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The Dependency Of Bahraini Youth On Electronic Newspapers Sites
As A Source Of Community Information- A Field Study
Aims: Knowing the habits and patterns of Bahraini Public to Electronic Journalism, knowing the aims of to Electronic Journalism dependency,
and knowing the most important Electronic Newspapers which they prefer. This study also, aims at knowing of Bahraini Public to Electronic
Journalism, Knowing the aims of to Electronic Journalism dependency, and knowing the most important Electronic Newspapers which Bahraini
public prefer and monitoring the cognitive, sentimental and behavioral affects of Electronic Journalism.
Sample: The study sample consisted of 400 Bahraini youth between (20- 40) years old, of whom data were collected through a questionnaire that
consist of 2 main sides.
Methods: The study used the survey method.
Results: The study found out results includs 71% of Bahraini youth expose Newspapers websites for less than an hour on a daily. 20.5% of the
sample expose them for less than 2 hours. Al Wasat Newspaper is the most website that Bahraini youth prefer to expose, followed by Al Ayam,
Akhbar Al Khaleej, Al Watan and Al Bilad. The preferable period of the day for Bahraini youth to be exposed to E- Journalism is 5:00- 10:00 pm,
According to the study, Bahraini youth are exposed to newspapers’ websites more often during holidays, 72% of the participants in the survey tend
to only read the headlines and news when exposed to Bahraini newspapers’ websites. The study shows that Bahraini youth are interested in
reading about political issues, followed by corruption issues, family& childhood- related news, poverty& unemployment issues respectively.
83.75% of the participants discuss the news articles they read with others. They tend to have such discussions with friends 48%) and family 16%)
more than any other genres. The study also shows that the public were getting more information about the Kingdom in particular and the Arab
world in general is the most reason that participant’s referred to. According to the study, 92.75% of the participants depend on Electronic websites
of Bahrain newspapers as a source of information for social news as these websites help them to depend on and understand the local issues and

because they are more widespread comparing to other media.
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The Role of Effectiveness of Cartoon Serials Presented for Children in Arab Satellite Channels
In Developing some of the Social behaviours of kindergarten children
Background: Media has become the main thing common in our life. We are got used to its type everyday.
Problem: What is the role played by the cartoon serials presented to the child in the Space Toon channel of a kindergarten child$
Importance: The study tackles cartoon serials that children to watch.
Aim: This main aim can be divided into many goals/ objective.
Limits: These are presented in the study of social behaviours. The study will be performed on a sample of children at the Ist 2nd stages of
kindergarten children in Mit Ghamr city.
Sample: The research will choose a sample of experimental study this sample consisting of 60 children.
Results: It was found that there were no differences in the reality of the role performed by the human cartoon characters. This means the near
similarity between the real and fictional/ imaginary parts of human cartoon characters in the study serials. It has been found that there are no
differences in the study of the introduction of social behaviour in the cartoon serials. There are no differences of statistical meaning between the
averages of marks of the 2 experimental.

Key words: Cartoon Serials Arab Satellite Channels of a kindergarten Children.
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Egyptian expatriates teenagers usage of social communication websites and its relation to their nation belonging
Problem: The researcher had the main concentrate on both “YouTube” and “Face Book” websites as two of the valuable social websites that
attracted the teenagers, as well as they are counted as the two most impressive websites to them. Hence, the core of the study problem lies in the
following Question What is the relationship between overseas Egyptian teenagers using social websites, and between the affiliations to their
country?
Objectives: The main objective for this study as follows Identifying the relation between the overseas Egyptian teenager’s usage to the social
websites and its effect on their affiliation.
Community: This study involves only the overseas Egyptian teenagers, children of overseas employees, out of the whole community.
Study Sample: The researcher undergoes the applicable part of the study on an intentional sample (210) out of the younger Egyptians; children
of the
Tools: The researcher used a questionnaire distributed by hand for collecting information regarding the usage of overseas Egyptian teenagers;
children of overseas employees working in: United Arab Emirates, Kuwait and Saudi Arabia.
Results: There should be a co relational statistically significance in between the users of the social websites and the national affiliation to Egypt,
and that’s because the Moral level is= 0.001 and the relation is strong as the person value is= 0.234. There should be no co relational statistically
significance in between the surveyors according to the type; Male or Female, about the issues affecting Egypt through the social websites as the
value (x)=0.924 which is not a statistical value at a moral level= 0.357 as it is more clear when looking at the close values as for the average value

for females= 1.81 and for males= 1.90
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The Role Of Regional TV Channels Talk shows In dealing With The Egyptian Childhood Issues
Background: Childhood is the future maker and of the most important criteria that measure the progress of any socity and its development it is
amount of attention related to the study of child hood because it is actually an attention of the whole nation future.
Problem: In spite of all that, the statis ties shows the loss of aware nessthat this class lwo in areport Thus, the previouis points reflect the role of
the dialogue programmes on the regional television channels in dealing with the childhood issues in Egypt.
Importance: The study present amodel which go in the regional media and the childhood issues, the communicator and make the best use of
scientific mtets which connect them.
Aims: The study aims at recognizing the role of the dialoge programs the regional TV channels in dealing with children issues in Egypt and
recognision of the most important inclusions and issues ther were show and the communicator role in dealing with.
Study Questions: What is the role of the dialoge programs the regional TV channels in dealing with childhood issues in Egypt?
Methodology: Media survey, and Comparative style.
Socity® Sample: Talk shows in regional TV (el kahera, delta,upper) during complet TV cycle. The study sample consist of 120 communicator
Tools: Analysis of content, and Survey from.
Results: Communicators suggest go to childs in their places in frist to propping up the role of talk show according to kind of program 80.00%
from study sample, distribution 80.65% from issues of public program,77.78% from issues of especially program. Predicate come the frist from
madiashapesin programs 35.38% from study sample, distribution 42.12% from issues of public program, 27.93% from issues of especially

program.
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The role of social networking sites in the political education for the Egyptian youth
Aims: The study aims to identify the role of social networking sites in the political education of Egyptian youth.
Methods: The study relied on a survey method.
Tools: We used the newspaper questionnaire.
Sample: A sample of (200) single aged (18- 21) years old were distributed evenly (Zagazig University, Cairo University) in the governorate of
Cairo and eastern parts of the male and female, During the month of April 2013.
Results: That the percentage 55.5% of respondents are using social networking sites always. That Facebook is ranked first among social
networking sites on which young people in obtaining information about political issues an average of 4.52. That the most important reasons and
motives of Egyptian youth to use social networking sites it provides them what they need from an average of 2.22 political information. The
percentage 48.9% of respondents are interested in reading the political news that include political values through social networking sites
significantly. That the percentage 30.4% of respondents confirmed the contribution of the implications raised in the social networking sites to

increase their knowledge of political issues via social networking sites significantly.
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The role of the news pages in Facebook in providing University Youth with information about current events
Aims: The study aims to identify the role of the news pages with Facebook in the supply of university Youth with information about current
events.
Methods: The study relied on a survey approach.
Tools: Questionnaire .
Sample: A sample of 200 single aged (17- 19) years old at (Ain Shams- Zagazig) University from male and female, during the month of March
2013.
Results: High rate of use of Facebook among the members of the sample rate 88.5% of respondents have a page on Facebook, broken down by
91% for males and the proportion 86% for females, as well as the proportion 88% of the residents of rural areas and the proportion §9% for urban
residents. High rate of use of Facebook among respondents for more than three hours a day divided by 61.5% for males and the proportion 46.5%
for females, as well as the proportion 54.5% of the residents of rural areas and the percentage 53.9% of the residents of the urban. To communicate
with others and discuss all that is new things on the media scene comes at the forefront of the reasons for the follow- up Facebook pages by 8§1.4%
divided by 79.1% for males and the proportion 83.8% for females, as well as the proportion 82.9% of residents countryside and the proportion
79.7% for urban residents. That the page on the seventh day comes at the front pages of newspapers with Facebook watched by respondents to

obtain information about current events 62.7%. The proportion 84.1% of respondents who follow political news.
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An analytical- comparative study on A Sample Of Egyptian, Arabic And International Newspapers
Problem: Problem is what are the main features of the evolution of News Editing Styles in Al- MASRY al- Youm, Al Hayat, the International
Herald Tribune newspapers During 2000 to 2008?
Objectives: Study Seeks To monitor and characterize the evolution of news forms and Editing Styles during 2000 to 2008 in this Newspapers.
Identify the evolution in construction of News shapes in newspapers during the study period. Detection Editing Styles of construction of news
forms (traditional Templates- contemporary templates) published in Study newspapers. Detection Editing Styles of construction of news forms
(the end of news) in the Study newspapers. Disclosure of non- traditional news formats (alternative forms of story) in the Study newspapers.
Type of study: This study belongs to the descriptive studies and the survey method used Media, both quantitative and qualitative.
Sample: Analytical Study applied analytical study on a sample of Egyptian and Arabic newspapers and the international daily Al- MASRY al-
Youm, Al Hayat newspaper and the International Herald Tribune from 2000 to 2008, the study depended on sampling survey method for the
preparation of the study sample papers.
Tools: Content Analysis.
Results: The News Reporting precedence over all other News forms in the study newspapers the total capacity (9542) , and by 27.3%. Beyond
the serious topics of the news, it has reached (71.3%) , while the news articles (28.7%). Beyond the serious News topics, it has reached (71.3%) ,
while the Light news (28.7%). The International Herald Tribune newspaper, excelled in their reliance on American news agencies by 84%,
followed by Hayat by 30.2%,. A I- MASRY al- Youm by 1.7%. And also excelled in the Herald Tribune on European news agencies where I got a
rate of 29.5%, followed by Al- Hayat 8.9%, and Al- MASRY al- Youm by 6.5%. And also excelled in the Herald Tribune on international press
international by 39.8%.

Keywords: News Editing Styles- Journalism- Newspaper- News writing- News format.
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Political Values in children Religious Stories
Objectives: The study significance emerges from the researcher perception of the important role the children religious stories play in presenting
political values to children, forming their emotion at a critical stage. The study drives at identifying the negative political values and behaviors
may be included in children religious stories.
Method: The researcher depends on the sample survey method using the analytical survey for answering inquiries.
Inquiries: What are the political values the children religious stories may contain?, and What are the negative political behaviors the children
religious stories may contain?
Hypotheses: There are significance statistical differences regarding political values in children religious stories series., and There are significance
statistical differences regarding negative political behaviors in children religious stories series.
Sample: Analytical sample includes five models of children religious stories series consisting of (108) stories.
Tools: The researcher has designed a content analysis form, through which she is seeking to collect data, and answer inquiries and hypotheses.
Results: The results assert the existence of significant statistical differences in political values in children religious stories series.

The results assert the existence of significant statistical differences in negative political behaviors in children religious stories series.
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The Talented Children uses of Internet and The Interest Achieved from it
Introduction: The recent Communication technology has made a great revolution, and big changes in the structure and quality of
communication one of the most important features in the internet which pushed the world so far into a new system of human interaction and
informative explosion and the freedom of both explosion and opinion over came unlike the traditional media methods that couldn't keep up with
of the new development which gave big area of flexibility to communication and supported the recipient role to be become more productive
participate, active and sender at the same time without restrictions according to the criteria he chooses.
Problem: This present study problem is determined remarkably in the following major inquiry: "What The Talented Children use of Internet and
the Interest Achieved from it?" And what are Gratifications they get?".
Importance of the study: Seriousness of this study which handle sample of teenagers talented. Users and the benefits they get and throng the
spread of users among.
Aims: The Talented Children use of Internet and the Interest Achieved from it. Know patterns was gifted to Web sites. The relationship between
the rate at which talented Web sites and the motives of this exposure.
Tools: The researcher user a questionnaire form.
Results: The study out came that 49,5% of users samples use Internet (all the time), some of them use it (occasionally 41%) and other use it
(rarely) 9.5%. The study shows the (way) that sample users knew the site through, was internet as a percentage of 49.7%, then friends 35% then the
third stage were (TV. 10.3%) then magazines and newspaper in the third stage 5%.
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The Effect Songs On Developing Some of The Communication Skills of Autistic Children

Introduction: Autism its one of the Severest developmental disorders because its effect on behavior, the inability to learn and adjust socially, as

it affects on the parents and the whole family.

Problem: What the impact of exposure to songs in the development of some communication skills have autistic children? The extent of the

reflection on their linguistic and social communication?

Importance: Did not have children with autism in the Arab degree of concern itself given to the children with special needs, such as the

mentally disabled, and blind, and deaf, As this study is the importance of another theory in terms of the handling of automatic speech and social

networking, and the true meaning of life and self- expression.

Aims: The development of language and increase communication and improve social communication in children with autism, using a training

program based on the use of the songs. Integration of autistic children with normal children and empathy for their personality, resulting in autistic

children interact with others through their attempt to accommodate their behavior and their tradition.

Tools: Linguistic Development Scale for Children with Autism.Gilliam Autism Rating Scale. Social Communication Scale for Children with

Autism.

Results: There is a statistically significant difference at the level of 0.05 between the ranks means of the Reassessment and post assessment of the

experimental group on the Linguistic Development Scale in favor of the post assessment. There is a statistically significant difference at the level of

0.05 between the ranks means of the Reassessment and post assessment of the experimental group on the Social Communication Scale in Favor of

the post assessment. There is no statistically significant difference between the ranks means of the post assessment and follow- up assessment of

the experimental group on the Linguistic Development Scale. There is no statistically significant difference between the ranks means of the post

assessment and follow- up assessment of the experimental group on the Social Communication Scale.
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A prospective study of Teenagers who read The Egyptian Party Newspaper
Problem: We find that the conditions of the current policy and the events experienced by the country is characterized by the nature of political
special, which is trying to parties access to spread between people, the general public of readers to go in the way of political reform, and it makes
for parties play an increasing than ever before in the political reform process this, and as more institutions important in this area and as a symbol
of modernization and political reform as dams and factories are a symbol of economic modernization. It is the most extensive audience is
teenagers young audience tomorrow, so trying to parties through newspapers process of political education for teenagers.
Objectives: Identify the most important editorial arts used in raising issues of Egyptian political party newspapers Knowledge of the most
important issues and topics that members are keen field sample of high school students To be found
Type& Methodology and Tools: This study belongs to a descriptive studies which used the survey as part of curriculum (two content analysis
tools and political awareness questionnaire).
Sample: The analytical study sample and a field study sample The researcher applying the questionnaire to 200 students of public secondary
school students.
Results: Key Findings Arts editorial used to provide secured political party newspapers Press Release came in the first place, which achieved
over 778 (60.03%), came Wafd newspaper in the first place, which achieved over 402 (58.3%), and newspaper came freedom and justice in second
place with 376 repeatedly achieved by 61.9%. A newspaper article came in second place with 234 again achieved by 18.06%, came Wafd
newspaper in the first place, which achieved 132 again by 19.2%, and the newspaper came freedom and justice in second place with 102
repeatedly achieved by 16.8%.
Recommendations: Need to pay attention to the elements protruding used in newspapers, and The need to address the special awareness of

teenagers through the programs of the parties.
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The Effectiveness of Verbotonal Program in
Developing the Ability of Communication Linguistic and Vocabulary Size in Children with Mild loss of Hearing
Background: In fact, children with special hearing needs consider a special phenomenon compared to other categories; as a hearing impaired
child looks normal except for in his weak or losing of hearing which doesn't attract the others' attention such as other disabilities like blindness.
Disabled children require more intensive care either in health, social, psychological, educational, or cultural field; that should be early to help
restricting problems may result. Here emerges the notion of applying a program counts on verbotonal method on a sample of hearing- impaired
children, for the purpose of increasing their vocabulary and linguistic communication post exposure to the program for one whole year.
Objectives: Identifying the effectiveness of the Verbtonal program in developing the ability of linguistic communication in children with hearing
impairment, and Identify the impact of the Verbtonal program on development of vocabulary size in children with hearing impairment aged (3- 5)
year olds.
Problem: What is the impact of using a verbotonal program in development of the ability to communicate linguistically and vocabulary size in
children with hearing impairment?
Tools: Primary Data Form children with mild hearing loss (by researcher), The Family Socio- economic Scale, Man- A- Draw Test, of
Goodenough Harris, Verbtonal Program for Professor BeterGuberina, Scale of Linguistic Vocabulary of (3- 5) year olds (by researcher), and Scale
of Linguistic Communication of (3- 5) year olds (by researcher).
Results: Results of the ability of linguistic communication level reveal differences between children with mild hearing loss of the experimental
and the control group, in favor of the experimental group post- application of the Verbtonal program, and Results reveal differences exist between
children with mild hearing loss of the experimental and the control group, in favor of the experimental group post- application of the Verbtonal

program.
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Egyptian University Youth Using Internet and its relationship with their level of aspiration
Backgroung: The problem of this recent study is represented in the following main question s there a relation between Egyptian University
Youth Using Internet and their level of aspiration$The importance of this study arises, at the first stage, from the remarked shortage in the foreign,
Arab and local researches and studies which have dealt with the relation between the Egyptian University Youth Using Internet and its reflective
impact on their level of aspiration.
Aim: This recent study aims to recognize the relation between Egyptian University Youth Using Internet and their level of aspiration and is
restricted to recognizing the relation between using the internet and the adolcents' level of aspiration and whose ages range from (17- 19) years.
The study society: The study society is represented in: University docent male and female students aged from (17- 19) years i.e. the late adolcence.
Sample: An accidental sample will be taken from the study original society including 420 male and female students from the 1 st academic stage
to the 4th academic one at menufia university colleges.
Tools: A Questitionair Form., and The ambition standard scale.

Keywords: Internet, Level of Aspiration.

