaginov%20R%5BAuthor%5D&cauthor=true&cauthor_uid=10674367
http://www.ncbi.nlm.nih.gov/pubmed?term=Assy%20B%5BAuthor%5D&cauthor=true&cauthor_uid=10674367
http://www.ncbi.nlm.nih.gov/pubmed?term=Serafimovich%20S%5BAuthor%5D&cauthor=true&cauthor_uid=10674367
http://www.ncbi.nlm.nih.gov/pubmed?term=Kalish%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=10674367
http://www.ncbi.nlm.nih.gov/pubmed/10674367
http://www.ncbi.nlm.nih.gov/pubmed/10674367
http://www.ncbi.nlm.nih.gov/pubmed?term=Hordinsky%20M%5BAuthor%5D&cauthor=true&cauthor_uid=14870990
http://www.ncbi.nlm.nih.gov/pubmed?term=Ericson%20M%5BAuthor%5D&cauthor=true&cauthor_uid=14870990
http://www.ncbi.nlm.nih.gov/pubmed/14870990
http://www.ncbi.nlm.nih.gov/pubmed/14870990
http://www.ncbi.nlm.nih.gov/pubmed?term=Islam%20N%5BAuthor%5D&cauthor=true&cauthor_uid=25315746
http://www.ncbi.nlm.nih.gov/pubmed?term=Leung%20PS%5BAuthor%5D&cauthor=true&cauthor_uid=25315746
http://www.ncbi.nlm.nih.gov/pubmed?term=Huntley%20A%5BAuthor%5D&cauthor=true&cauthor_uid=25315746
http://www.ncbi.nlm.nih.gov/pubmed?term=Eric%20Gershwin%20M%5BAuthor%5D&cauthor=true&cauthor_uid=25315746
http://www.ncbi.nlm.nih.gov/pubmed/25315746
http://www.ncbi.nlm.nih.gov/pubmed?term=Kalish%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=14582666
http://www.ncbi.nlm.nih.gov/pubmed?term=Gilhar%20A%5BAuthor%5D&cauthor=true&cauthor_uid=14582666
http://www.ncbi.nlm.nih.gov/pubmed/14582666
http://www.ncbi.nlm.nih.gov/pubmed?term=Kasumagic-Halilovic%20E%5BAuthor%5D&cauthor=true&cauthor_uid=21246917
http://www.ncbi.nlm.nih.gov/pubmed?term=Prohic%20A%5BAuthor%5D&cauthor=true&cauthor_uid=21246917
http://www.ncbi.nlm.nih.gov/pubmed?term=Karamehic%20J%5BAuthor%5D&cauthor=true&cauthor_uid=21246917
http://www.ncbi.nlm.nih.gov/pubmed/21246917
http://www.ncbi.nlm.nih.gov/pubmed?term=Katagiri%20K%5BAuthor%5D&cauthor=true&cauthor_uid=17021766
http://www.ncbi.nlm.nih.gov/pubmed?term=Arakawa%20S%5BAuthor%5D&cauthor=true&cauthor_uid=17021766
http://www.ncbi.nlm.nih.gov/pubmed?term=Hatano%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=17021766
http://www.ncbi.nlm.nih.gov/pubmed/17021766
http://www.ncbi.nlm.nih.gov/pubmed/17021766
http://www.ncbi.nlm.nih.gov/pubmed?term=King%20LE%20Jr%5BAuthor%5D&cauthor=true&cauthor_uid=18460892
http://www.ncbi.nlm.nih.gov/pubmed?term=McElwee%20KJ%5BAuthor%5D&cauthor=true&cauthor_uid=18460892
http://www.ncbi.nlm.nih.gov/pubmed?term=Sundberg%20JP%5BAuthor%5D&cauthor=true&cauthor_uid=18460892
http://www.ncbi.nlm.nih.gov/pubmed/18460892?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed?term=Kuwano%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Fujimoto%20M%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Watanabe%20R%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Ishiura%20N%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Nakashima%20H%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Ohno%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Yano%20S%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Yazawa%20N%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Okochi%20H%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Tamaki%20K%5BAuthor%5D&cauthor=true&cauthor_uid=17489976
http://www.ncbi.nlm.nih.gov/pubmed/17489976
http://www.ncbi.nlm.nih.gov/pubmed?term=Le%20Bidre%20E%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Chaby%20G%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Martin%20L%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Perrussel%20M%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Sassolas%20B%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Sigal%20ML%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Kaassis%20C%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Lespessailles%20E%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Nseir%20A%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Est%C3%A8ve%20E%5BAuthor%5D&cauthor=true&cauthor_uid=21497255
http://www.ncbi.nlm.nih.gov/pubmed/21497255
http://www.ncbi.nlm.nih.gov/pubmed?term=Lortkipanidze%20NT%5BAuthor%5D&cauthor=true&cauthor_uid=16052058
http://www.ncbi.nlm.nih.gov/pubmed?term=Tevzadze%20MSh%5BAuthor%5D&cauthor=true&cauthor_uid=16052058
http://www.ncbi.nlm.nih.gov/pubmed?term=Kamkamidze%20GK%5BAuthor%5D&cauthor=true&cauthor_uid=16052058
http://www.ncbi.nlm.nih.gov/pubmed/16052058
http://onlinelibrary.wiley.com/doi/10.1111/ced.2002.27.issue-5/issuetoc
http://www.uptodate.com/contents/alopecia-areata-beyond-the-basics/abstract/5
http://www.uptodate.com/contents/alopecia-areata-beyond-the-basics/abstract/5