(o g (6 gl | ol i 1 01 i) v



Yo 0§ Jul e i gldad bt

csall dal e e da pal) Al pall i (8 dalis g a7 el (5 ginna g i iU
+ e o i 3

e Al 5l ¢ guia gy Alall 3 Al Sl (0 e gandl Caald) a yas

Gsiee Bl ge i Al ciad D08 gy 1l o
Gadladl (DU e e g3 ¢ oud pll Jianill 5 (I o ggha (g0 IS Sigall - sabal
abine G L) sl g

Al ¢ il llall g U o (g B e Al Bl ) e g ) il
Ll g ¢ o pal) S 3 cal) ) a5 LS el 4903 0 il o IS LS
gy gl ed) ) dalls (miadf LIS WL 412 2 i) s oS

oo s s N 0l i ey Jled s Ll A W dagl) o
pints il 55 Yl ColS 13 A jall g3l ¢ palal (5 fine A5 4 gl ) Gl
gl gall (B andllieg i Y1 Sadiul g pMBY) e asediy sreludy 4ilua pad
Ox nse A A WDle dpa g ol LS clalliy Lagek S oaai &gl
ced ) dyanill 5 ¢ gaball (5 Siasa

clasladl e Jganl) f g ity Gl o (S 3 Gl ol dail s
asab (5 gimay Bd) G ) Ble b oY) e e A ol sall
pssia On WU oo IS ) Omizo V(14A) cudly s Ay s
o A0 i LS daddadl D s Sy igall ¢ saball 5 giasa s 3
e iy o sakll e elda¥l bl gl (g WD 4 e
by By diine GUK e Dl VYA 5 ol VTA agie YT e Ay
(i Lelaal Lol clgiad gsaily g e (Yo =YY) gn Lo ab el
Gy sabdp s Al Clag Lad Al Ll we Al ol (3
O A0 Al ) Ale 235 Y 4 il ) 8 Holsinger& Chapman (A)(\ AAE)
G (g (bl Kpe =kl -~ ) ARl Al Jd )
6 s o il Al gl e B Ja 580 amg Vo e oz sl
b elia¥) (s siud Gu Ay AL Ble 2gag pxe s o igall 7 salal
—eelia¥) gl b ity Y A e el g salll (ssiee s
sieal) 7 salall g e g

L i Lt caald) il ) b)) g Arora ((1440) 1 ff & s
oo Qi) Ayl o Ll s i 8 Gl Len iy il s g
&l by 5 udl delany)y Dol il gindl (e 4B
Lol (o ) s sall Dl 0 Bie (530 (alSY) gl (5 shana (5 A
il sinsall (553 O ¢ saball (5 hne (B Aflan] AN 3§58 25a 5 L Ui 1)
iyl el y) Lola®y) il sindl 53 s chaataial declaiaY) dplasy)
o A Lla WD i eyl Lelial) Al cllsid) 5 pllal
2 seball 6 giasa s 1S3

Gal eyl e ((1884) Glie dene Jlas Al o ind,
s 1SA Bled po o cagad) dpla) Aa s Bl Db ¢ sebs 5 s (g B e
s G5 apms o oo Al o3 I @ il L gala®) elin¥l (s sind
S ) Ll G adl (U daladl Al sl (Db Gl gy hawgie o
6 sin O unge 2 i) BDle 25355 a5 gl sl (il e
il s delall &y gl o jlaall (DU (e S sl Ada Y5 canlSY 5 gl £ sl
o 1 G o

5 sisas ) T L2 e O(Y00Y) aallae 5 pea e i
ool g 330 ASal abam Gjaa es 55yl jall (S5 2 £ salal
de gana O g sebll (5 sy pll) B Aa o JSG (3 D) gy ) s
g sebl e o Al de gandl (s 85l 5l jadl (2S5 5
b | e 31 g0 5

A A paad b daled ol s Jdas e Gl sl
il Ll sl ) Ay el Gl bl 5 ym aay ) Al Ll
paiy gl meid Saldl jlas) als el e b ia ) meiad
O A a3l Ka ia L Gl dal oAbl il i) Leiliel ) Gl

A

+ o i |

o i s gale Wgkiy VL) () g gl o) G Y i) s
LS syl g saaeiall LelalSaly jlia g suaall Juai) Jilag o e sl S
g el ol it e ol al jall 5 JUIT e 1 Lol (s einds gl
QIS Afladll & gl S 5 a5 A ) s Wl s Y
ol Ciym 8 Lo el aaly Jole dab dpe J el dsad (85 ccaund
o) @) o P e Al A 8 e Jaly g dlaly dasl bald
o Al 538 o el sl (stee ol il 05 ) )
on e 5 Y g I 6 ek e a0 o i claindly cprdll oot
saiy 3l delaal) A Gl gy cdpaddll gl Mide yhay ) £ sebal
5 AL gl 5 fine iy LS 4 e (5 gne e T 5 L e I )
(). a5 ARaY) 3t 3 € 1 ol jremns A8l

gl 5 sine o candidl ) g Y Al g gl o) s o LS
Gind LeDIA e () saaliinn SIS 5 By o Ll ae¥) dniai e ey adlid
sl dla o 5 all (5 ginsall 138 il Cum Jifinsd) g pilallily ol saba
O G Gay ed A 53 gn sl Gl sae oy il g il JKLéa Cua (g
) sla b el e Alayal 03] Lo ASa)yall s e e sl A )5S 5
il ol Ay 20 L i
i)yl il

o WDle dllin do ) st ) J5lal) e ada¥l ) dos ) Ayl gl
1 i Jas Sz seball (5 g dpal Gy i U (5 el ralall QL] o
£, peadl claalall ol ¢ gaba (5 sinna (3 llly J CladYl ol gus o)
sdet] yud) G |

Sl e Clgine e s pal o) b Adnd Ll o Laal (S
oAl el o G Gl Ay e i b el WEle
QL) ¢Y el LD Gigplall 8 gl Ao U il ) o 6 dadlasal)  Aadl
s b calsay 8 (e agll Lo ol 4 A Rl cla gelall st
RPN | PP
sl yod) iR

Gad gadal il dasid Ble e Gl L) Al L)) Gag
DA (e pgdl 7 seball (5 e Ay o U
dgatiy i (5 paall aaladl Ll Hadid Ay D) e Gioal

G

el g seball (5 Siasa
i bl ol 3y o pad) oadal LN ool £ gebll (g e o B LY
RISy RPN PRI P NVWPN VG . PV S %

ceralad) Ll al - galall (5 gl Al (B e lainY]
i)y i pad 1 34l 31

Gl b Al Al 3,89 DY 4 o) S i cal
o s s e J Cllagled) e Jpanl 3 U it b gl i) 50
o0 oAl e alally Gl sl sl conal o Yl cAdladd skl ol
i) G dea g3 ) ¢ AT dley s G ) S5 oLl ol )
Jibl e di e ol o deaw WS et iy adeily il s DX Al
Al i 2 050 T ally Alpead) giies A0 e Jaladl) Gl el

Ui 3ga g el ccpinljall e ) alie 35 ) Galdl Aaade DA e
oo aliai¥ly gl W) o b il (an od ¢ sebll gt (S (3 el
s ) pplling wllll ailn) pe s elaiall pfidie (b ey
Ll e Laay ol S s il gl 550 Wl oY) dplamy)
ool s a5 3 e oAl g ad o) D Tl alens (5 peadd oadlad
z bl (s sina o eSay Lan Al 5 Al Lo Galpall a3 i Y1 )
ailaal s i e Al i S Y1 o3 i3 ) aady S Loy 4
Ga ) G Bl dah e Gl iy Y Sall) pds Lae el g Jani

(o g (6 gl | okl ! il 1 01 il



O L) Ll e %0 o Gkl alel oDl et il LS dlal)
i Cela gy Gl Jdlas Gl s GO die e %) 0 o o S Gkl sale)
o s Jug Al Rl g aii e Gl dals e ofiald (g dndi e BN
3 i) dndla s Ll (5 sne £l
et 31 Gl
Al Aglan) L) Gl i
bl cllaugdl o Godll Adlasy) AN L) (T-Test) il .
.(Interval or Ratio) Al § &5l ¢ e aa] 8 0 sndd) (e (dic gendl
L Y Qe Y
snl) g} gl
O Lias] A3 L g Al ) WDAe a5 4l Lo el o35 1Y) g il X

v ¢ seball (g ghuse Apatiy i SO gralal) L] (g 5 Jare
i gl 5 e T ) o 8 e s B ) e () Jn

Tk s S a
N P R '
Y R YT Uyl

e asmy gl (s Bl ) Oebes platinly 4l Gl Jpaal) i i
ol 7 seball (5 s Aty i O Ll (i pa Jare (G Liliaa) A2 A e
=2 e die Aa A (2 y VYT g BlE ) delee dad iy Cus
R SUN Y- [RUFNS. NORICH. PR N USRI AP ' SRTIRY:
g sebll (5 e Oy B QL (o Jane (o g0 ADle 2m g A )
Lase Whe 3pay mday Gmom Bl ddbae pladiadys ial ) oY 5
s 0 AN (6 i die Al

oYl Ll s Lilaa] A g6 a4 o g 3 1 B G il X
k) (5 e Gl o LY elainY) s stadl 3 Y

il finsal) G pall e pana il 53 il i (g oladY) salal il Qs () Jpon
o sabal (5 sie il Lo dibad) delany) L)

e | ans | S| B el
cad | 1) | dad

ire 64 Y AARA e gaadl G

ceny | vary | oever FAY [ VIAATVA e gandl Jals

Y44 [1vver,vy g saxal

Gla o Glhagie g Whaa) Ay G5 8 25 ) Gl doadl Zl
olie o dibid) Lelaay) Llad) clied & cpaida cle gena
Gsima 2o Al e Aadll By ) TY G Al il Cus g sebl) (5 e
NS WETAR RUARY g [ V-0 PR NG NI PRI FP0
) Relaa¥) chindl 50 J J clag dus ((TeoT) s
lgiad W %168 Jadl il el Wasiud SY) aa A
Aoy juae Ay %Y oY) (penting Y el daed daididl
gsebl s e o il e gand Gyl Gl fdl G 358
LSD sl Javiad 5 Al ds 0 b
Al el 8 G gl e gana il 3 Sl e G B ANy e (V) oo

ol s e o AR ALY
b il iy baus sl adiic Gle sendd
40,7 o8 R - PRTON
9,04 R - - a5
q¥,0v - - - i o

o e gedl bl clhugid ) ) LSD i gl
Cigy 8y e sl (5 fnn (e e k) Rielia¥ly Rplea)
Gl iy ) o) o g 8 Ay dsed) LYl
58 e ok e o) ey e ilan 8 i) eldaY] gilad)
O3 ) Gl g BER) s f a5 G il 5 L il (5 siand)
i B a0 e ity il elis¥l (s s i)
G shs Vot il bl cpla il o 5l IS lial 7 gkl (5 sina
(5 i) il B lin s LS 00 g 5 e 2

(o g (6 gl | ol i 1 01 i)

19

Yo 0§ Jul e i gldad| bt

A g Aol s Ay ) (S ealed) Sl 6 ) ( pgn Aad 13 L i
Fl Gy Caldl gl Cua Al pudiy lgitlaas st S (e A
aag do GEdl b oY ald Ay Al Ay Al bl
) il ) el g Al o il DAY HY)
o) bl G g 61 o )
G Ol L dualy () 335kl (e el padins ellaae < ) g r ) X
Jhadly clilal S jlhe 5 s Aedin Al Al Jpn el 5 gal
A gpn A Lany
dee Jad B ey sl 2l wdy Al wly Al g iz gelall sl X
Jhaitaly an il i oM Led o e Jplad 8y oy Aadll pai
dedl) LS o 5l go BIA o 3l W sy Wil e 5yl
o diid) § S (S ey Gl @) U Rl Gl sl
s il ) g cN Y ¢ g
sl gl @ g b
6 padl el Gl i e Jaee (s Asilasn) AYs 3 Al ) ADle 3 g )
Sl Y5 (s 7 gaall (5 ghuse Al (g i U
i) siadl (b I oY) Gial ol G L] Ay (358 s Y
23k (5 sine (e o (s
Glo AlYls 58 (e (5 paal adall QLA (g Lilaa) Ay 3558 g T
g sehll 5 e (i
oilly i i) catiise oadadl QLD (g Aflaa) ANS D G508 2t
oY) eriiise i) il o Y1 adkiine
paall G el o padl calad QLA G dilaa) AN I3 35 8 w5 Y L0
g sekl s i o )l (el Gl
oyl e | i <1 g §1
: i § G 31 § 9
oo i) ) Al Al e Cus chioa ) il ) e Al o3 e
1 g e RISy e i pgalaiad ol sl il paba (5 s
ralad QL st D § g e Capailly cladl Al pe i)
TV WP ISNREC- PRPPPRE, AR P NS I Py L PR O
sl dall
i)yl o § e
Al B gy Lae dpalal) Alapdl Ol e (s )5S Qlall)
Ala s (8 Al ) Alad AL & pand) Als sl (4 i (Y) 2VA) G el
T o gy (5l Baaljall) & pedl sl 03 L8 5 8 5 5 sl
ladall (DU o Ay Wl €00 e 058 Al pall oY) pdindl (0 Dpee
e Ay phay ot LES) oy gy o3 a5 A i) Alilas (e S A Ay ad
Al @l e A8 Jia (Accidental Sample disbadl
el yad ) il g
gl gaa) el (lia) 5 L) e el Al ) said 2l 5 Ll
Guli & 3y dglad Al clily gl rad meie ) 8 el e
peh oo Sl A i oy e gy (i gnndd) g oleall ALE I3 e i)
Gkl oL Cllgaia e b 8 L dgad gy cdali (e L 3l 5l ABLS & and)
(AT 2als e
Gl B e i) e ae i) Aaal Gy Gaall |l
Lla iy WY Gaad Gl ALYl Sl olay ) L
ey e ol 4 U Dl Jee sy clla) pand By dilal g &Y janl
a5 38LY) (e de gena o Loy 5 i) Gaa jlaaly Cald) Al
Bl Aadlay Laguags Ayl Andia e o Sall dlliy (((paSadl)
(oeead) s3LY lladle o el L) daanly Caldl 8 8y Gkl
el Ll b ol
Ll (e %0 e s i) Gubai salely Caaldl i uind) cls e SEll



Yo 0§ Jul e i gldad bt

Ay e Al Ay ) s Bl dele A il Gl - galal 25 O & )l Gl G ks T giall bl (mitial) g s il
ory0 0 =R (5 g e Gl Gl G AN aap WISy 0,00 By gine (5 g i Sl 8 (38
o BB (a jay i Y] ol Gl 53 O (s Al ANS e pudi Ommbial) Cplan il G (3l I el o sl 5 il 5 ginnal 1 ) ity
sl e JAN iy i il pdidl DL g8 Lpardig A o ol o400 Ayging (5 siuse e Lilaas] Ja )8 505 <Y,V il
iy il s daly) Ll Alaa) AN @) Ggp8 am gl o oy 8y el a X
3y el g B Jebee oty af Glud Jpad il s LS 2 sahll (5 s e e S5 ) SU1 e 5 penall adlal
Guay o GO Al Qlal cldasiid gn Lilas) Ao dae Wle G e e e Y1y )8 Gl 0 u\ia:ﬁ O G A AN (&) Ll ol (£) Jss
Gie Ay Aed a0 TYO G LS ) delee Aad il Cus ol - salal o | e |9 | e
aibe ) e guglall 06 Bl Ui Ky Ma g e, o) =2 (5 e C | sk
s g i LSS e A8 A1V caibia] QA Gl yall dailly dade (e Wi e | e MIA JARA Yo BT
el S 3 LI ) s Lna) Ay s 2Ble 3505 Liad 0y SR ELUIAEE SR =
Jalaa Gad il Cum g g gall (5 fina ey i (5 guaall aalal Gl i g Lbaa) Al G958 3y e (' L) Guki @l
cre) =AY (s e tie A3 A g 0 YAV (g e Ll 1,80 " dad il G i sabll (6 e il e Yy SY a0
on A Akl WDle g S A Gl Gl dae Sy g o0 AN e die Lilas] Ay 2 Aad 2

coedl z salall 7 giane Agali g i B (5 puaall (oadlall QLN (a5 ol 2 QL o dilaa) AVS 3 358 g 4l o aiy g i) ) adl X
ey e glhal GO ekt ey ) e 5 pead ouila)

Y1 L) Al s O 5 7 el s e’ e e Jlan Y e Ay
H I A A i B 5 gl e e s e 5 ) gl o Sl s g ) B3 () ) 5 (0) s
.(Wﬁ‘h ‘Cuﬂ@)ﬂ\@s:.law\ 3»41;) Bpiie pe leale ddlug ) ediie ye g i Y
Ay CLEED g5 o U iyl ot o A LAl Sla LY WY | o db\j' hegd | s e pad
i Alhll Ulal clud )l yae tpmed e daels) sl g buale ¢
RN s o) 1,08 aY,A4 Y e i) arkie
(Vom oYY (JalY) Ay deY) , ey | ey | et Y i 2

sl 15 kel Aads) ¢l Al L; < iyl ol @LL. dj)]h,:g P VI o Sl sin 3 hoan] A3 G535 25m5 ) ' LS) Gkt i
; (Y gy = gl el I aaal) calall (gl ) & gagd 4y puaal £ ool s i e e A (porkien il DU e Y1 arki
CealSY) L aBle y #galall (g g Dl il )Y L4 jue ej.)u .4 e Ulan) @03 4 oy 2,)) " i il i 25 Y1 paiSi
o LRI LB S g 1l (o Beda) 35800 g e Al a4 cla b o il Ll A il iy oo DY G fine
. . ) (Vo= 1330 (JukY1 44, B il g dagl G I el (g (Yeor) gl Ggplae pale Al
Ay (DI s sl ;yu‘ 4o siy s daallie (5 jua das 0 el (o A3 A
T Y VA el (e daala) 665l e pluale
6. Arora, R. K. "A correlative, parental encouragement and educational
aspirations". American Journal Sociology, Vol. 73: (5), (1985) , 559-572.

7. Bedian, A. G. (1981) "The roles of self esteem and achievement in

3 Gy g Al Ay 8 aa b el i Le e G Aail) o
e s Y] e (5 padl aelad Gl Aflas] AN
2 i) eadise mllal i )

Sl gia g Wlas) A 330h gl e gy G5 tpuldl pa ) X
g sehl s e (e (o pumall s iy il Grasiall DU s

aspiration to prestigious vocations", Dissertation, Abstract International,

Vol. 60: (6), 128. panly Gy padall Ol il o Sl e (o G5 80 AN () sl 23 (1) Jsas
8. Holsinger, D. B. and D. W., Chapman (1984): "Anal sis of selected factors .z bl 5 g it o
related to occupational aspiration and expectations of adult women", ya g <) agd e pad
Dissertation Abstract international, Vol. 40. (1), 106-107. g el
‘ ‘ ] 1,08 2),V¢ " jaall 5 alal
9. Omizo, M. (1981): "Self- esteem, self concept and the life goals and self o e oYY n 0o o R
) ' iy ) Ay

role attitudes of college students", Journal of Personality Vol. 48: (2), 149-

o U G o] A G 2 g ) ) Guls S

Cun (g skl (5 e e o agtle s cllagie b gy il (paid)
e, 0 0 AN (6 g die Lilian) Al je Aad a0, TY ' dad il
Clau i G ilan) Ala 358 a5 by BN G il) das oo iy el
il Cun i galall (5 sine hita o puaally Gl cpadal ) a2
olie o pagila o cllau e Gn Wlias) Al (3558 25m pe )
.C}AH‘ Lﬁ}ﬂm
G el sn o o Al ) e a4l o gy g rgeld) a i) X
ol 7 salall o dise Rty i S 5 el maladl il
() dsa
K il s il il
P R P R P R
R 0 752 I B 2 - BN G ¢ sl

e asmy gl (s Bl ) Jebes platialy 4l Gl Jpaal) i

Voo (... oy 6yl | ol e 41 il



Yo 0§ Jul e i gldad| bt

o (10 1Y) ) ek k| g 1 o 5t il < o i e e 1 i 3 ]

e &@,3}_\3.:.;\

ol (5 Rnolon Al Ll Ly ) agan as U i) 0 s il ol 0]
3550 dag adl gue Ll
b 5 sl Ual) Ul ol ll s JUBN didl sl ol N RS
a8 b Ol

a1
LY e (10 1Y) (o & jeal) As ) Jubl e die sl Qg LY LS LS Ll ) dldadl) Selud G A e CalSl) il gl widdg dudiie
(yls ) SA e & i
Ll Al bl jall 5 om0 3 Al A Al aadl (St ol b
L0 i 5 s Y1 il s e
A (10 =9Y) 0 ot el 33ty 3uali Vo o il gl i
celia¥) (o gl a5 L g o(&all) dael) O liag (V9A Y aallie Coug b 3 Jac]) cudl ) Aldae il ol e it wilgal
(O 9A vadlue Ciug s 3l daef) ) U &)
Gla o o asl Jo bl o g .(J)H) Ll Allrall 3ol e s QXN b o Aud ol die Gl g Slaad J1o Bl )] s o sl yud) ke
=2l (&L\‘\J\ =555 Al all die s ja e e dflaa) AN 3 G5 a g Y .(QJ\) Ll Aalrall 36l (ubita g QXY i e 4 Hall die
3 .(u,_&l) L ) Aaleall el ulite e (&L‘&\ =) Al due cla s s gie gu Alas) AN 3 G4 a g Y LS el Xl i
.((:\(\) L gl Alaleall 5ol it e (&L’f\}\ =) Al jall e sy e gia g Ailas] AN & (35 4 a5
Parental Maltreatment As Perceived By Children and Its Relation to Lying
For A Sample of Children in the Age Stage (12- 15) Year Olds
Study Problem: "What is the relationship between lying and parental maltreatment as perceived by children in a sample of children in the age
stage (12- 15) year olds?"
Significance: The current study is crystallized in identifying the relationship between parental maltreatment as perceived by children and lying
in the age stage (12- 15) year olds and its relation to lying, a comparative study between males and females as the study significance is defined in
rare of studies tackle with this topic.
Methods: The researcher uses the correlative method and the comparative method.
Sample: 300 Male/ Female students at age (12- 15) yrs old.
Tools: Scale of children Points of View in Parental treatment (by Faiza youssef Abdel Meged, 1980), Scale of Lying (by researcher), and The
Parents Social Cultural Level Form treatment (by Faiza youssef Abdel Meged, 1980).
Results: There is a significant statistical correlation among study sample average scores on scale of lying and parental maltreatment (mother).
There is a significant statistical correlation among study sample average scores on scale of lying and parental maltreatment (father). There are no
significant statistical differences among study sample average scores (males- females) on scale of lying, in favor of males. There are no significant
statistical differences among study sample average scores (males- females) on scale of parental maltreatment (father). There are no significant

statistical differences among study sample average scores (males- females) on scale of parental maltreatment (mother).
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Film processing in some satellite channels for family problems
Analytical study on the fallopian Rotana Cinema and Melody Movies

Objectives: To identify the most important family problems offered by the satellite movies. To identify the most important problems to identify

how the film processing and display of the problem at hand and put forward solutions if any solutions.
Sample: Was selected channels identified by the scoping study a channel that received the highest percentage of viewing by the respondents of

the study sample, a reconnaissance (Rotana Cinema- Melody Movies).

Tools: Form was used content analysis of satellite Film study sample, which discuss family problems.
Results: The most significant results are: Occupied the problem of low income level of the first rank of the total family problems cinematic films
on satellite channels under study (13.8%), followed by the death of one problem couples in second place (10.7%)- The display and analysis of the
problem only in the first position of the total number of how to deal with family problems in movies satellite channels under study (40.2%),
Occupied the method of dialogue and discussion Introduction to the methods used in the face of family problems cinematic films of the study
sample has won the first place (37.6%). Template melodrama came in first place for more templates that overcome the dramatic films satellite

sample of the study where he received the highest percentage (62%).
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“The Satisfactions Achieved For Primary Language Schools Students From Viewing Coded Channels of Children’
Problem: Well researcher sense of the problem of an exploratory study commissioned by the researcher on a single sample of 30 of the
respondents at 10% of the total respondents from schools Egyptian languages. The foregoing can crystallize the research problem in question the
following year; What Acbaat achieved for primary school pupils, languages, watching encrypted channels for children.
Objectives: To identify on Acbaat achieved primary school pupils from watching languages channels encoded children.
Type and Methodology: This is a descriptive study of studies that do not mean merely to provide information on aspects under study, but
beyond that to draw them connotations depending on the purpose of the study. The current study relied on the methodology of the survey Survey
Method within the framework of this approach, the researcher relied on a sample survey approach, and it is difficult to conduct a comprehensive
survey of all the vocabulary study population.
Results: A correlation statistically significant positive correlation between Acbaat achieved by watching encrypted channels for children and
motivated to use utilitarian motives to those channels, because the level of significance= 0.014 and the relationship of medium because Persson
value= 0.3842. There is also a correlation statistically significant positive correlation between Acbaat achieved by watching encrypted channels for
children and motivated to use (motivations ritual) for those channels, because the level of significance= 0.003 and a strong relationship because
Persson value= (.528 There is no statistically significant relationship between males and females in the encrypted satellite television. Where the
value of (t)= 0.639 freedom of 298 degrees, a value that is not statistically significant at the level of significance (0.523), Malk is evident from the
convergence between the arithmetic mean for males= 1.30, and the arithmetic average for females= 1.27.4. After using the test (ANOVA), we find
a statistically significant difference between students in different stages of Sunni and watch the encrypted TV channels where the (P)= 9.154 when

the degrees of freedom= 2 between the groups and 298 groups within the level of significance= 0.000.
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Foreign Newspapers treatment of the Egyptian January 25 Revolution: a Framing Analysis

Problem: The study problem has been formulated in analyzing the news frames of press treatment for the Egyptian revolution of January 25 in a
sample of electronic English language American and Israeli newspapers. In addition to exploring the degree of agreement and difference between
the news frames used in the newspaper under study and whether there is discrepancy or similarities between newspaper attitudes toward events
and their countries’ policies and positions toward the same events.

Methodology and sample: The study used the method of media survey and the comparative method through using the content analysis within
quantitative and qualitative by its parts in addition to analysis the news frames to reveal the embedding content of the journalistic materials which
is the core of the study in newspapers: New York Times "American Newspaper" and Haaretz "Israeli Newspaper" during the January 25
revolution.

Results: After analyzing the sample of newspapers, the study concluded the following results The differentiation of the study’s newspapers in
their framing of the Egyptian affairs during the time period of the study, their treatment differ depending on the ideological trend and according to
what serve the strategic interests of their countries. The newspaper differ in their framing of the January 25 revolution, the results have proven that
The New York Times Described the protests that erupted on January 25 as "Revolution" and "Uprising" and attributed the causes to Mubarak's
authoritarian rule by focusing on corruption and the emergency law, police brutality as reasons for the outbreak of protests, while Ha'aretz
described the protests as "Riots", "Unrest" and "Chaos" and it focused on economic reasons, not political, represented in poverty, unemployment
and rising prices.The New York Times focused on its suggested solutions on the need to Mubarak to step down and West must support the
protesters and allow the Islamists to participate in political life. While Ha’aretz concentrated in its solutions on leaving the protesters Tahrir

Square for life to go back to normal and the necessity of the West's support for Mubarak.
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risk for fracture (McCormic, 2007).

DPD levels are influenced by muscle- collagen breakdown. Using serial
testing of DPD to evaluate for therapeutic efficacy may not provide a useful
indicator of bone resorption (McCormic, 2007).

Our results were similar to Wang et al. (2013) who found that serum
Osteocalcin levels were negatively correlated with fat percentage and visceral
fat area (r= - 0.24 and r= - 0.46, respectively, P<0.05); however, no statistically
significant association was found between obesity degree and serum
Osteocalcin levels (r= - 0.29, P= 0.052). In addition, serum Osteocalcin levels
were significantly lower in obese (44.46% 9.73ug/ml). These findings indicate
that body composition is related to serum Osteocalcin levels in obese children.
Also, Gwang et al. (2013), found that, serum total Osteocalcin levels were
significantly lower in overweight or obese children (76.96% 27.08ng/ml vs.
(66.91+ 21.39 ng/ml), (p= 0.020) and it was negatively associated with body
fat.

So, we can use Osteocalcin as an early predictor of osteoporosis in obese
children to avoid continuation of the problem of osteoporosis in the adult
period especially in pre and post- menopausal females. While for the urinary
DPD, as it did not give us any significant data either in obese or non- obese
children in addition to its high price, so we do not recommend the use of the
urinary DPD as a bone turn over marker in this early age.
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Figure (4) Comparison between obese and non- obese in Osteocalcin (ng/ml)

As regards the comparison of serum Osteocalcin between obese and non-
obese children (as a bone formation marker), it showed a significant decrease
in obese children in comparison to the non- obese group. (p<0.01).

While, for deoxypyridinoline (DPD) (as a bone turnover marker), there

was no significant difference between obese and non- obese children. (p>0.05).
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Figure (5) comparison between obese and non- obese in DPD (nmol/L)
Discussion:

In modern society osteoporosis is a highly occurring disease and
constitutes a public health concern due to its impact on public costs (National
Osteoporosis Foundation, 2013).

Childhood and adolescence are important phases of the human
development during which the adult bone mass density is determined and,
therefore, problems during this period of life could compromise bone health in
adulthood (Junior et al., 2013).

Overweight and obesity may contribute to bone fractures in children;
however, the mechanism involved is not clear (Abou El- Soud et al., 2006).

The distribution of the sample according to family history of obesity we
found that family history is negative in 42.5% of controls, while it was
positively related in 37.5% of cases. So, we can say that there is genetic
predisposition of obesity.

The intergenerational relationship between parent and child obesity has
been well described, Rhee et al. (2012) in a twin study have estimated that
genes are responsible for 40- 75% of the phenotypic variance of obesity.
However, evolutionary changes in the genome cannot explain the tremendous
increase in obesity prevalence over the past 30 years. Most likely, the genetic
susceptibility to obesity has always existed, but is now becoming more evident
due to the influence of the obesogenic environment. this is similar to the study
of Elkhayat et al. (2013), who found that obese children group had
significantly higher percentages of family history of obesity, as well as intake of
junk food when compared to controls (P<0.001). Also, Moreira et al. (2007)
showed that overweight parents are more likely to have overweight children.

(Use Of Osteocalcin And Deoxypyridinoline...)
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The incidence of obesity in children was 6% if both parents were non obese,
while it rises to 22.7% if one parent is obese and to 30.8% if both parents were
obese and maternal obesity was associated with increased birth weight and
direct measures of fatness such as skin folds are also greater in newborn infants
of obese mothers.

As regards the Age and anthropometric measurements of the studied
sample, all variables showed significant increase in obese children in
comparison to control group except for the height. We found statistically
significant difference (p<0.01) between obese and non- obese children as
regards weight where the Mean * SD was (55.45% 11.68) in obese and was
(32.83+ 8.57) in non- obese group. And for the BMI, Mean * SD was (18.64%
2.75) in obese and was (31.03% 3.75) in the non- obese.

BMI provides the most useful population- level measure of overweight and
obesity as it is the same for both sexes and for all ages of adults. However, it
should be considered a rough guide because it may not correspond to the same
degree of fatness in different individuals (WHO, 2012).

This is similar to the study of Elkhayat et al. (2013) which showed
significantly higher mean values of weight, weight for age, BMI, waist, hip and
mid upper arm circumferences, waist: hip ratio as well as biceps, triceps,
subscapular, suprailiac and abdominal skin folds thickness among cases than
controls, also, Salem et al. (2002) recommended that BMI should be used
routinely to screen for overweight and obesity in children and adolescents as it
is easy to use in a clinical setting and correlates with subcutaneous and total
body fat.

These results are in accordance with the fact that anthropometric
measurements are accepted sensitive indicators of growth patterns, obesity and
health status of a child (Chatterjee et al., 2006).

Our results showed that, all anthropometric parameters are increased
(except for height) in obese children, that means that there is a positive relation
between obesity and body composition especially body fat. This result is
similar to that obtained by Cobayashi et al. (2005) and Abou El- Soud et al.
(2006) where they found that obesity in children and adolescents was
accompanied by increased regional and perhaps total bone measurements. In
contrast with our findings, other investigators have reported normal (Manzoni
et al., 1996) or decreased (Goulding et al., 2000) anthropometric parameters.
Also, Elkhayat et al. (2013) found that there were no significant differences
between cases and controls in the mean height and height for age (P>0.05),
whereas, overweight and obese group showed significantly higher mean values
of weight, weight for age, BMI, z- score of BMI, waist and hip circumferences,
waist: hip ratio and biceps, triceps, subscapular, suprailiac and abdominal skin
folds when compared to controls (P<0.001).

Osteocalcin which was used in our research as a bone formation marker
was found to be significantly decreased in obese children in comparison to
non- obese children. While the urinary DPD which was used as bone turnover
marker showed no significant difference between obese and non- obese groups
although it was high in obese children but not to the degree to be significant.

The bone resorption marker deoxypyridinoline (DPD) reflects the level of
osteoclastic activity in the bone- remodeling process. Accelerated osteoclastic
activity increases bone turnover. Elevated levels of resorption markers indicate
increased osteoclastic activity and a higher risk for osteoporotic hip fracture,
independent of BMD. Even when BMD is not in the osteoporotic range,

increases in urine DPD indicate increased osteoclastic- bone resorption and
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c. Bmi:
Bmi= Weight (Kg)/ Height (m?)

BMI will be evaluated according to the Egyptian Growth Charts
(Ghali, 2008).

Obesity will be considered when BMI exceeds 95th percentile
(Schwarz and Freemark, 2010).

d. Waist Circumference: Will be evaluated according to waist
circumference percentile curves for British children (which are
used for the Egyptian children) (Hassan et al, 2008).

e. Hip Circumference.

f. Waist- hip

circumference/ hip circumference.

ratio: will be calculated by dividing waist
4. Laboratory Investigations: One fasting blood sample will be collected
in the first visit; (5 cc venous blood samples). Samples will be collected
in plain vacutainers and subsequently, serum will be separated and
stored at- 20 °C until assay will be performed. Urine is collected in a
sterile container, centrifugation for 20 minutes at the speed of 2000-
3000 r.p.m., remove supernatant. If precipitation appeared, centrifugal
again. The assay includes:
a. Serum Osteocalcin (As bone formation marker).
b. Urinary deoxypyridinoline (DPD) (As bone resorption marker).
Results:
As regards the distribution of children according to sex in our sample
males were more than females in controls, cases and total number, where they
were (32 males and 8 females) in controls, (26 males and 14 females) in cases

and (58 males and 22 females) in the total number.

Table (1) Distribution of the studied sample according to sex.
Group Case Control Total
Sex N % N % N %
Male 26 32.5 32 40.0 58 72.5
Female 14 17.5 8 10.0 22 21.5
Total 40 50.0 40 50.0 80 100
60.0% - 0 Male B Female
50.0% A
40.0% | -
30.0% A
20.0% - 40.0%
32.5%
10.0% -
0.0%
Control Case

Figure (1) Distribution of the studied sample according to sex.
Also, we studied the distribution of the sample according to family history
of obesity where we found that family history is negative in 42.5% of controls,
while it was positively related in 37.5% of cases. So, we can say that there is

genetic predisposition of obesity.
Table (2): Distribution of the studied sample according to family history of obesity.

Control Case Total X P
Group
N % N % N %
Negative 34 42.5 10 12.5 44 55.0
29.09 | <0.01
positive 6 75 30 375 36 45.0
Total 40 50.0 40 50.0 80 100

60.0% - 8 Negtive B Positive
50.0% |
40.0% | -
30.0% |
20.0% | 42.5%
10.0% |
12.5%
0.0%
Control Case
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Figure (2) Distribution of the studied sample according to family history of obesity.
As regards the Age and anthropometric measurements of the studied

sample, all variables showed significant increase in obese children in
comparison to control group except for the height.

We found statistically significant difference (p<0.01) between obese and
non- obese children as regards weight where the Meant SD was (55.45%
11.68) in obese and was (32.83% 8.57) in non- obese group. And for the BMI,
Meant SD was (18.64+ 2.75) in obese and was (31.03+ 3.75) in the non-

obese.
Table (3) Age and anthropometric measurements of the studied sample
ObeseN= 40 Non Obese N= 40
t value P
Mean + SD Mean + SD
Age 8.75+1.35 7.95+ 1.71 232 | <0.05*
Weight (Kg) 55.45+ 11.68 32.83+8.57 9.81 | <0.01*
Height (Cm) 133.10% 10.52 132.25+9.93 0.372 | >0.05
BMI (kg/m2) 31.03+3.75 18.64% 2.75 16.81 | <0.01*
Waist Circumference 95.30% 6.60 65.08%7.07 19.75 | <0.01*
Hip Circumference 101.15% 6.56 72.25+ 8.50 17.02 | <0.01*
Waist/Hip Ratio 0.94+0.02 0.90 0.05 4.31 | <0.01*
140 _ @ NonObese B Obese
120 |
100 4
80 4
60
40 |
20 I
0+ ‘ . ‘
£ g £ 5 & 9 B g
k= = ) <
T 2 % £ oz z
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Figure (3) Age and anthropometric measurements of the studied sample.
Table (4) Comparison between obese and non- obese in chemistry variables (Osteocalcin and
deoxypyridinoline).
Obese N=40 Non Obese N= 40
t value P
Mean + SD Range Mean + SD Range
OSC | 33.13£11.83 | 10.60-58.15 | 39.06+7.29 | 23.27-51.20 | 2.69 | <0.01*
Dpd |289.02+ 130.17| 112.86- 602.27 [306.55+ 194.81| 86.12- 652.58 | 0.473 | >0.05

(Use Of Osteocalcin And Deoxypyridinoline...)



Introduction:

Osteoporosis is a major health problem. it is a disease of progressive bone
loss associated with increased risk of fractures. The disease often develops
unnoticed over many years, with mild symptoms and signs, until fractures
occur (Scott et al., 2010).

Osteoporosis develops as a result of imbalance between bone resorption
and bone formation (Naim& Khashayar, 2006).

Osteoporosis is a major global public health concern. Although it is
considered as a disease of the elderly, there is now universal agreement that
osteoporosis has pediatric origin because if individuals fail to achieve optimal
peak bone mass (PBM) and strength in childhood and adolescence, there is a
likelihood of development osteoporosis later life (Sub Lim, 2010).

Awareness of osteoporosis and its complications is growing, as the use of
treatments that favorably alter the natural history of the disorder. So, there is
increasing reasons to develop strategies for screening in order to target
treatment more effectively and reduce the number of fractures (Scott et al.,
2010).

A dramatic increase in prevalence of pediatric obesity has occurred in most
countries over the past few decades. This is of a particular significance given
the fact that overweight children and adolescents are at increased risk of
multiple medical comorbidities as well as psychological and behavioral
difficulties (Nowica and Flodmark, 2008).

Understanding the relationship between pediatric obesity and bone health
is relevant for health professionals, because childhood and adolescence are two
critical periods in the prevention and development of diseases in adulthood
(National Osteoporosis Foundation, 2013), (Fernandes et al., 2011).

Early diagnosis by measurement of bone formation and turnover markers
and treatment can prevent and reduce the disease complications especially
fractures (Sambrook& Cooper, 2006).

Childhood and adolescence are important phases of the human
development during which the adult bone mass density is determined and,
therefore, problems during this period of life could compromise bone health in
adulthood (Junior et al., 2013).

Bone status can be described by measuring bone mineral density, which
provides information on both bone mineral content and bone fragility. Bone
mineral density measurement, however, does not provide data on the rate of
bone remodeling (whether formation exceeds or lags resorption). This
information is obtained, qualitatively, by measuring biochemical bone markers
(the biochemical substance produced or released during bone turnover). Both
measurements complement each other and are needed to get a clear
understanding of bone status (Vesper, 2004).

Many physiological and pathological processes may influence bone
metabolism resulting in changes in serum concentration of bone turnover
markers. Measurements of these parameters offer many advantages for
investigating skeletal diseases in children and adolescents as well as
monitoring the response to treatment (Ambroszkiewicz, 2007).

Osteocalcin, the major non- collagenous protein, synthetized by
osteoblasts plays an important role in the regulation of bone growth and in the
correct deposition of the minerals in the matrix. Its expression follows the
proliferative phase of osteoblastic differentiation, so it can be considered a
osteoblasts. Serum levels of Osteocalcin and

marker of mature

deoxypyridinoline are not stable throughout our life and are greater in infants
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and children than in adults. Peak values occur at puberty. Children have

significantly elevated bone marker levels due to high skeletal growth velocity

and rapid bone turn over during childhood growth (Yang, 2006;

Ambroszkiewicz, 2007).

The bone resorption marker deoxypyridinoline (DPD) reflects the level of
osteoclastic activity in the bone- remodeling process. Accelerated osteoclastic
activity increases bone turnover. Elevated levels of resorption markers indicate
increased osteoclastic activity and a higher risk for osteoporotic hip fracture,
independent of bone mineral density (BMD). Even when BMD is not in the
osteoporotic range, increases in urine DPD indicate increased osteoclastic-
bone resorption and risk for fracture (McCormic, 2007).

Therefore, the spread of obesity among prepubertal children and frequent
occurrence of fractures raises the need for a tool for early detection of
osteoporosis among obese children.

The aim of the present study was to compare between the measurements of
serum Osteocalcin (as a bone formation marker) and urinary DPD (as a bone
turn over marker) in obese and non- obese prepubertal children for early
detection of osteoporosis in childhood.

Subjects And Methods:

This case- control study included eighty (80) Egyptian children, aged (6-
10) years, divided into 40 cases (obese) and 40 controls (non- obese). They
were enrolled from the outpatient clinic of the Institute of Postgraduate of
Childhood Studies, Ain Shams University during the period from September
2012 till March 2013.

X Inclusion criteria: Children with simple exogenous obesity. Their BMI
exceeding 95th percentile for obese and above 5th to less than 85th
percentile for non- obese according to the Egyptian Growth Charts (Ghali
et al., 2008). They were taken from both sexes and aged from 6- 10 years.

X Exclusion criteria: Children with the following conditions were excluded
from the study: Congenital& endocrinal causes of obesity (e. g.
Hypothyroidism, Cushing disease), Syndromatic obesity such as; Prader-
Willi syndrome and Laurance-Moon- Beidel syndrome) and Corticosteroid
therapy; which causes alteration in lipid and glucose metabolism.