Journal of Babylon University/Pure and Applied Sciences/ No.(7)/ Vol.(24): 2016 

9191 
 

PK, Christiano AM .2010 . "Genome-wide association study in alopecia areata 

implicates both innate and adaptive immunity.". Nature 466 (7302): 113–117. 

Ruckert R, Lindner G, Bulfone-Paus S, Paus R , Germany.2000. High-dose 

proinflammatory cytokines induce apoptosis of hair bulb keratinocytes in vivo. 

Br J Dermatol ;143(5):1036-1039. 

Stamatis Gregoriou, Dafni Papafragkaki, George Kontochristopoulos, Eustathios 

Rallis, Dimitrios Kalogeromitros, and Dimitris Rigopoulos.2010. Cytokines and 

Other Mediators in Alopecia Areata. Mediators of Inflammation, Volume 2010 . 

Taisuke Ito.2013. Recent Advances in the Pathogenesis of Autoimmune Hair Loss 

Disease Alopecia Areata. Clinical and Developmental Immunology 

Volume 2013 , Article ID 348546, 6 pages. 

Tembhre MK
1
, Sharma VK.2013. T-helper and regulatory T-cell cytokines in the 

peripheral blood of patients with active alopecia areata. Br J Dermatol. 

169(3):543-8. 

Teraki Y, Imanishi K, Shiohara T.1996. Cytokines in alopecia areata: contrasting 

cytokine profiles in localized form and extensive form (alopecia universalis). 

Acta Derm Venereol. 76(6):421-3. 

Ware, C., et al., Thomson, A.W., ed.,1998. Tumor necrosis factor-related ligands and 

receptors. The Cytokine Handbook 3rd ed., , San Diego, CA , 549. 

 

 
 
 

http://www.hindawi.com/48971052/
http://www.hindawi.com/53127239/
http://www.hindawi.com/26715608/
http://www.hindawi.com/36542193/
http://www.hindawi.com/36542193/
http://www.hindawi.com/89682361/
http://www.hindawi.com/64095289/
http://www.hindawi.com/25478601/
http://www.ncbi.nlm.nih.gov/pubmed?term=Tembhre%20MK%5BAuthor%5D&cauthor=true&cauthor_uid=23607748
http://www.ncbi.nlm.nih.gov/pubmed?term=Sharma%20VK%5BAuthor%5D&cauthor=true&cauthor_uid=23607748
http://www.ncbi.nlm.nih.gov/pubmed/23607748
http://www.ncbi.nlm.nih.gov/pubmed?term=Teraki%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=8982401
http://www.ncbi.nlm.nih.gov/pubmed?term=Imanishi%20K%5BAuthor%5D&cauthor=true&cauthor_uid=8982401
http://www.ncbi.nlm.nih.gov/pubmed?term=Shiohara%20T%5BAuthor%5D&cauthor=true&cauthor_uid=8982401
http://www.ncbi.nlm.nih.gov/pubmed/8982401