X Written informed consent was taken from all patients’ parents before
enrollment in the study and after full explanation of their role in the
research. The consent was approved by the ethical committee of the
National Research Center and Institute of postgraduate childhood studies,
Ain Shams University.

All children included in the study will be subjected to the following:

1. Full history taking: This includes personal history (age, sex...etc), past
history for systemic diseases, drug administration (as corticosteroids),
and family history of obesity, diabetes, hypertension.

2. Thorough clinical examination:

a. General examination: pulse, blood pressure and temperature.
b. Systemic examination: head and neck, cardiac, chest, abdominal
and neurological examination.

3. Anthropometric measurements and auxology: All anthropometric
measurements will be obtained using standardized equipment, and
following the recommendations of the International Biological
program (Hiernaux and Tanner, 1969).

a. Body Weight.
b. Body Height.
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Use of osteocalcin and deoxypyridinoline for early detection of osteoporosis in obese children

Prof.Ghada Farag Eldorry’, Prof. Hala Hussien El-Ashry?, Prof Tarek Mohamed Salah El-Din? Prof. HanaaWafai El-

Sherif® Prof Tahany Ramzy Elias’, and Fatma Abdel-Rahman El-Zaree
"Department of Medical Studies, Institute of Postgraduate Childhood Studies, Ain Shams University, “Department of
Child Health, National Research Center, and *Medical Biochemistry, Department of Medical Biochemistry, National
Research Center

Abstract
Background: Osteoporosis in obese people is a major health problem. Awareness of osteoporosis and its complications is growing. Early
diagnosis by measurement of bone formation and turnover markers and treatment can prevent and reduce the disease complications especially
fractures.
Aim: Early detection of osteoporosis in obese children by using bone formation and bone turnover markers.
Methods: A case-control sample of 80 pre- pubertal, Egyptian children aged (6- 10) years were divided into 40 cases with simple obesity (BMI>
95™ percentile) and 40 controls (non- obese). Physical examination that included weight, height, hip circumference and waist circumference were
performed. Body mass index (BMI) and waist-hip ratio were calculated. Blood and urine samples were collected. Serum was separated and
assayed for Osteocalcin. Urine was collected, centrifuged and assayed for deoxypyridinoline.
Results: Males were more than females in controls, cases and total number, where they were (32 males and 8 females) in controls, (26 males and
14 females) in cases and (58 males and 22 females) in the total number. Family history of obesity was negative in 42.5% of controls, while it was
positively related in 37.5% of cases. Statistically significant difference (p< 0.01) was found between obese and non-obese children as regards
weight where the Meant SD was (55.45t 11.68) in obese and was (32.83% 8.57) in non-obese group. And for the BMI, Mean £SD was (18.64+
2.75) in obese and was (31.03+ 3.75) in the non-obese. Serum Osteocalcin showed a significant decrease in obese children in comparison to the
non-obese group (p< 0.01). While, deoxypyridinoline, there was no significant difference between obese and non-obese children. (p> 0.05).
Conclusion: Osteocalcin can be used as an early predictor of osteoporosis in obese children, While urinary DPD, as it did not give us any
significant data in addition to its high price, so we do not recommend its use in this early age.
Key words: Obesity — Osteocalcin — Deoxypyridinolone — prepubertal children.
el JUila 41 g AR ki 5 | bl ol Gl e ¢ 1 Gl 5 Qi 1 4
Ll g gl YV S Suall CRLESYY Jany Lo Ll go g olaall Adlag o gl alig 6 ot Finin ACE Lnll (a8 Y1 8 oLl Z0LEA 2% il
Sl Aall g a jall il e Gigan g abad Aals Ay 2 3lall g plall G
collaall 8 oLl 5 angl Y ladnuly bl JlaWl & JUsall £5LEY Kol LIRSVt gl o il
or Osla Alls €0 N e S g (V0 1) G G g s QB L Als e B g pae ik A o Blalin A 5 Ao Al )0 ol sl ol g2t Gyl
Jia sais & e g i) cluldy Qi (Sl (andy (Blo g aadidy o je )5 ) A pal) (8 JUlY) maes il o (55 550 Jiba £ 5 i)
LoPll Juad 5 Cun o2 Ao g J g Ale B 8 Gl W1 g dargl) Jana g Andl)  ABSY Jane s &8 & gy 3 Y5 Jas ) Jama g Johall g 50
0 iy S a5 imn O 5 LS (el s 1 s (S,
Al Jle o )6 ppdl cladl JUabY1 %YY,0 o g S 20l g Aaglial) Al g Al B SV e SIS A1 JUlT o Al ol & pedil ity
cJshll i Lo e g AV bl S 8 el o5 (o0 JladaYlg el JUbY) o ealy Slasl 58 dllia of A jall & jedal LS diendl
ey o Wi grnkd) 50 555 JUEVY iy olind) JAIN 3l pfan V) R 3 gy A b gy il 3ng 43 Al Cnim )y
cohall 55l (55 o el JUlYY (ol g AN D il gl cpl g Sl

33 (Use Of Osteocalcin And Deoxypyridinoline...)



Childhood Studies Apr.2014

o idal) Gaibu! g2 iudane
e N 7 a 3

Visit us at:

IPCS.Shams.edu.eg

Contact us via:
ChildhoodStudies_journal@hotmail.com

(Blood Plasminogen Activator Inhibitor-1...) 32



Childhood Studies Apr.2014

Discussion:

The plasma PAI- 1 levels of the asthmatic children during acute
exacerbation of bronchial asthma were significantly higher than the
corresponding values of the same patients when studied after quiescence. The
healthy controls had a significantly lower PAI- 1 expression as compared to
the patients’ data whether during asthma exacerbation or quiescence. The
upregulation of PAI- 1 after subsidence of asthma exacerbation points to the
continuing inflammatory process in this disease and the risk of remodeling
even during quiescence of symptoms.

Increased expression of plasma PAI- 1 in asthma was reported in other
studies; mostly in adults. Kowal and colleagues (2007) sought to evaluate the
effect of allergen challenge on plasma PAI- 1 concentration in 54 atopic
asthmatic adults and 54 healthy non- atopic controls. Plasma samples were
collected before, as well as 30 min, 6h and 24 h after HDM allergen challenge.
The mean baseline plasma PAI- 1 concentration was greater in patients than
controls. A year later, Kowal and Coworkers (2008) reported that
concentrations of PAI- 1 were elevated in sputum supernatants in adult
asthmatics as compared to controls.

PAI- 1 expression did not vary in our series with the grade of asthma
severity during stability. However, the severe persistent asthma category was
limited to nine children in our sample being enrolled consecutively. Gender
did not influence the expression of PAI- 1 in the blood and there are no
published data that support any impact of gender on fibrinolysis inhibitors.

We recruited only children with atopy as evidenced by positive SPT results
to common environmental allergens denoting IgE sensitization. SPT reactivity
was an exclusion criterion in the control group to avoid enrollment of atopic
subjects. The number of positive SPTs could not be correlated to PAI- 1
expression in our series. Also, the SPT wheal diameter showed no linear
relationship to the levels of PAI- 1 in the blood. This comes in concordance
with the findings of Ozbek et al. (2009) in their study on Turkish children with
asthma and allergic rhinitis where the results of skin prick testing did not
correlate with PAI- 1 gene polymorphisms. Another study from Turkey as well
did not find any relationship between PAI- 1 status and the degree of SPT
reactivity (Bora et al., 2012). It seems that the PAI- 1 upregulation is related to
the mere presence of atopy without respect to the extent of sensitization. PAI-
1 expression needs to be explored in non- atopic allergic diseases such as
intrinsic asthma to know whether it is related to remodeling per se regardless
of the atopic status.

The plasma PAI- 1 levels were comparable between asthmatics with
normal total serum IgE and those with elevated levels during asthma
exacerbation. Similarly, the presence of elevated levels of plasma PAI- 1 failed
to have a significant relation to the absolute eosinophil counts during
exacerbation. PAI- 1 expression did not bore any significant variation with the
use of inhaled corticosteroid therapy. The latter finding was in agreement with
Cho et al. (2011) who found no significant association between plasma PAI- 1
and inhaled steroids. It seems that control of PAI- 1 expression, and hence its
effect on remodeling and pulmonary fibrosis, needs new non- conventional
lines of therapy.

From this pilot study, we report the over- expression of PAI- 1 in a group
of atopic school- aged children with persistent asthma as compared to a
matched group of healthy controls. The levels were significantly higher during

asthma exacerbations than after quiescence of symptoms and signs. The latter,
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however, did not decline to the control levels pointing to the continuing

asthmatic inflammatory process between exacerbations.

We recommend wider scale studies to verify the current conclusions.
Study of PAI- 1 expression in other obstructive and/or restrictive pulmonary
diseases will outline its exact relationship to asthma and whether linked to the
atopic predisposition or the fibrosis that ensues. Evaluation of PAI- 1 and
other markers of fibrinolysis in a cohort of early life wheezers with follow up
through childhood might illuminate their potential prognostic value for
developing asthma.
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Introduction:

Asthma is associated with structural changes to airways such as
extracellular matrix deposition and epithelial damage. Evidence suggests that
asthmatic airway epithelial repair is abnormal and that elevated plasminogen
activator inhibitor- 1 (PAI- 1) levels observed in asthma may be involved in the
epithelial repair process and in excessive matrix accumulation (Stevens et al.,
2008). While many consider the inflammatory process in asthma to derive
from products of inflammatory cells, such as mast cells, eosinophils, and
lymphocytes, it has been shown that mechanical stimulation of the airway
epithelium, as would occur during bronchoconstriction, is it self a potent
stimulus and can activate profibrotic pathways (Wiggs et al., 1997,
Tschumperlin et al., 2003).

PAI- 1, a 45- kDa serine proteinase inhibitor, is the main physiological
plasminogen activator inhibitor. It occurs in human plasma at an antigen
1999). Allergen- induced

upregulation of PAI- 1 synthesis may also participate in the development of

concentration of about 20 ng/ml (Collen,

bronchial hyperreactivity (Kowal et al.,, 2007). As a matter of fact, the
asthmatic airway epithelial cells are inherently dysfunctional in their ability to
repair wounds; plasminogen activator inhibitor- 1 mRNA and protein activity
are constitutively up- regulated in asthmatic epithelium and play functional
roles in both proliferation and repair of healthy cells. In asthmatic cells,
elevated plasminogen activator inhibitors- 1 levels fail to stimulate epithelial
repair (Stevens et al., 2008).

With this as a background, we sought to investigate the expression of PAI-
1 in the blood and of a sample of Egyptian atopic children with persistent
asthma in relation to other clinical and laboratory parameters. The ultimate
objective was to open a new path towards understanding the pathogenic
mechanisms of asthma and paving the way for adjuvant non- conventional
lines of therapy.

Subjects And Methods:

This follow up study comprised 45 asthmatic and 45 clinically healthy
children enrolled consecutively from the Pediatric Allergy and Immunology
Unit and General Outpatient Clinic of the Children’s Hospital, Ain Shams
University, Cairo. They were enrolled after obtaining an informed consent
from their parents or care- givers.

The 45 asthmatic children comprised 22 males and 23 females. Their ages
ranged from 6 to 12 years with a mean (SD) of 8.53 (1.2) years. The diagnosis
of bronchial asthma was established according to the criteria of the American
Thoracic Society (ATS, 1993) and the severity judged by the GINA guidelines
of the American National Heart Lung and Blood Institutes (NHLBI) of the
National Institutes for Health (GINA, 2012). The control group comprised 45
clinically healthy children. They comprised 24 males and 21 females. They
presented in companionship of sibs with minor acute illness. Their ages ranged
from 6 to 12 years with the mean (SD) value of 8.53 (1.2) years. They
underwent the same study measurements as the patients at enrollment.

Assessment of atopy was performed by skin prick testing (SPT) using five
common environmental allergens (house dust, mite, cockroach, Aspergillus
fumigatus, eggs, and cat dander), as well as positive histamine control, and
negative saline control. A positive response was defined as a wheal size equal
to or greater than 3 mm above the negative control.

Laboratory Investigations:

1. Complete blood counting especially for the absolute eosinophil count
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using coulter counter (Coulter Microdiff 18, flullerton, CA, USA).

2. Serum total IgE by the ELISA technique (Medix Biotech, Inc., Agenzyme
Company, Industrial Road, San Carios, CA, USA).

3. Measurement of the PAI- 1 was done by enzymatic immune assays
(Zymutest PAI- 1 Antigen, #RK012A, Hyphen BioMed, France). This
was performed to all subjects at enrollment and after quiescence of
exacerbation in the patients’ group.

Results:

Plasma PAI- 1 levels of the asthmatic children during acute asthma
exacerbation ranged from 34 to 80 pg/ ml [mean (SD)=5 4 (11.84) pg/ml].
These values were significantly higher than the corresponding values of the
same patients when studied after subsidence of symptoms and signs which
ranged from 20 to 213 pg/ml [mean (SD)= 46.9 (27.4) pg/ml]. The healthy
controls had significantly lower plasma PAI- 1 levels [range= 3- 28 pg/ml;
mean (SD)= 17.7 (6.3) pg/ml] as compared to patients’ data whether during
asthma exacerbation or after quiescence Figure (1).

Plasma PAI- 1 levels did not vary according to asthma severity grades
during stability. In patients with mild persistent asthma, the mean (SD) value
was 46.8 (10.42) pg/ml. The corresponding values in patients with moderate
persistent and severe persistent asthma were 40.55 (10.9) pg/ml and 61.5
(57.45) pg/ml, respectively (p >0.05).

Plasma PAI- 1 did not show significant variation with the use of inhaled
corticosteroid (ICS) therapy in our series. Its mean (SD) level in children
receiving ICS was 54.07 (11.77) pg/ml in comparison to 55 (50) pg/ml in the
rest of the studied sample Figure (2).

Plasma PAI- 1 during asthma exacerbation had a significant positive
correlation with its level after remission. Otherwise, we could not detect any
significant linear relations between plasma PAI- 1 and other numerical

variables studied including the age, absolute eosinophil count, and s. total IgE.

::I 256p<0.001 for all comparisons

=

Relap Remiss Control

Fig. (1) Plasma PAI- Iresults in the studied sample

4 p=0.78
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30 | |
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Inhaled corticosteroid therapy

Fig. (2) Variation of plasma PAI- 1 levels with inhaled corticosteroid therapy
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Abstract
Objectives: Plasminogen activator inhibitor (PAI)- 1 is the main inhibitor of the fibrinolytic system and is thought to play an essential role in
tissue remodeling and fibrosis. We sought to investigate the expression of PAI- 1 in blood of a sample of atopic children with persistent asthma in
relation to other clinical and laboratory parameters.
Methods: We enrolled 45 atopic children (6- 12 years old) with physician- diagnosed persistent bronchial asthma from the Pediatric Allergy and
Immunology Unit of Ain Shams University Children’s Hospital as well as 45 age and sex- matched healthy children. They were subjected to
clinical evaluation, skin prick testing (SPT) with five common environmental allergens, complete blood counting, serum total IgE assay, and
measurement of PAI- 1 by enzymatic immune assays.
Results: The blood PAI- 1 levels during acute exacerbation of bronchial asthma were significantly higher than the corresponding values after
quiescence of symptoms and signs. The healthy controls showed a significantly lower PAI- 1 expression as compared to the patients’ data whether
during asthma exacerbation or remission. Blood PAI- 1 expression did not vary with asthma severity. However, being enrolled consecutively, the
sample was not evenly distributed on various grades of severity. Blood PAI- 1 expression did not bear any significant relation to the serum total
IgE, absolute eosinophil count, or the use of inhaled corticosteroid therapy in our series. The findings are indeed limited by the sample size.
Conclusion: We report the over- expression of PAI- 1 in the blood of a group of atopic school- aged children with persistent asthma that was still
elevated after resolution of exacerbation. Wider scale studies are needed to verify the current conclusions. Study of PAI- 1 expression in other
obstructive and/or restrictive pulmonary diseases and in early life wheeze could be worthwhile.
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developed secondary hyperparathyroidism  after previous normal
parathormone level denoting over treatment with phosphate so the dose of
phosphate was decreased.

No information is available concerning the most effective dose of
phosphate and how many times it should be administered in the treatment of
patients with hypophosphatemic rickets (Fujiwara et al., 2013). In pediatric
endocrinology and inborn errors of metabolism, 40- 100 mg/kg/d, divided
into 4 to 6 doses, is recommended. However, adherence tends to become poor
when short intervals are selected (Roth et al., 2009).

Patient compliance was the major problem as with calciopenic rickets as in
addition to the previously reported problems with drug intake, oral phosphate
preparation has a bad taste, results in gastric discomfort and diarrhea and the
buffer is only prepared at a specific pharmacy at Abou- Elrish Hospital which
made it difficult to obtain for those living in different governorates.

The criteria for adjusting the dose of active vitamin D or phosphate buffer
were various. One problem is that both serum phosphate and ALP values are
age dependent, and normalization of serum phosphate levels and ALP was
difficult. X- ray findings are not quantitative, and growth is long term. Thus,
these indices are difficult to use in the short term. It is also critical to avoid side
effects of the treatment. Thus, the doses of active vitamin D and phosphate
should be reduced when hypercalciuria and secondary hyperparathyroidism
are observed, respectively (Fujiwara et al., 2013).

Treatment with phosphate supplements and 1o vitamin D derivatives heals
active lesions of rickets, but does not normalize growth of XLH patients.
Patients might benefit from recombinant human growth hormone (thGH)
therapy, which may accelerate the growth rate without increasing body
disproportion or correcting hypophosphatemia. These clinical data as well as
research findings obtained in Hyp mice suggest that the pathogenesis of
defective growth in XLH and other hypophosphatemic syndromes is not
entirely dependent on the mineralization disorder and point to other effects of
hypophosphatemia itself or fibroblast growth factor 23 (FGF23) on the
metabolism of bone and growth plate (Santos et al., 2013).

At present, there is no curative therapy for hereditary rickets, and active
vitamin D and phosphate are administered to correct hypophosphatemia and
elevation of ALP (Kienitz et al., 2011). However, normalization of the serum
phosphate concentration is difficult due to elevation of FGF23, leading to
increased excretion of phosphate into urine (Imel et al., 2010, Carpenter et al.,
2010). Insufficient treatment is associated with growth retardation (Quinlan et
al., 2012). On the other hand, over treatment with phosphate leads to
secondary hyperparathyroidism, and large doses of active vitamin D increase
the risk of hypercalciuria (Carpenter et al., 2011). Though a recommendation
for treatment of hereditary rickets has been published, it is far from complete
cure.

Establishing an early diagnosis of these genetic forms of rickets is
challenging, especially in developing countries where nutritional rickets (NR)
is the most common variety of the disease. A prompt diagnosis is necessary to
initiate adequate treatment, resolve biochemical features and prevent
complications, such as severe deformities that may require surgical
intervention (Donghi et al., 2011).

Indeed the diagnosis should be considered in any child presenting with
angular deformity of the limbs and delayed growth (McBride et al., 2007).

Without a correct diagnosis, early and perhaps inappropriate major surgery is
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doomed to failure. The goals of treatment are to prevent or correct limb

deformity before skeletal maturity and to achieve optimal height (Whyte,

2002).

In conclusion, hereditary rickets are rare group of metabolic bone disorders
with significant long- term morbidity. They should be suspected in children
presenting with short stature, developmental delay and orthopedic
abnormalities with increased alkaline phosphatase, low serum phosphorus or
calcium which confirm the diagnosis. Early diagnosis, supported by molecular
studies and treatment are essential to minimize morbidity in children.
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Figure (3) Frequency of high serum alkaline phosphatase before and after treatment in rickets
cases

Discussion:

Hereditary rickets (HR) can be classified into two major groups: calcipenic
and phosphopenic rickets. The present study included only 13 children with
HR over 2 years of study, reflecting the rarity of the disease. Another study by
Caetano et al. (2012) reported 11 patients with hypophosphataemic rickets
over a period of 10 years.

The median age at presentation was 3 years (IQR 2.0- 4.3), with range
varying from 16 months to 18 years. They all had bony pains, skeletal
deformities in the form of bowing of legs and broad thickened wrists and
ankles as well as frontal bossing. Delayed closure of the anterior fontanelle was
noted only in 2 patients who were 12& 16 months of age at presentation,
others were older and this could not be reported from their mothers. Rosary
beads and pigeon chest were evident in the first 3 patients who proved with
laboratory results to have calcipenic rickets. Only one patient had alopecia
totalis with severe skeletal deformities.

All studied patients with HR had severe dental caries, enamel hypoplasia
and delayed teeth eruption reflecting failure of teeth mineralization but none of
our cases had teeth abscesses although this was reported to be common
particularly in hypophoaphatemic rickets (Malloy et al., 2005) and (Drezner,
2006).

The characteristic rachitic manifestations on x- rays of wrists, knees and
ankles, with widening of the physeal plates and cupping and fraying of the
adjacent metaphysic were seen in all patients.

Four patients had calciopenic rickets with hypocalcemia and elevated
alkaline phosphatase. They all exhibited secondary hyperparathyroidism with
markedly elevated parathyroid hormone (PTH) levels. A history of positive
consanguinity reflecting autosomal recessive inheritance pattern was present in
all cases. Molecular analysis was not available and diagnosis was based on the
clinical picture and response to treatment.

We started treatment for these four patients with physiologic doses of
calcitriol (la- hydroxyvitamin DO0.05u/kg/day) and calcium except for the
patient with alopecia, who had severe skeletal deformities and bony pains with
history of previous treatment with high doses of cholecalciferol without
improvement. This patient received very high doses of calcitriol and calcium
and the doses were raised progressively without significant improvement

denoting defective interaction between calcitriol and receptor and confirming

(Evaluation Of Treatment Of Hereditary...)

26

Childhood Studies Apr.2014

the diagnosis of hereditary vitamin D- resistant rickets (HVDRR) with
alopecia. Improvement was only noted in bony pains. Out of the other 3
patients with calciopenic rickets, one patient showed improvement and
normalization of serum calcium and alkaline phosphatase after 6 months,
normalization of phosphorous and parathormone after 9 months and there was
improvement in height from- 4.2SD to- 2.4SD after 1 year. So with good
response to la- hydroxyvitamin D the patient was diagnosed as lao-
Hydroxylase Deficiency (vitamin D dependent rickets type I (VDDR I)
PDDR. Two patients without alopecia had severe rachitic manifestations
without improvement with physiologic doses or progressively rising high doses
of calcitriol and calcium supporting the diagnosis of hereditary vitamin D-
resistant rickets (HVDRR) without alopecia. The maximum dose reached in
patients with HVDDR and HVDRR was 30 p of calcitriol and 1500mg of
elemental calcium.

The treatment protocol for patients with HVDRR is not standardized.
Several reports describe intravenous calcium therapy to achieve normal serum
calcium levels and healing of the rickets (Hochberg et al., 1992) and ( Ma et
al., 2009). There were also limited publications regarding the effectiveness of
oral calcium therapy (Hochberg et al., 1992) and (Wong et al., 1994).

The main problem with treatment in these patients was non- compliance
due to the oral daily multiple dose regimens, the financial burden, the
unavailability of the medications in some instances and the limited benefit
noticed. In addition to the frequent follow up laboratory investigations
including kidney functions to rule out any renal insult from the high doses of
the calcitriol.

The second group of HR in this study included nine patients with
phosphopenic rickets (69.2%). These patients had hypophosphataemia and
increased alkaline phosphatase with normal calcium. They all had history of
positive consanguinity suggesting autosomal recessive inheritance pattern. One
patient had another similarly affected cousin, offspring of consanguineous
parents supporting the possibility of AR hypophosphatemic rickets. However,
2 affected sisters with an affected father raise the possibility of X- linked
dominant hypophosphatemic rickets (XLH) being also the most common type
of hereditary hypophosphatemic rickets as reported by Roth et al. (2009).

Genetic studies are the most recent tool to diagnose rickets. Although very
helpful confirming the disease, they are expensive and not easily available
worldwide (Caetano et al., 2012). None of our cases had molecular diagnosis
All

hypophosphatemic rickets had bone deformities mainly bowing of legs with

due to unavailable facilities in the meantime. patients  with
genu valgum, bony pain and broad wrists and ankles. Growth retardation was
present in all except two (patients 10& 11), the oldest patient presented to us
with severe short stature (height:-8.0 SD). Bone deformities sometimes
required surgery for correction.

Although all patients had hypophosphatemia and elevated alkaline
phosphatase, laboratory values varied depending on the stage of the disease
and previous medication, explaining the different results in our study.

All patients with hypophosphatemic rickets received active vitamin D and
oral phosphate that was divided on several daily doses to insure adequate
absorption and minimize the side effects. Doses were adjusted based on the
laboratory follow up results.

Improvement in bony pains and rachitic manifestations was noted but no

improvement was detected in growth in the short cases. Two patients
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function. Parathormone hormone could not be done in most cases because of
the high cost of the laboratory tests and the medications used.
Statistical Analysis:

Statistical analysis has been done using SPSS version 18. Descriptive
statistics were done for numerical parametric data as median and inter-
quartile range, while they were done for categorical data as number and
percentage. Inferential analyses were done for quantitative variables using
Mann whiteny U in cases of two independent groups with non parametric data
and Wilcoxon signed rank test in cases of two dependent groups with non-
parametric data. Inferential analyses were done for qualitative data using Chi
square test for independent variables and Fisher exact test for independent
variables with small expected numbers as well as McNemar test for paired
categorical data. While correlations were done using Spearman's tho test for
numerical non parametric and categorical data. The level of significance was
taken at P value <0.050 is significant.

Results:

Thirteen children with hereditary rickets were studied, with a median age
at presentation of 3 years (IQR 2.0- 4.3 and range 16 months- 18 years) four of
which were calcipenic (30.8%) and nine cases were hypophosphatemic rickets
(69.2%). Their demographic data are presented in table (1) and figure (1).

Four patients with calcipenic rickets received high doses of oral calcium
and active form of vitamin D (calcitriol). One of them showed clinical
improvement in pain, deformities and decrease thickening and broadening of
joints giving the diagnosis of lo- Hydroxylase Deficiency (vitamin D
dependent rickets type I (VDDR I), however the other 3 patients were resistant
to treatment and one of them had alopecia totalis with the most severe clinical
phenotype giving the diagnosis of Hereditary vitamin D- resistant rickets
(HVDRR).

Nine patients had hypophosphatemic rickets. They had hypo-
phosphataemia and increased alkaline phosphatase with normal calcium. They
were treated with calcitriol at dose of 0.5u/ Kg/ Day and oral phosphorous.
Phosphorous dosages were titrated and divided in four to five doses to
minimize abdominal pain or diarrhea, till reaching target doses 40mg/ Kg/
Day and also to insure adequate absorption.

Improvement in bony pains and rachitic manifestations was noted in all
patients but no improvement was detected in growth in the short cases.

Table (2) and figure (2) show that Height standard deviation (SD)
decreased at follow- upl (FU1) then increased beyond basal level, but
differences were statistically non- significant.

Table (3) and figure (3) show that the frequency of high alkaline

phosphatase levels non- significantly decreased at FU1 then re- increased at

FU2.
Table (1) Demographic statistics of patients with hereditary rickets
Median (IQR) Range
Age (Years) 3.0(2.0-43) 1.0-18.0
N %
Male 9 69.2
Sex
Female 4 30.8
. Yes 6 46.2
Parental Consanguinity

No 7 53.8
Calcipenic 4 30.8

Type )
Phosphopenic 9 69.2

IQR: inter- quartile range, N: number

25

Calcipenic;
30.8%

Phosphopen
ic; 69.2%

Figure (1) Percentage of different types of hereditary rickets in the studied group of patients
Height SD before and after treatment in patients with hereditary rickets is

shown in tables (2) and figures (2).

Table (2) Height SD before and after treatment in rickets patients

Time N | Median (IQR) Range

Basal 13 [-3.0(-3.9--2.1) -8.0--0.6

Ful 12 |-2.6(-3.5--2.0) -4.8--1.0

Fu2 7 |-3.7(-4.8--3.0) -54--26
Difference Between Times #

Times N | Median (IQR) Range z p
Basal/ Ful 12 |-0.1(-04-02)| -1.0-18 -0.236 0.814
Basal/ Fu2 7 (-0.1(-2.0-04)| -24-05 -1.014 0.310
Ful/ Fu2 7 |-09(-14-00)| -1.802 -1.753 0.080

#Negative values indicate reduction, z: Wilcoxon signed rank test, *Significant

o
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Figure (2) Height SD before and after treatment in rickets patients (Box and Whisker plot)
Table (3) Serum Alkaline phosphatase level before and after treatment in rickets cases

Time N High Normal

Basal 13 11 (84.6%) 2 (15.4%)

Ful 13 7(53.8%) 6 (46.2%)

Fu2 11 6 (54.5%) 5 (45.5%)
Difference Between Times"

Times N Improvement P
Basal/ Ful 13 -30.8% 0.125
Basal/ Fu2 11 -30.1% 0.250
Ful/ Fu2 11 0.7% 1.000

#Negative values indicate reduction, "McNemar test, *Significant
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Introduction:

Rickets is the clinical consequence of impaired mineralization of matrix
throughout a growing skeleton. Infants, children and adolescents can be
affected. Osteomalacia results from this disturbance after growth plates fuse (i.
e. adulthood) (Whyte and Thakker, 2013).

The major problems of rickets in childhood are growth retardation and
bone deformity. In contrast, adult patients with osteomalacia present with
muscle weakness and bone pain (Sahay& Sahay, 2013). Lower limb
deformities such as bow- legs, knock- knees can cause pronounced disability.
Long- term effects on skeletal health can occur with reduced bone size and
mass predisposing to osteoporotic fracture later in life (Elder& Bishop, 2014).

Rickets can be classified broadly as calcipenic or phosphopenic. While the
skeletal findings are similar for both, the extraskeletal manifestations of rickets
vary depending upon the primary mineral deficiency (Caetano et al., 2012).

Calcipenic rickets is often associated with low serum calcium levels, while
phosphopenic rickets is characterized by low serum levels of phosphorus.
Calcipenic rickets is caused by calcium deficiency, which is usually due to
insufficient intake or metabolism of vitamin D, or in some cases due to
inadequate intake or absorption of calcium (Misra et al., 2008) and ( Sahay&
Sahay, 2012). Phosphopenic rickets is usually caused by renal phosphate
wasting (Sahay& Sahay, 2013). There is another group of disorders that are
not considered classic forms of rickets but in which mineralization is inhibited
and thus rachitic features occur. Examples include hypophosphatasia and
fluoride toxicity (Rajah et al., 2011).

Although nutritional rickets is the most common type of this disease, there
are several other forms, including genetic disorders of vitamin D metabolism
or phosphate transport. Although rare, hereditary hypophosphataemic rickets
is the most common form of heritable rickets (Caetano et al., 2012).

Genetic Disorders of Vitamin D Metabolism include Pseudovitamin D
deficiency rickets (PDDR): (OMIM 264700), also referred to as Vitamin D
dependent rickets type I (VDDR- I) or Vitamin D 1a- hydroxylase deficiency
rickets, is a rare hereditary autosomal recessive disorder caused by mutations
of the

hypocalcemia, increased serum concentrations of parathyroid hormone (PTH),

la- hydroxylase gene. Characteristic laboratory features are
and low or undetectable serum concentrations of 1, 25(OH),D despite normal
or increased concentrations of 25,0HD (Kim, 2011).

A number of mutations have been found in the la- hydroxylase gene
(CYP27B1) gene including missense mutations, deletions, duplications and
splice site mutations in patients with VDDR- I (Kim et al., 2007) and
(Malloy& Feldman, 2010).

Presentation of rickets is in the toddler age. Treatment is with 1,25-
dihydroxycholecalciferol (alfacalcidol or calcitriol) in the dose range of 0.5- 2.0
ug/ Day (Ramasamy, 2008).

Hereditary vitamin D- resistant rickets (HVDRR) (OMIM 277440) Also
known as vitamin D dependent rickets type II (VDDR II), is an autosomal
recessive disease with alopecia in 50% of cases. It is caused by mutations in the
gene for the vitamin D receptor (VDR) with resistance to the action of the
active metabolite and therefore patients show very high levels of 1,25(0H),D3,
distinguishing this condition from PDDR. Treatment is more difficult, as
although some patients may respond to high- dose alfacalcidol, many require
intravenous calcium infusions via a central line to heal the rickets (Pai& Shaw,
2011).
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Hypophosphatemic Rickets, Hypophosphatemic rickets (HR) or vitamin
D- resistant rickets is a group of renal phosphate wasting disorders including
X- linked dominant hypophosphatemic rickets (XLH) (OMIM 307800) which
is the most common form of heritable rickets (Whyte and Thakker, 2013)
caused by inactivating mutations in PHEX, a gene located on Xp22.1,
autosomal dominant hypophosphatemic rickets (ADHR, OMIM 193100) due
to gain- of- function mutation in FGF23 gene, autosomal recessive
hypophosphatemic rickets (ARHR, OMIM 241520) due to homozygous or
compound heterozygous mutations involving the DMP1 or ENPP1 genes and
hypophosphataemic rickets with hypercalciuria (HRH) (OMIM 241530)
caused by mutation within the SLC34AC gene encoding the Type Ilc sodium-
phosphate co- transporter (Lorenz- Depiereux et al., 2006).

Hypophosphatemic rickets result from defects in renal tubular reabsorption
of phosphate, and share similar clinical and biochemical features such as bone
deformity, bone pain, short stature, poor dental development,
hypophosphatemia, and inappropriately normal serum 1, 25(OH),D level
(Amatschek et al., 2010).

Treatment of hereditary rickets aims to correct or minimize rickets/
osteomalacia, radiographic abnormalities, and skeletal deformities, decreases
the number of necessary surgeries, and improves adult height. Early initiation
of treatment appears to optimize height outcomes. In this study we aimed at
the proper diagnosis and evaluation of the effect of treatment of different types
of hereditary rickets over 2 years.

Patients And Methods:

This descriptive and prospective study included 13 Egyptian children
(9males and 4females) with hereditary rickets who were recruited from the
Limb Malformations and Skeletal Dysplasia Clinic (LMSDC), Medical Centre
for Scientific Excellence, National Research Centre (NRC) from January 2010
to December 2012. They were selected based on clinical, radiological
manifestations of rickets and laboratory findings including serum calcium,
phosphorous, alkaline phosphatase and parathormone horme in addition to
creatinine level. Selected patients were classified into 4 patients with calcipenic
and 9 patients with phosphopenic rickets and received medications
accordingly.

Calcipenic rickets patients: were treated with both activated vitamin D
(calcitriol or alfacalcidol) and high doses of elemental calcium in oral form
because of difficult application of intravenous calcium as a long term
therapeutic approach due to difficulty of continuous canulations or caring
about central line. We started treatment with calcitriol at a dose of 1y/day and
calcium supplements at 500mg elemental dose. The doses were gradually
elevated in those resistant to respond to the initial doses.

Phosphopenic rickets patients: were treated with both calcitriol and
phosphate. Phosphate dosages were titrated to minimize abdominal pain or
diarrhea, till reaching target doses. As most treatment studies has no consistent
reports regarding optimal doses and concerns regarding the side effects
(Fujiwara et al., 2013); we started the treatment regimen with an elemental
phosphorus dose of 30mg/kg/day (in 3 to 5 divided doses) and calcitriol at
dose of 0.5u/ Kg/ Day

Assessment every 6 months included growth parameters, clinical
improvement in rachitic manifestations and bony deformities, radiologic
abnormalities and laboratory follow up by serum calcium, phosphorus and

alkaline phosphatase. Also serum creatinine was done to monitor renal
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Abstract
Background: Rickets is the clinical consequence of impaired mineralization of bone matrix throughout the growing skeleton. Rickets is one of
the most common non-communicable diseases of children in the developing world (Craviari et al., 2008). Although nutritional rickets is the most
common type of this disease, there are several other forms, including genetic disorders of vitamin D metabolism or phosphate transport. Although
rare, hereditary hypophosphataemic rickets is the most common form of heritable rickets (Caetano et al., 2012).
Patients and Methods: This descriptive and prospective study included 13 Egyptian children with hereditary rickets who were recruited from
the Limb Malformations and Skeletal Dysplasia Clinic, National Research Centre from January 2010 to December 2012. They were classified into
calcipenic and phosphopenic rickets according to basal calcium and phosphorous serum levels and received medications accordingly.
Results: Thirteen children with hereditary rickets were studied, with a median age at presentation of 3 years (IQR 2.0- 4.3) four of which were
calcipenic (30.8%) and nine cases were hypophosphatemic rickets (69.2%). All patients had bone deformities mainly bowing of legs with genu
valgum, bony pain and broad wrists and ankles. Growth retardation was present in all patients except two with hypophosphatemic rickets. One
patient of calcipenic rickets showed clinical and laboratory improvement thus suggesting the diagnosis of lo-Hydroxylase Deficiency, however the
other 3 patients were resistant to treatment and one of them had alopecia totalis with the most severe clinical phenotype indicating the diagnosis of
hereditary vitamin D-resistant rickets (HVDRR). Nine patients had hypophosphatemic rickets. They were treated with calcitriol at a dose of
0.5u/kg/day and oral phosphorous. Improvement in bony pains and rachitic manifestations was noted but no improvement was detected in
growth in the short cases. Two patients developed secondary hyperparathyroidism due to overtreatment with phosphorous.
Conclusion: Hereditary rickets comprise a rare group of metabolic bone disorders with significant long-term morbidity. They should be
suspected in children presenting with short stature, developmental delay and orthopedic abnormalities with increased alkaline phosphatase, low
serum phosphorus or calcium which confirm the diagnosis. Early diagnosis and treatment are essential to minimize morbidity in children.
Keywords: Hereditary rickets- Calcipenic- Hypophosphatemic-Vitamin D- Children.
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between diabetic patients at time of diagnosis and at follow-up regarding IL-
lra concentrations. This result is in agreement with that reported by Pfleger
and colleagues (2008) who found that IL-1ra did not statistically differ at 6
months of diabetes diagnosis in newly diagnosed type 1 diabetic patients
demonstrating that there is no general up-regulation of all cytokines measured
1 month after diagnosis of type 1 diabetes.

Conclusion:

The present study concluded that there was no significant correlation
between C-peptide (as a marker of B-cell function) and IL-1ra (the natural
antagonist of IL-1).

It is recommended that further studies using larger sample sizes are needed
to clarify clearly the association between C-peptide and interleukin-1 receptor
antagonist (IL-1ra) in children with type 1 diabetes.
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Table (4) Comparison between diabetic patients at admission and 6 months after diagnosis as
regards interleukinl-receptor antagonist( IL1-ra).

Mean+SD Range tp P
Admission 202.6%55.8 (pg/mL) 110.8-293.9(pg/mL)
Follow Up 194.9+54.1 (pg/mL) 100.6-288.7(pg/mL)
Change -7.6161.6 -180.0-98.3 0.677 | 0.504
N %
Reduction# 19 63.3%
t,: Paired t-test, #Negative values indicate reduction
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Figure (7)Comparison between diabetic patients at admission and 6 months after diagnosis as
regards interleukin]-receptor antagonist (IL1-ra) (pg/mL)

Discussion:

Cell-mediated immunity and pro-inflammatory cytokines are implicated in
the pathogenesis of type 1 diabetes (Antonelli et al., 2008). One of these
cytokines is interleukin (IL)-1B. This cytokine is involved in the cytotoxicity
and apoptotic death of the insulin-secreting cells in T1D patients (Amrani et
al., 2000). So, IL-1p seems to be associated with T1D inflammatory process
(Aribi et al., 2007).

Interleukin-1 receptor antagonist (IL-1ra) is the natural antagonist to IL-1p
(Rotondi et al., 2007). IL-1ra is able to counteract inflammatory effects of IL-1
implicated in insulin resistance and diabetes (Perrier et al., 2006).

C-peptide provides a surrogate measure of endogenous insulin production
(Klinke, 2011).

Connecting peptide (C-peptide) of pro-insulin is important for the
biosynthesis of insulin (Tsimaratos, 2005).

In the present study, the mean serum fasting and stimulated C-peptide
levels in diabetic patients are significantly lower compared to control group.
Previous studies reported that type 1 diabetic patients typically lack C-peptide
(Haidet et al., 2009).

Type 1 diabetes is characterized by loss of virtually all endogenous insulin
secretion (Ludvigsson, 2009).

Previous studies that in patients with TID, C-peptide is decreased or
absent (Kamiya et al., 20006).

Also, results of the present study showed that the mean serum IL-1ra level
in diabetic patients was significantly lower compared to control group. This
result is in contrast with Pham and colleagues (2011) who reported that
patients with type 1 diabetes had higher median concentration of IL-1ra
compared with healthy participants. This could be explained as we had studied
IL-1ra concentration in newly diagnosed children with type 1 diabetes within
the first 6 months of diagnosis while Pham and colleagues (2011) had studied

IL-1ra concentration in type 1 diabetic patients who had been diagnosed with
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diabetes within 5 years before the study. In some studies performed on newly
diagnosed patients with type 1 diabetes, the production of IL-1 was found to be
increased significantly when compared with long-standing type 1 diabetes and
healthy controls. IL-1ra/IL-1 ratio deceased in patients with newly diagnosed
type 1 diabetes and returned to normal in long-standing type 1 diabetes group.
In a study done by Netea et al. (1997), circulating concentrations of IL-1ra in
long-standing type 1 diabetes patients have increased. A decrease in IL-1f
levels in long-standing diabetic subjects may be beneficial as it has been
demonstrated that antagonism of the mechanism of action of IL-1$ may exert
a protective effect on pancreatic beta cells against apoptosis (Giannoukakis et
al., 1999). These data suggest a pro-inflammatory imbalance and an activation
of systemic inflammatory process during early phases of type 1 diabetes which
may be indicative of an ongoing p-cell destruction (Dogan et al., 2006).

This study showed no significant correlation between fasting or stimulated
C-peptide with IL-1ra in diabetic patients neither at time of diagnosis for 6
months after diagnosis.

Conversely, Pfleger and colleagues (2008) reported that IL-1ra
concentrations had significant positive association with C-peptide (as a marker
of B-cell function) at 6 and 12 months after diagnosis. Pro-inflammatory IL-1f
induces apoptosis in insulin-producing B-cells, whereas the anti-inflammatory
IL-1ra as the specific receptor antagonist of IL-1p preserves p-cells (Dinarello,
1996).

Mean while, Pham and colleagues (2013) reported that increased IL-1ra
concentrations were associated with lower fasting and stimulated C-peptide
levels in patients with longer term type 1 diabetes. The discrepancy of the
results of these two studies could be explained as the first study had compared
the concentrations of IL-1ra and C-peptide in newly diagnosed diabetic
children during the first year of diagnosis of diabetes (Pfleger et al., 2008). It is
noteworthy that residual beta cell function in patients with recent onset type 1
diabetes is associated with systemic concentrations of an inhibitor of pro-
inflammatory or aggressive immune reactivity. IL-lra suppress central
pathways of inflammatory and destructive immunity via blockade of the IL-1
receptor (Dinarello et al., 2012). So, IL-1ra may have an influence on disease
activity shortly after diagnosis, where most of the patients still have a preserved
beta cell mass (Kaas et al., 2010).

On the other hand, the second study had compared the concentrations of
IL-1ra and C-peptide in diabetic patients with longer term type 1 diabetes with
diabetes duration of (0.75-4.97) years (Pham et al., 2013), where the
association between beta cell function and circulating immune mediators
appears to change with the progression of type 1 diabetes. There is substantial
loss of beta cell function and probably of beta cell mass in the years following
diagnosis (Atkinson and Gianani, 2009), and a regression of the insulitis
process (Foulis and Farquharson, 1986).

Islet inflammation was found to persist when there was still substantial
beta cell mass present (Atkinson and Gianani, 2009). These data are suggestive
of ongoing inflammatory disease activity during the late stages of diabetes that
might be perpetuated by the remaining beta cells (Pham et al., 2013). The
absence of significant correlation whether negative or positive between fasting
and stimulated C-peptide levels and IL-1ra concentration in this work could be
attributed to the small number of diabetic patients included in this study
compared with the larger number of diabetic patients in other studies.

In the present work, there was no statistically significant difference
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Introduction:

Diabetes mellitus is a group of metabolic diseases characterized by
hyperglycemia resulting from defect in insulin secretion, insulin action, or both
(ADA, 2010).

Type 1 diabetes (T1D) is the most common metabolic disease in childhood
with an increasing incidence of about (3-5)% per year, particularly in preschool
children. Despite substantial progresses in diabetes research concerning its
pathogenesis and etiology in the last decades, there is no strategy for primary
prevention in subjects with subclinical signs of diabetes (Kordonouri et al.,
2008)

Type 1 diabetes is a chronic autoimmune disease mediated by autoreactive
T-cells (Seyfert-Margolis et al., 2006). However, there are still some processes
in its pathogenesis to be elucidated (Luczynski et al., 2009).

The auto-immune response leading to type 1 diabetes is closely associated
with the overproduction of T helper-1 (Thl) cytokines which activate
macrophage production of inflammatory mediators such as interleukin-1 beta
IL-1PB (Aribi et al., 2007).

Pro- inflammatory IL-1B induces apoptosis in insulin-producing f-cells,
whereas the anti-inflammatory interleukin IL-1 receptor antagonist (IL-1ra) as
the specific receptor antagonist of IL-1p preserves p-cells (Larsen et al., 2007).
IL-1ra is a cytokine which displays anti-inflammatory and insulin-sensitizing
effects (Berg et al., 2001). There are mounting evidences to suggest that anti-
inflammatory IL-1ra reduces the inflammatory effects of IL-1 and preserves
cell function in both types of diabetes (Volarevic et al., 2010).

C-peptide level (cleavage product of pro-insulin) is the most reliable factor
evaluating the endogenous insulin secretion in patients with type 1 diabetes
(Zmyslowska et al., 2004).

So far, no association of this cytokine IL-1ra with endogenous C-peptide
secretion and metabolic status has been demonstrated in patients with type 1
diabetes. The first comprehensive study relating B-cell secretion capacity,
metabolic control, and remission status with circulating concentrations of
cytokines in pediatric patients was carried out by Pfleger and colleagues (2008)

As IL-1ra improved glycemia and f-cell function in patients with type 1
diabetes, in whom locally produced IL-1 is associated with progressive p-cell
destruction, this finding strongly support the rationale for trials of IL-1
antagonists in patients with T1D (Mandrup-Poulsen et al., 2010).

Aim of the study:

The current study was carried out to assess the association of C-peptide as
a marker of f-cell function with systemic cytokine IL-1ra concentration during
the first 6 months after diagnosis in children with type 1 diabetes.

Design And Methods:

This a prospective case-control study was conducted on 30 children who
were newly diagnosed patients with type 1 diabetes (11 females and 19 males),
mean age of (6.512.2) years, range (2.1 to 9.4) years at time of diagnosis.

They were recruited from Pediatric Diabetes Clinic, Children's Hospital,
Ain Shams University, during the period from April 2011 to December 2012.
All patients fulfilling the inclusion criteria were included in the study:

1. Age of patients from 6 months to prepuberty.
2. Newly diagnosed patients with type 1 diabetes according to the diagnostic

criteria of the American Diabetes Association (ADA, 2009).

Exclusion criteria were patients with type 2 diabetes and presence of other

concomitant chronic conditions. The control group consisted of equal number
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of healthy children matched in age and gender with the patients. A written
informed consent was obtained from parents after explanation of the aim of
the study. All participants in the current study were subjected to, full history
taking, thorough physical examination and laboratory investigations including
serum fasting and stimulated C-peptide and serum circulating concentration of
IL-1ra using ELISA technique. Fasting serum C-peptide was measured after 8-
10 hours of fasting for both patients and controls. Stimulated serum C-peptide
was measured 90 minutes after ingestion of 125 mL of milk + % white cheese
baladi sandwich for both patients and controls. Serum C-peptide was
determined using the DRG C-peptide kit. Serum IL-1ra was measured
simultaneously with stimulated C-peptide for both patients and controls.
Serum IL-1ra was determined using quantikine human IL-1ra Immunoassay
kit (R and D systems).

The patients were evaluated again 6 months after diagnosis for C-peptide
and IL-1ra, each patient on his day of follow-up at Pediatric Diabetic Clinic,
Ain Shams University. Serum samples were labeled and frozen at -20°C until
time of analysis.

Statistical Methods:

The collected data were coded, tabulated, and statistically analyzed using
SPSS program (Statistical Package for Social Sciences) software vesion18.

Descriptive statistics were done for numerical parametric data as
Inferential analyses were done for quantitative variables using independent t-
test in cases of two independent groups with parametric data and paired t-test
in cases of two dependent groups with parametric data. While correlations
were done using Pearson Correlation for numerical parametric data.

The level of significance was taken at P value <0.05 is significant,
otherwise is non significant. The p- value is a statistical measure for the
probability that the results observed in a study could have occurred by chance.
Results:

Comparison of serum fasting and stimulated C-peptide and IL-1ra between
diabetic patients and control group: Diabetic patients showed significantly
lower serum fasting C-peptide (0.5% 0.3) ng/mL, lower serum stimulated C-
peptide (0.7t 0.2) ng/mL (P<0.001) and lower serum IL-Ira (202.6% 55.8)
pg/mL (P=0.007) compared to the control group (1.4% 0.2) ng/mL, (2.2+ 0.3)
ng/mL, and (235.0% 29.5) pg/mL respectively table (1).

Association of circulating cytokine IL-1ra with C-peptide: There was no
statistically significant correlation between IL-1ra and neither fasting C-peptide
(Pearson correlation coefficients(r) =0.126, P=0.507) nor stimulated C-peptide
(r=0.035, P=0.856) at time of presentation .

Also, we couldn't detect significant correlation between IL-1ra and neither
fasting C-peptide (r= 0.172, P= 0.363) nor stimulated C-peptide (r= 0.132, P=
0.487) 6 months after diagnosis table (2, 3).

Longitudinal analysis of circulating cytokine concentration: IL-1ra did not

statistically differ during follow- up in diabetic patients (P= 0.504) table (4).
Table (1) Comparison between diabetic patients and control group as regards fasting C-peptide
(FC-P), stimulated C-peptide( SC-P), and interleukinI-receptor antagonist (IL1-ra)
at time of presentation

Parameter Measure | Patients (N=30) | Control (N=30) ti p
Fasting C-Peptide | Meant SD 0.5+0.3 1.4%0.2
13.754 | <0.001*
(Ng/MI) Range 0.1-0.9 1.0-1.9
Stimulated C-Peptide | Meant SD 0.740.2 22403
25.340 | <0.001*
(Ng/MI) Range 0.3-1.0 1.93.0
IL-lra Mean SD | 202.6455.8 235.0+29.5 2817 0.007*
(Pg/M) Range 110.8-293.9 190.0-287.7 '

t;: Independent t-test, *Significant
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Relationship between Interleukin-1 Receptor Antagonist and C-Peptide in Children with Type 1 Diabetes Mellitus

Magdy K. EI-Din', Mona H. El-Samahy? Iman A. El-Ashmawy’, Samar M. Farid*, Sawsan M. Tawfik’, Nabila AA.

Ellithy’, Eman R. Youness® and Reham F. Fahmy’

'Department of Medical Studies, Institute of Postgraduate Childhood Studies, Ain Shams University, ‘Department of
Pediatrics, Faculty of Medicine, Ain Shams University, *Child Health Department, National Research Centre,
‘Department of Pediatrics, Faculty of Medicine, Ain Shams University, "Medical Biochemistry Department, National
Research Centre

Abstract
Background: Type | diabetes is an immune-mediated disease leading to selective destruction of insulin-producing p-cells in which cytokines
play an important role. Cytokines related to the innate immune response, such as interleukin (IL)- 1B, IL-1 receptor antagonist (IL-1ra), and tumor
necrosis factor (TNF)-a are thought to be associated with B-cell destruction and disease status in humans and in animal models.
Objective: This prospective case-control study was carried out to assess the association of C-peptide as a marker of f-cell function with systemic
cytokine IL-1ra concentration during the first 6 months after diagnosis in children with type 1 diabetes.
Methods: Thirty children with newly diagnosed type 1 diabetes with a mean age of (6.5 2.2) years and thirty age and sex matched healthy
children included as controls were enrolled in this study. Fasting and stimulated C-peptide and circulating concentration of IL-1ra were
determined at time of diagnosis in the serum of patients and controls and 6 months after diagnosis in the serum of the patients only using ELISA
technique.
Results: Diabetic patients showed significantly lower mean serum fasting C-peptide (0.5% 0.3) ng/mL, lower mean serum stimulated C-peptide
(0.7 0.2) ng/mL and lower mean serum IL-Ira (202.6% 55.8) pg/mL compared to control group (1.4t 0.2) ng/mL, (2.2 0.3) ng/mL, and
(235.0% 29.5) pg/mL respectively at time of presentation. There was no statistically significant correlation between IL-1ra and fasting C-peptide or
stimulated C-peptide neither at time of diagnosis nor 6 months after diagnosis (P>0.05).
Conclusion: The present study concluded there was no significant correlation between C-peptide (as a marker of p-cell function) and IL-1ra (the
natural antagonist IL-1) in children with recent onset type 1 diabetes.
Key words: Interleukin (IL)-1ra, C-peptide, pediatric, type 1 diabetes
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endothelial dysfunction and/or thrombosis. Adiponectin is considered to be
protective against thrombosis and atherosclerosis (Ekmekci et al., 2006).

Serum levels of (V CAM-1) were found to be higher in (CKD) patients
than in controls which agreed with Attalah et al. (2011) who found that levels
of (V CAM-1) and ICAM-1 were significantly higher in of patients with
(CKD). In our study (V CAM-1) level was positively correlated with triglycride
(2005)

hypercholesterolemia and hypertriglyceridemia induce endothelial dysfunction

level which agreed with, Bartus et al who found that
and therefore lead to atherosclerosis. Through impairment of NO-dependent
vasodilation. Also agreed with Diana et al. (2008) who found association of
triglycerides with sICAM-1 may indicate a particular impact of lipid
metabolism on endothelial reaction. We found that Apelin level was positively
correlated with HDL level which represent a strong, and coherent
cardiovascular risk marker seen across all populations, with higher levels of
HDL cholesterol being associated with decreased incidence of coronary artery
disease. The cardiovascular protective effects of HDL particles are attributed,
in great part, to the ability of HDL particles to promote cellular cholesterol
efflux from lipid-laden macrophages within the atherosclerotic plaque. HDL
also has pleiotropic effects that protect the vascular wall, at least in vitro. These
effects include potent anti-inflammatory and antioxidant properties and the
modulation of vascular endothelial function. The mechanisms by which HDL
exert their function on the vascular endothelium is dependent on HDL particle
size, protein (proteome) and lipid (lipidome). preventing uncoupling of

NADPH oxidation and nitric oxide synthesis and increasing endothelial nitric

oxide synthetase abundance. Furthermore, HDL can modulate the activation

of NF-«xB and the expression of cell adhesion molecules, an early step in
endothelial dysfunction (Campbell S. et al., 2013) (V CAM-1) level was found
to be highest in children below the third percentile for weight and height.

Children with (CKD) suffer from growth impairment which may be due to

malnutrition, hypoalbuminemia or disruption of the hypothalamic-pituitary

growth hormone axis that contributes to the growth hormone-resistant state in
uremia. Growth failure in those children is considered to be an additional
cardiovascular risk factors and endothelial dysfunction in children with

(CKD). Our data agreed with Lilien et al. (2004) who support the theory that a

disturbance in the GH-IGF axis contributes to the endothelial dysfunction of

renal failure. Treatment with thGH not only improves growth but may also
favorably influence the risk for atherogenesis.
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controls and (CKD) patients were performed using Anova test. Correlations
between (V CAM-1), Apelin and other variables were evaluated by Pearson's
correlation coefficient (r). The level of statistical significance (p< 0.05).
Results:

The patients mean age was 9.7t 3.7 for (CKD) patients on conservative
treatment and 11.1% 2.8 for patients on regular hemodialysis. The main clinical
and biochemical data of the patients with chronic kidney disease are presented
in Table 1. There were no statistically significant differences between patients
and controls regarding age, HDL, apelin levels. Height and weight were lower
in (CKD) patients than those of the controls (p< 0.037), (p< 0.001)
respectively. LDL, Cholesterol and triglyceride levels were higher in the
control group than in patients (p< 0.001). Serum Apelin did not differ between
the three studied groups. Serum (V CAM-1) levels were higher in (CKD)
patients than in healthy controls (p< 0.001) Table 1. Age range of our patients
was (3- 18) years, weight range (10- 61) kg and height range 70-151cm. It was
found that 83.3% of patients had height below 3rd percentile and 65.15% of
patients had weight below 3rd percentile. Tables 2, 3 Patients had significantly
lower values regarding weight, height, Weight for age (percentiles) height for
age (percentiles) than controls (P< 0.000, P< 0.002) respectively. Tables 4, 5
show that (V CAM-1) levels were found to be higher in patients who had
weight and height below 3rd percentile (p< 0.012, p< 0.007) respectively, also
Apelin levels were found to be lower in those patients who had weight and
height below 3rd percentile but without significant difference (p< 0.675, p<
0.350) respectively. Table 6. There was a significant positive correlation
between, Apelin and HDL (r= 0.399, p< 0.000) and a negative correlation
with LDL/ HDL (r= -0.237, p< 0.032) Table 6 and figure (1), there was a

significant positive correlation between (V cam-1) and triglycride (r= 0.259, p<

0.019).
Table) (1) Clinical and biochemical data of patients with chronic kidney disease and controls
(CKD) patier‘lts on | (CKD) Pat‘ients‘ On Controls
Parameters Conservative Hemodialysis (N=20)
treatment (n= 27) (N=139)
Mean+SD Mean+SD Mean+SD
Age (Years) 9.7%3.7 11.1+£28 10.5+3.3
Sex (M/F) 15/12 26/13 8/12
Height (Cm) 114.9423.8 120.5£15.5b 129.5+17.6
Weight (Kg) 25.33+11.5 23.8+6.4a 34.9£13.9
SBP (Mmhg) 88.9£10.9 116.7+13.6a 102.5+10.2
DBP (Mmhg) 60.7£6.2 76.819.5a 61.56.7
LDL (mg/dl) 51+31.6 64.4124.1a 92.6127.6
HDL (mg/dl) 53.1£10.2 51.2+14.7 4516.5
Triglycride (mg/dl) 112.5£38.2 133.3+40a 155.7%27
Cholesterol (mg/dl) 72.3£30.9 107.8+52.5b 98.5+£33.3
Apelin 36 (ng/ml) 5322 44+29 49+1.3
(V CAM-1) (ng/ml) 1632+903.4 2198.8+1019.8a 1239.24297.3

Data are expressed as meantSD. (CKD), chronic kidney disease; HDL, high density
lipoprotein; LDL, low density lipoprotein; VCAM-1, vascular cell adhesion molecule.SBP:
Systolic blood pressure, DBP:Diastolyic blood pressure. a Significant at p < 0.001, b

Significant at p < 0.01
Table (2) Classification of the studied groups according to their Weight percentile
Weight Percentile Conservative (N) | Hemodialysis (N) | Control (N) | P Value
1 (<3rd Percentile) 16 34 1
2 (>3rd, < 25 percentile) 7 5 8 0.000
3 (>25 Percentile) 4 0 11

Chi-Square test Significant at p < 0.05, (n) number of subject

Table (3) Classsification of the studied groups according to their Height percentile
Height Percentile Conservative (N) | Hemodialysis (N) | Control (N) | P Value
1 (<3rd Percentile) 20 31 6
2(>3rd, < 25 percentile) 5 8 11 0.002
3 (>25 Percentile) 2 0 3

Chi-Square test Significant at p < 0.05, (n) number of subject
Table (4) Apelin in relation to Weight, and Height percentiles in (CKD) patients

Apelin Level P Value
< 3rd Percentile 4.58
Weight Percentile >3rd, <25 Percentile 5.08 0.675
>25 Percentile 5.07
< 3rd Percentile 45
Height Percentile >3rd, <25 Percentile 5.1 0.350
>25 Percentile 6.1

ANOVA test P value is significant at the0.05
Table (5) (V. CAM-1) in relation to Weight, and Height percentiles in (CKD) patients:

(V CAM-1) Level P Value
< 3rd Percentile 2038.1
Weight Percentile >3rd, <25 Percentile 1636.05 0.012
>25 Percentile 1240
< 3rd Percentile 2036.6
Height Percentile >3rd, <25 Percentile 1426.4 0.007
>25 Percentile 1035.5

ANOVA test P value is significant at the0.05
Table (6)Correlation between Apelin and (V CAM-1) and Lipid profile

Apelin (VCAM-1)
TRIG R =-0.007 P=10.949 r=10.259* P=0.019
CHOL R=-0.060 P=0.653 R=-0.096 P=0475
HDL r=0.399%* P=10.000 R=-0.042 P=0.711
LDL R=-0.190 P=10.088 R=-0.005 P=10.963
Ldl/Hdl r=-0.237* P=0.032 R=10.016 P =0.886
*Correlation is significant < 0.05 level (2-tailed).
**Correlation is significant < 0.01 level (2-tailed).
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Figure (1) Correlation between (V CAM-1) and Triglycerides:
Correlation between (V CAM-1) and Triglycerides r= 0.259, p= 0.019

Discussion:

This study has investigated the possible correlations between the newly
identified adipocytokine; Apelin and markers of ED, in a sample of Egyptian
children with (CKD) and demonstrated that serum levels of apelin were not
changed between the patients and controls this finding agreed with Sheikh et
al. (2008) who demonstrated that apelin and APJ were upregulated in the heart
and skeletal muscle following myocardial injury and suggested that apelin
expression remained restricted to the endothelium. Experiments with cultured
endothelial cells in vitro showed apelin mRNA and protein levels to be
increased by hypoxia, through a hypoxia-inducible factor-mediated pathway.
Since patients on renal replacement therapy suffered from hypoxia (due to

anemia and other factors) (Sheikh et al., 2008). Not all adipokines promote

(Evaluation Of Apelin 36 Level And Endothelial ...)



Introduction:

The life expectancy of patients with chronic kidney disease (CKD) is
markedly reduced due to premature cardiovascular death (Sarnak et al., 2003).

Despite considerable improvements in renal replacement therapy, patients
with end stage renal disease (ESRD) have a higher prevalence of
cardiovascular disease (CVD) than other populations of a comparable age
(Amy et al., 2009).

The adipose tissue is now known to be a hormonally active organ that
releases a large number of bioactive proteins regulating not only body weight
and energy homeostasis, but also insulin resistance, blood lipids, endothelial
health, coagulation, fibrinolysis and inflammation. Fat tissue secretes a
number of hormones named adipocytokines; including leptin, adiponectin,
apelin, resistin, vaspin, visfatin, as well as proinflammatory cytokines such as
tumor necrosis factor a and interleukin- 6 (Guzik et al., 2006). Recent data
suggest that these hormones also have immunomodulatory features and they
are involved in inflammatory processes leading to atherogenesis (Sledzinska et
al., 2009). Apelin is a newly discovered adipocytokine, produced by white
adipose tissue (Jolanta et al., 2011), Its effect is through a cell surface G
protein-coupled receptor called APJ, which has structural similarity with
angiotensin type I receptor (Lee et al., 2000). Apelin is strongly expressed in
the heart, and also in the large vessels, coronary vessels, endothelial cells, liver,
kidney, adipose tissue, gastrointestinal tract, brain, adrenal glands (Boucher et
al., 2005). Apart from acting on physiological cardiovascular regulation,
Apelin may be involved in the pathophysiology of the cardiovascular system
(Kleinz et al., 2005). Studies performed on mice knocked out for the apelin
receptor gene have suggested the existence of a balance between angiotensin II
signalling, which increases blood pressure and apelin signalling, which lowers
blood pressure (Ishida et al., 2004). It has also been found to exhibit powerful
inotropic activity producing its effects not only in normal hearts but also in
failing hearts, raising the possibility that apelin might prove of value in the
treatment of heart failure (Berry et al., 2004). In a recently published study, it
was reported that apelin and its cognate G protein-coupled receptor APJ was
widely represented in the heart and vasculature, and was emerging as an
important regulator of cardiovascular homeostasis (Japp et al., 2008). Studies
reported that apelin level decreased in hemodialyzed patients (EI-Shehab et al.,
2010). Moreover, the apelin-APJ pathway is thought to provide a mechanism
for systemic endothelial monitoring of tissue perfusion and adaptive regulation
of cardiovascular function (Sheikh et al., 2008). Detailed clinical investigation
is now required to establish the role of apelin in human cardiovascular
physiology and pathophysiology, and to determine the therapeutic potential of
augmenting apelin signaling in patients with heart problems (Sahar et al.,
2010).

To date, there are no data on possible relations between apelin and
consequences of endothelial dysfunction. The Endothelium is the largest organ
in the body strategically located between the wall of blood vessels and the
blood stream. Vascular endothelium is a dynamic endocrine organ that
regulates vascular tone, local homeostasis, and the fibroinflammatory
proliferative process (Kensuke 2002). Endothelial cell damage or injury is
invariably ~associated with such clinical conditions as thrombosis,
hypertension, renal failure and atherosclerosis (Malyszko et al., 2008).

Endothelial "activation" is an injury response mechanism, with impaired

endothelium] dependent vasodilatation (EDV), increased adhesion of platelets
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and leukocytes, and is a putative first step in atherogenesis (Axelsson et al.,
2007).
Aim:

The aim of this study was to investigate the serum Apelin and (V CAM-1)
levels in children with chronic kidney disease, also to assess their relation to
anthropometric parameters and lipid profile.

Patients And Methods:

The present study was carried out in the pediatric hospital of Abou El
Reash, Cairo University and the National Research Center (NRC), during the
period between March 2011 to March 2013. The study was performed on 90
children of both sexes, aged (3- 18) years, who were classified into 3 groups:
Group (1) 27 patients with (CKD) stage 4 (estimated GFR< 30 ml/ min/
1.7m? by Schwartz formula (Schwartz et al., 1976) on conservative treatment.
Group (2) 39 patients with End stage renal disease on regular hemodialysis for
at least 6 month. Group (3) Twenty apparently healthy children of the same
age and sex who were recruited from the outpatient Clinic of Abou ElReash
Hospital, as controls. The patients met the following criteria: a stable clinical
state, no thrombosis or inflammation and no complications as uncontrolled
hypertension or acute heart failure. The hemodialysis group underwent regular
hemodialysis for (3- 4) hours a day, three times a week using Fresenius
Medical Care 4008 B machine with bicarbonate dialysate and biocompatible
filter membrane (polysulofane).The prescription of each session was done
according to the dry weight, weight gain between sessions, biochemical
parameters and clinical condition of the patient.The causes of chronic kidney
disease were chronic glomerulonephritis (n= 3), hereditary (n= 3), renal cystic
disease (n= 7), urinary tract disorder (n= 21), metabolic (oxalosis) (n= 1),
hemolytic uremic syndrome (n= 1), others (n= 11), undertermined (n= 20).

Each child (Patients& Controls) were subjected to full medical history,
patients were subjected also for full medical history Including: age of onset,
duration of the disease, treatment regimens for cases. Thorough clinical
examination, with particular emphasis on measurement of vital signs and
blood pressure, growth assessment through measurements of weight and
height. Weight for age, height for age all were performed according to World
Health Organization (WHO) growth curves.

Laboratory Investigations:

Six ml of peripheral venous fasting blood samples were withdrawn from
every patient and control subject under complete aseptic conditions between
8.00 and 9.00 a.m.. Serum Apelin 36 levels were assayed by EIA kits from
Phoenix Pharmacuticals. INC. Marker of endothelial cell injury Serum (V
CAM-1) levels were assayed using IBL International GMBH ELISA Kit Cat.
No:BE59051.Hamburg, Germany. Lipid profile (Cholesterol, Triglycride,
HDL, LDL (Staubio Kit). Hemoglobin, hematocrit, platelet count, albumin
concentration, were measured by standard laboratory methods. Dialysis
adequacy using Kt/V: Fractional urea clearance(single pool kt/v), calculated
from pre and post dialysis urea by natural logarithmic formula (Stuart et al.,
2004), calculated for hemodialysis patients.

All subjects were informed about the aim of the study and gave their
consent. The study was approved by the local Medical National Reasearch
Center Ethic Committee.

Statistical Analysis:
The results were analyzed using SPSS version 16 as meant SD.

Comparisons of the mean differences in the studied parameters between
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Evaluation of Apelin 36 Level and Endothelial Function In Children with Chronic Kidney Disease
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Abstract
Background: The life expectancy of patients with chronic kidney disease (CKD) is markedly reduced due to premature cardiovascular death.
Endothelial dysfunction (ED) is closely linked to cardiovascular disease and subsequent morbidity and mortality in patients with chronic kidney
disease. Also (CKD) in children affects their physical development as well as premature death that result from heart disease. Apelin is an
adipocytokine that recently generated much interest; however, its role in (CKD) remains to be clarified.
Aim: Assessment of Apelin level and its correlation with markers of ED (V CAM-1), lipid profile and growth parameters in a sample of Egyptian
children with chronic kidney disease.
Methodology: The present study was carried out in the pediatric hospital of Abou El Reash, Cairo University and the National Research Center
(NRC), during the period between March 2011 to March 2013. The study included 66 clinically stable (CKD) patients and 20 healthy volunteers
of the same age and sex. Serum levels of Apelin 36 and lipid profile; (high density lipoprotein (HDL), low density lipoprotein (LDL), cholesterol,
triglycrides) were measured. Endothelial function was evaluated by measuring vascular cell adhesion molecule (V cam-1) in serum.
Results: (V CAM-1) levels were significantly elevated in children with (CKD) as compared to controls. No change in Apelin level between
patients and controls. Apelin was correlated positively with high density lipoprotein. (V. CAM-1) level was positively correlated to triglycride,
weight and height for age percentiles, and no correlation was found between apelin and (V. CAM-1).
Conclusions: Serum Vcam-1 level was significantly higher in patients than controls and correlated positively with serum triglyceride level, also
where highest in subjects having weight and height at or below the third percentile for age. There was no change in the level of Apelin between
patients and controls and Apelin was positively correlated with (HDL) level and no significant correlations was found between Apelin and (V
CAM-1) level. Independent from classical cardiovascular risk factors. Height and weight were found to be inversely associated with endothelial
dysfunction in children with (CKD).
Keywords: Apelin, Endothelial function, Chronic Kidney Disease, and Children.
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home with 7 or more people associated with an increased risk for rotavirus

disease.

Breast feeding has also been previously associated with a reduced risk of
rotavirus diarrhea among infants (Dennehy et al., 2006) .

This is in favor to our results as breastfeeding was associated with reduced
risk of Rota virus infection.

In our study allocation of private tools for infant feeding didn’t
significantly affect viral infection.

Not only are hygienic measures unlikely to control this infection, but the
socioeconomic conditions, with high levels of crowding, are also likely to
exacerbate the situation (Aaby et al., 1995).

This is in contrast to a case- control study was conducted by De wit et al
(2008) in which the risk factors for gastroenteritis attributable to norovirus,
Sapporo- like virus, and rotavirus were studied. For Norovirus gastroenteritis,
having a household member with gastroenteritis, contact with a person with
gastroenteritis outside the household, and poor food- handling hygiene were
associated with illness Transmission of Rota and Sapporo- like virus pathogens
occurs primarily from person to person. However, for NV gastroenteritis, food
borne transmission seems to play an important role.

In our study water supplementation didn’t affect the incidence or the
severity of gastroenteritis but only the use of tap water was more frequent in
Rota virus positive cases.

Gillian et al., (2002) founded that not supplementing an infant with water
is the other significant factor predisposing infants to diarrheal episodes.

This may be due to many factors: the age group in our study was less than
6 months so the percentage of infants who doesn’t receive any water supply
was 19% and the high proportion of mothers who using mineral water 25.5%
or mothers who boiled the water 15.5%.

Strina et al (2012) conducted A case- control study, aimed at identifying
factors associated with rotavirus diarrhoea cases presenting to health facilities,
in which Infants aged<1 year, not being breast fed was the main determinant,
followed by socioeconomic factors, and crowding and contact outside the
home; in older children, socioeconomic factors followed by contact inside and
outside the home were the main determinants. Environmental and sanitation
variables were not associated with diarrhoea in the final model.

This is in favour to our results as t here was no significant impact of the
social data on the Rota virus infection.

Conclusion:

Breast feeding was associated with low risk of viral gastroentritis, food
handling hygiene and social parameter didn’t affect the risk of viral
gastroenteritis.

Recommendations:

Exclusive breast feeding should be encouraged for protection against viral
gastroenteritis. ~ Vaccinationto prevent severe rotavirus infection is
recommended for infants starting at age 2 months.
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Figure (1) Caregivers in the studied infants
Table (3) Feeding data of the studied infants (N= 79)

No | %
Type Of Feeding
Breast 34 43.0
Mixed 23 29.1
Formula 22 21.8
Water
None 15 19.0
Boiled 12 15.2
Mineral 21 26.6
Tap 31 39.2
Cow Milk 25 31.6
Cereals 13 16.5
Vegetables& Fruits 10 12.7
Meant SD Range
Food starting age (month) (N= 34) 4.0%£0.7 3.0-6.0
O formula O mixed B breast

Figure (2) Type of feeding in the studied infants
Table (4) Causative viruses detected by PCR in the studied infants

Total (N=79) | Exclusive (N=34) | Non-Excl (N=45) | x* |P Value
Rota (Per) 42 18 (52.9%) 24(53.3%) 0.001 | 0.972
Astro (PCR) 2 0(0%) 2 (4.4%) 1.550| 0.213
Adeno (PCR) 5 2(5.9%) 3(6.7%) 0.020| 0.887
*x? Chi Square Test

Table (5) Comparison between Rotavirus PCR positive and negative as regards Social data

Positive (N= 42) Negative (N=37) | T**/x* | P Value
Age (Month) 4912 4.7+15 0.503# 0.617
Family Num. 43+1.0 4.5+0.9 1.007# 0.317
Sex
Male 23 (54.8%) 22 (59.5%) 0.177& 0.674
Female 19 (45.2%) 15 (40.5%)
Care Giver
Mother 24 (57.1%) 20 (54.1%)
- 1.206& 0.547
Relatives 12 (28.6%) 14 (37.8%)
Nursery 6 (14.3%) 3(8.1%)
Working 12 (28.6%) 10 (27.0%) 0.023& 0.879
**t: Independent t- test,* x* : Chi square test
Discussion:

Gastroenteritis is a major cause of morbidity and mortality worldwide,
especially in developing countries, where malnutrition and poor local health
services are factors responsible for the increased severity of diarrhea. In infants,
gastroenteritis is responsible for thousands of hospitalizations and each year
causes 611,000 deaths in developed countries (Patel et al., 2008) and (2 to 2.5)
million deaths in socioeconomically developing countries (O’'Ryan et al.,
2005).

Viral pathogens are the most common causes of gastroenteritis in the
community (Matty et al., 2003) and presents a major public health concern
worldwide. It is mostly a disease of young children (Eckardt and Baumgart,
2011).

In the current study, virology results was in favor to the study conducted
by Kalaf et al. (2011) in which rotavirus was detected in 33% (66/200) of
children examined. Rotavirus was observed at closely similar rates among
male and female patients, 33.6% (40/119) and 32.1% (26/81), respectively.
However, the virus was detected significantly more frequently (P< 0.04, OR=
2.64) among diarrheic children aged < 24 months (36.1%, 60/166) than among
diarrheic children aged >24 months (17.6%, 6/34).

In another study by Abugalia et al., (2011) twenty- seven (63%) of the 43
stool samples were rotavirus- positive. Emergency room subjects were more
likely to test positive than outpatients (100% vs. 53%, p= 0.03). The mean ages
of rotavirus- positive and rotavirus- negative children were similar (16.5
months vs. 15.4 months; p= 0.69).

Rota virus infection in our results is non significantly less in exclusively
breastfed infant comparing with non exclusively breast fed, this is in favor to
Nafficy et al. (1999) describe the epidemiology of rotavirus diarrhea in a
population- based cohort of children under 3 years of age residing in Abu
Homos, Egypt, in (1995- 1996). Rotavirus diarrhea incidence rates (episodes
per person- year) were 0.13 for infants aged< 6 months, 0.61 for those aged (6-
11) months, 0.17 for those aged (12- 23) months, and 0.15 for those aged (24-
35) months. Fifty six percent of children with rotavirus diarrhea had clinical
dehydration; 90% of rotavirus diarrheal episodes occurred between July and
November. In infants under 1 year of age, receipt of breast milk was associated
with a lower incidence of rotavirus diarrhea.

In a study by Sanchez- Uribe et al. (2012) dietary, socioeconomic, and
environmental factors were independently associated with risk of developing
rotavirus disease, in this study 85 rotavirus case patients and 170 control
children were enrolled in this investigation. The median age of case patients
and controls was 15 months range, (3- 26) months. Factors associated with
decreased risk of rotavirus gastroenteritis included having received 1 or 2 doses

of Rota virus vaccine breastfeeding at the time of evaluation and living in a
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Introduction:

Diarrhea is a leading cause of mortality in children under 5 years of age.
Infectious diahrrea may be due to viral, bacterial or parasitic agents (Wilhelmi
et al., 2003).

The number of viral agents associated with diarrheal disease in humans
has progressively increased. Rotavirus is the most common cause of severe
diarrhea in children under 5 years of age. Human astroviruses, caliciviruses
and enteric adenovirus are also important etiologic agents of acute
Other

picobirnaviruses, Aichi virus and human bocavirus are increasingly being

gastroenteritis. viruses such as toroviruses, coronaviruses,
identified as causative agents of diarrhea. Vaccination against rotavirus could
prevent cases of severe diarrhea and reduce the mortality attributable to this
disease (De Cal et al., 2008).

Although rotavirus infection is the major universal early infection in
childhood, norovirus is the second most common etiologic agent of viral
gastroenteritis whatever the age group (Green, 2007).

Factors associated with infant diarrhoeal illnesses can be divided into
exposure and resistance factors. The former includes water quality,
availability, and household sanitation, and the latter includes infant feeding
methods and nutritional status. These, together with other variables, have been
collectively referred to as intermediate determinants in the epidemiology of
diarrhoeal diseases (Fertleman et al., 2008).

Aim Of The Study:

To investigate the predisposing risk factors associated with viral
gastroenteritis during infancy.
Patients And Methods:

Eighty infants aged 6 months and less were enrolled in the study from
gastroenteritis department in Abo Elrish pediatric hospital Cairo University,
from September 2011 to May 2012 Gastroenteritis was defined as the passage
of 3 or more loose or liquid stools per day, or more frequently than is normal
for the individual (WHO, 2009).

Infants who had received any dose of rota virus vaccine or with symptoms
indicate surgical or extra intestinal causes of diahrrea were excluded from the
study.

Informed consent was collected from mothers of the infants enrolled in the
study prior to participation. The mothers of the included infants were asked to
participate in a verbally administrated Self designed questionnaire which
include (age of the infant, family number, working of mother if any, the usage
of private tools for infants in feeding, if the infant was exclusively breast fed or
not, if the infant is attending a day care nursery or not).

Studied infants were subdivided into two groups, exclusively breast fed
group and the non exclusively breast fed infants.

Laboratory Investigations:

Stool samples were obtained from the infants on admission using a
wooden tongue depressor from the diaper of the infants in a sterile plastic cups.

Collected samples were diluted and prepared for PCR and stored at- 80°
and subjected to extraction of both viral RNA and DNA in the samples to
facilitate the detection of both RNA gastroenteritis viruses (rotaviruses,
noroviruses, adenoviruses and astroviruses). (Promega, USA, Cat. # G2101).
Statistical Analysis:

Quantitative data were analyzed using SPSS version 18, with mean values

for continuous variables compared using Independent t- test, and differences
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between proportions assessed using either the chi- square test and McNemar
test. The level of statistical significance for all tests was set at 0.05.
Results:

Eighty infants were enrolled in the study between September 2011 and
May 2012. Demographic data were available for 79 infants as one dropped
from the study. Potential risk factors that have been analyzed in the current
study are breast fed or not, food- handling hygiene, infant attending a day- care
centre, size of family, age and sex. All risk factors in the questionnaire were
studied to clarify the most effective predisposing risk factor in viral
gastroenteritis.

The infants’ mean age was 4.8+ 1.4 months and 57% were males. The
mean of family size was 4.4+ 1.0 and 12% of them were attending day care
nursery table (1).

In the present study, 2 (5.9%) of the exclusively breast fed infant had
working mothers with significant difference comparing with non exclusively
breast fed infants 20 (44.4%) table (2).

Regarding feeding data 34 (43.0%) of infants were exclusively breast fed,
23 (29.1%) had mixed feeding and 22 (27.8%) were formula fed table (3).

Thirty one mothers used tap water (39.2%), 12 (15.2%) used boiled water,
21 (26.6%) used mineral water and 15 (19%) didn’t use water at all for drinking
or formula preparation of their infants.

The mean age of starting weaning in the current study was 4.0+ 0.7
months with 25 (31.6%) of mother have started with cow milk products, 13
(16.5%) with cereals and 10 (12.7%) with vegetables.

By using RT- PCR and PCR to detect causative viruses Rota virus was
detected in 42 infants 18 (52.9%) of them were exclusively breast fed and 24
(53%) of them were from the non exclusively breast fed group with no
significant statically difference. There was no significant impact of the social

data on the incidence of Rota virus infection (table 4&5).
Table (1) Sociodemographic data of the studied infants

Parameter Total Exclusive BF | Non- Excl. BF | T**/x* | P Value
Number Of Cases 79 34 45
Mean + SD Mean + SD Mean + SD
Age In Months 48+ 14 42+13 52+1.2 3.328 [ <0.001%**
Family Size 44%1.0 4411.0 43+ 1.0 0.576 0.566

**t; Independent t- test,* * : Chi square test, ***Significant at p <0.001
Table (2) Sociodemographic risk factors among studied infants

Total Exclusive BF | Non- Excl. BF
Parameter T**/x* | P Value
Number No. (%) No. (%)
Sex
Male 45 20 (58.8%) 25 (55.6%) 0.084 0.771
Female 34 14 (41.2%) 20 (44.4%)
Care Giver:
Mother 44 25 (73.5%) 19 (42.2%)
- 7.753 | 0.021%*=
Relatives 26 7(20.6%) 19 (42.2%)
Nursery 9 2 (5.9%) 7 (15.6%)
Working Mothers 22 2(5.9%) 20 (44.4%) 14.333 | <0.001%***
Personal Tools 33 16 (47.1%) 17 (37.8%) 0.686 0.408

**t; Independent t- test,* * : Chi square test, ***Significant at p <0.001
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Abstract
Introduction: Diarthea is a leading cause of mortality in children under 5 years of age. The number of viral agents associated with diarrheal
disease in humans has progressively increased.
Aim of the study: To investigate the predisposing risk factors associated with viral gastroenteritis during infancy.
Methodology: The study was carried out on 80 infants aged < 6 months enrolled from gastroenteritis department in Abo El Rish paediatric
hospital, Cairo University. From September 2011 to may 2012 Self designed questionnaire was verbally administered to mothers including (age of
the infant, family number, working of mother, the usage of private feeding tools for infants, exclusive breast feeding or mixed feeding, attendance
of a day care nursery).S tudied infants were subdivided into two groups, exclusively breast fed group and the non exclusively breast fed infants.
Stool samples were obtained from the infants on admission. Viruses were screened using RT- PCR for rotaviruses, astroviruses and noroviruses,
and by PCR for detection of adenoviruses.
Results: The infants’ mean age was 4.8+ 1.4 months and 57% were males. The mean of family size was 4.4+ 1.0 and 12% of them were
attending day care nursery. By using RT- PCR and PCR to detect causative viruses Rota virus was detected in 42 infants 18 (52.9%) of them were
exclusively breast fed and 24 (53%) of them were from the non exclusively breast fed group with no significant statically difference. There was no
significant impact of the social data on the incidence of Rota virus infection.
Conclusion: Breast feeding was associated with low risk of viral gastroenteritis, food handling hygiene and social parameter didn’t affect the risk
of viral gastroenteritis
Keywords: Viral gastroenteritis- predisposing factors- risk factors- Rota virus- breastfeeding- infants.
Ui W g o g 3 il A 31
B Y1 A5 Y) 35 phume 52l 5 JALY) 8 Ol gy il Clissd daeh il 5 85 a5 JlBU il il pal Jla) iy el
Y A A il &y gl @ s Jlendl dagall QLT Al )0 caiagl!
a5 sl G el e Ay geall Y A s 5 oy aaall JUlYT e pa LRI S sedl Biu e JH e jleel Jih ppild e Al 5l Gt aidaid!
13 Jadall 5 Jalally s gl dlaasiad WY1 Jae 5 ¥ 3 aae g Jilall jee e Glaglaa Jadiyg Aul il ol sadiall JUEY) el (g0 g 88 cladid
delia ) de gana tiyfic gena (I A Al 7 opadl) JUlY) au 5 Aibas o gy Jibll QIS Sudl Jaill 5 o) deliia o) A delia ) il
a3l (A g ) B3 5 ¢ el el Jas vie Jihall e ) Ate 30 g Alhaal) Apepdal) debia ) a Y de genay Adllaall dpapdal
cowso gl g g )sily gyl sl s gl gyl ey ) o
JUbY) Jeal (g ) #8885 ) 3 dae dau iy JULY) Jaal (e %0V i ) SN A cilS 5 6,4 #),8 jedlly il jee Lo i (IS bt
i s dsaall Y U And) gl paddil e ) daaiadg Al oS pdal)l JElY) e %)Y Alaad je e e il ase pan
&b o al g Al Al JUai il JlY) e gena (g0 %OT agia g dillaall Aunuihll dolin )l de sana (0 %007, Y agia Jib sl g ol A U
gl g ol B e L) el 430530
2Jehll Jlakall i 3 ks Aeldiall Jal gall A0 jeday ol & gaall Y 53 s g pudl AL 08 Al dualias S Fallaal) Apaydal] delin )| e i)

7 (A Study Of Risk Factors Of Viral Gastroenteritis...)



22.

23

24,

25.

26.

27.

28.

29.

30.

31.

32.

vitamin D levels and markers of severity of childhood asthma in Costa
Rica. Am J Respir Crit Care Med 2009, 179: 765- 771.

Uysalol M1, Mutlu LC, Saracoglu GV et al (2013): Childhood asthma and
vitamin D deficiency in Turkey: is there cause and effect relationship
between them? Ital J Pediatr. 2013 Dec 13;39: 78.

. Bener A, Ehlayel MS, Tulic MK and Hamid Q (2012): Vitamin D

deficiency as a strong predictor of asthma in children. Int Arch Allergy
Immunol 2012, 157: 168- 175.

Bose S, Breysse PN, McCormack MC et al (2013): Outdoor exposure and
vitamin D levels in urban children with asthma. Nutr J 2013, 12: 81- 87.
Ford ES. (2005): The epidemiology of obesity and asthma. J Allergy Clin
Immunol. 2005;115: 897- 909.

Gennuso J, Epstein LH, Paluch RA, et al. (1998): The relationship
between asthma and obesity in urban minority children and adolescents.
Arch Pediatr Adolesc Med 1998;152: 1197- 200.

Ehlayel M. S, Bener A, Sabbah A. (2011): "Is high prevelance of vitamin
D deficiency evidence for asthma and allergy? ". Eur Ann Allergy Clin
Immunol 43(3): 81- 88.

Wang D1, Qian Z, Wang J et al (2014): Gender- specific differences in
associations of overweight and obesity with asthma and asthma- related
symptoms in 30 056 children: result from 25 districts of Northeastern
China. J Asthma. 2014 Feb 27. [Epub ahead of print]

Beuther DA, Weiss ST, Sutherland ER. (2006): Obesity and asthma. Am J
Respir Crit Care Med 2006;174: 112- 119.

Lavoie KL1, Bacon SL, Barone S et al (2006): What is worse for asthma
control and quality of life: depressive disorders, anxiety disorders, or both?
Chest. 2006 Oct; 130(4): 1039- 47.

Takami S1, Mochizuki H, Muramatsu R et al (2013): Relationship
between bronchial hyperresponsiveness and lung function in children age 5
and 6 with and without asthma. Respirology. 2013 May; 18(4): 682- 7.
Bacharier L. B., Boner A., Carlsen K. H. et al. ; (2008): Diagnosis and
treatment of asthma in childhood: a practall consensus report. Allergy: 63:
5- 34.

(A Study Of The Relationship Between...)

Childhood Studies Apr.2014



Childhood Studies Apr.2014

Statistical analysis revealed a significantly higher BMI centiles in patients than
controls. Similar to our results, Ford,(zs) in a meta- analysis has reported a
relationship between asthma and obesity among adults, however, he found
that studies conducted among children, have produced conflicting results.

Gennuso et al.* found that in children, a cross sectional study have shown

that excess body weight is associated with a higher rate of both symptoms and

diagnosed asthma.

Ehlayel et al.,® showed that there is a significant difference between
asthmatic children and healthy group in their study. They found that their
patients were overweight and obese more than controls. They suggested that
their asthmatic patients were obese since they avoid exercise that may trigger
their symptoms. Also, Wang et al,® found a significant association between
obesity and diagnosed asthma [(aOR)= 1.28; 95% confidence interval (CI):
1.02- 1.60].

On the other hand, Beuther et al.,(m found no association between obesity
and asthma with no significant difference between asthmatic children and
control regarding their weight and BMI. Also Lavoie et al.®” found in their
study, a total of 139 (36%) patients had a normal BMI; 149 (39%) patients
were overweight; and 94 (25%) patients were obese. There was no relationship
between BMI and asthma when controlling for age and sex. Takami et al.,*”
found no significant differences in weight or body mass index were observed
between asthmatic children and control healthy subjects.

Results of the current study show a significant difference between patients
subgroups regarding pulmonary function tests with significantly decreasing
EFV1, FVC and FEV1/ FVC% with increasing severity. Similar to our results
Bacharier et al.®® found that FEV1/ FVC decreased as asthma severity
increased (p <0.0001); however unlike our results they found that FEV1 was
generally normal, even in severe persistent childhood asthma.

Conclusion:

The results of the present study showed that asthmatic children had lower
levels of vitamin D than healthy controls. Lower levels of vitamin D were
associated with high asthma severity and reduced asthma control. lower levels
of vitamin D were reported in combined allergies.

Recommendations:

Vitamin D supplementation for prevention of its deficiency. Adequate
exposure to sunlight as a natural supplement of vitamin D should be
encouraged for all children. Further studies are needed to asses asthmatic
patients pre and post vitamin D supplementation to assess the reversibility of
vitamin D deficiency effects on asthmatic patients. Further studies are needed
to determine the relationship between measured vitamin D level and both
asthma severity and allergy in childhood.
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There were positive significant correlations between serum vitamin D and
forced expiratory volume at 1 second (FEV1) Fig. (7), forced vital capacity
(FVC) and FEV1/ FVC Fig. (8) were detected.
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Figure (7): Correlation between vitamin D and FEV1.
Figure (7) shows a positive significant correlation between serum vitamin
D and FEVI.
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Figure (8): Correlation between vitamin D and FEV1/ FVC.

Figure (8) shows a positive significant correlation between serum vitamin
D and FEV1/ FVC.

Discussion:

In the current study 39 (65%) of patients were males and 21 (35%) females
with male to female ratio of 1.89: 1, these data revealed that bronchial asthma
was more common in males than females. This came in agreement with El
Hefny et al."” who showed a high prevalence of asthma in male children.
Male to female ratio was 1.2: 1 and the cause of this difference attributed to the
finding that during early childhood boys have smaller airways at a given lung
size than girls or maybe due to different environmental exposure patterns.
Hossny et al.,"® reported that risk of developing asthma was higher for boys
than girls with ratio 2.1: 1. This could be attributed to sex- linked influence as
male gender was a significant risk factor for asthma. Males have more allergen
sensitization and show higher level of total immunoglobulin (IgE) than
females.

Results of the current study show significant low levels of serum vitamin D
in patients than controls. Studied patients showed that 8 (13.3%) had vitamin
D insufficiency (Vit. D<30 ng/ml), 32 (53.3%) had deficiency (Vit. D<20
ng/ml) and 20 (33.3%) had normal values (Vit. D= 30- 60 ng/ml), while
controls 6 of them had (10%) deficiency and 54 (90%) had normal values. The
mean value of vitamin D in asthmatic children was lower than controls.

These data came in concordance with multiple studies done among
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Egyptian children about status of vitamin D. Baroncelli et al. (2008)""
reported that 37% of Egyptian children had vitamin D deficiency. Prentice et
al. (2009)"® showed that the average level of serum 25(0OH) vitamin D was
25.3+10.3 which is deficient in Egyptian children. Ghada El Hajj (2009)(19)
studied vitamin D status in North and South Africa. She stated that
inappropriate level of vitamin D was due to limited sun exposure due to
cultural practices, prolonged breast feeding without vitamin D
supplementation, limited outdoor activity, lack of government regulation for
vitamin D fortification of food, decreased maternal intake during pregnancy
and increase the burden of infectious disease whereby utilization and turnover
of vitamin D is increased.

In the current study there was decreased levels of serum vitamin D with
increasing severity of asthma so that increase asthma severity was associated
with much lower serum level of vitamin D. This came in agreement with
Brehm et al,,(m), Manbir and Thomas,(m who reported that asthmatic children
with low serum level of vitamin D may have a greater risk of suffering severe
asthma attacks than those with higher levels of the vitamin. They explained
that vitamin D is a principal controller of innate immunity with the production
of antimicrobial peptides able to kill viruses, bacteria and fungi. It exerts
inhibitory effect on the inflammatory response to viral infections. Similar
results were obtained by Laurie,(32), who found that low vitamin D levels were
significantly associated with elevated total IgE which is one of the markers of
atopic sensitization and elevated eosinophil count which is increased in
allergy.

Results of the current study show that there was significant higher family
history of bronchial asthma, higher history of allergic rhinitis in asthmatics
compared to control group. Similar to our results, Yagawa et al.,*” found that
airway responsiveness was increased in infants with a family history of
asthma. Also van der Werff et al,*" found that a family history of atopic
diseases and allergic sensitization were predictors for asthma development.
This can be explained by the fact that atopic sensitization is a risk factor for the
development of upper and lower respiratory symptoms.m) Genetics also play
an important causative role, as indicated by familial aggregation and the
identification of candidate genes and chromosomal regions linked to asthma
risk. Using a positive family history of asthma to identify children at increased
risk could provide a basis for targeted prevention efforts, aimed at reducing
exposure to environmental risk factors. @

Results of the current study show a lower sun exposure in patients
compared to control group. The primary source of vitamin D is from the skin’s
production upon exposure to sunlight; secondary sources are eating vitamin D-
tich and vitamin D enriched foods.*” Similar to our study Uysalol et al.®
study showed that asthmatic children had less exposure to sunlight compared
to control group (p <0.001). This is explained by the fact that families wanted
to keep their children at home for fear of an asthma attack if they went
outdoors or engaged in physical activities. Bener et al.,(m found similar results
(p= 0.006). On the other hand, Bose et al.*” found no significant difference
between asthmatic children and control sun exposure with approximate three
hours of exposure to sunlight per day (p= 0.49); however, the children in that
study were dark- skinned and lived in an urban environment.

The present study showed that 20 (33.3%) patients were under weight, 28
(46.7%) normal weight and 12 (20%) obese while controls were 32 (53.3%)

under weight, 26 (43.3%) normal weight and 2 (3.3%) obese respectively.
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Table (3) Comparison between Cases and controls as regards blood Eosinophilic count:

Control Group (60) Patient Group (60) Sig.
[Eosinophilic Count Mean+SD Mean+SD Z  |P-Value
(Cells/Mm’) 357.97+284.05 131.80£143.13 -5.023 |0.000 HS|

Table (3) shows a significant high levels of blood eosinophil count of

patients than controls Fig. (4)

Figure (1) Height percentiles in patients and control groups.
Figure (1) shows that height centiles were lower in patients than controls.
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Fig (4) Comparison between asthmatic and control groups as regards blood Eosinophilic count
Table (4) Comparison between Cases and controls as regards serum alkaline phosphatase

levels
Control Group Patient Group Sig.
N (%) N (%) X* | P-Value
High 54 (90%) 22 (36.7%)
Alp (Tu) 28.35 0.000 HS
Normal 6 (10%) 38 (63.3%)

Table (4) shows that Mean serum level of alkaline phosphatase was

significantly higher in patients than controls Fig. (5)

Figure (2) Body mass index (BMI) in patients and Controls.

Figure (2) shows that BMI centiles were higher in patients than controls.

There were significantly low serum levels of vitamin D in patients than
controls was detected Table (2).

There were significantly high levels of blood absolute eosinophilic count
was detected in patients than controls Table (3).

There were significantly high levels of serum alkaline phosphatase in
patients than controls Table (4).

Serum level of calcium was normal in patients and controls with no

significant difference Table (5).
Table (2) Comparison between Cases and controls as regards serum vitamin D levels:
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- - Figure (5) Comparison between asthmatic and control groups as regards serum ALP.
Control Group (60) Patient Group (60) Sig. Table (5) Comparison between Cases and controls as regards serum calcium levels
Serum Vitamin D Mean+SD Mean+SD t  |P-Value Patient Group(60) Control Group(60) Sig.
(Ng/M1) 26.98%6.59 42.6717.26 9.950 10.000 HS Mean+SD MeantSD t P-Value
Table (2) shows a significant low serum levels of vitamin D in patients Calcium(Mg/DI) 9.6+0.44 9.740.42 1.05 ]0.299NS
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Table (5) shows that Serum calcium levels were normal in patients and

controls with no significant difference Fig. (6).

Figure (3) Comparison between asthmatic and control groups as regards serum Vitamin D.

10

Control

Patient

Figure (6): Comparison between asthmatic and control groups as regards serum calcium.
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Introduction:

Vitamin D is a steroid hormone essential for calcium homeostasis and
maintenance of bone health."” There are also other benefits of vitamin D that
have been reported.(z) Autocrine and paracrine effects of vitamin D are
becoming increasingly recognized, and may also play a role in critical illness.”)

Vitamin D is produced in the skin through a photolytic reaction of 7-
dehydrocholesterol induced by ultraviolet B radiation (290- 315) nm. It also
occurs naturally in foods. The metabolite formed in the skin and the vitamin D
absorbed in the gut must be hydroxylated in the liver to form 25-
hydroxyvitamin D ([25(OH)D)] and then hydroxylated in the kidney to form
1,25- dihydroxyvitamin D (1,25(OH)2D).(4) After these transformations,
vitamin D is a biologically active substance, a hormone that is chemically akin
to steroid hormones. The main function of vitamin D in the body is to regulate
calcium and phosphorous homeostasis, a process essential for bone
mineralization.”) Vitamin D deficiency is known to lead to secondary
hyperparathyroidism, which causes rickets in children and osteomalacia and
osteoporosis in adults.®

Ginde et al.” suggested the role for vitamin D in innate immunity,
including the prevention of respiratory tract infections. Liu et al.®) showed that
the action of vitamin D was a key link between Toll- like receptor (TLR)
activation and antibacterial responses in innate immunity. They showed a
dose- dependent up- regulation of one known antimicrobial peptide
(Cathelicidin) in human monocytes. Clarification of the role of vitamin D in
relation to infections, such as acute respiratory tract infections, deserves a high
priority.”) Furthermore, vitamin D is known to play a role in the human

810 and pulmonary function."”

antimicrobial response(
Vitamin D deficiency has been shown to be a risk factor for several chronic

diseases.”) Vitamin D exerts many of its effects through contact with vitamin

D receptors, which have been found in a variety of cells, including lung cells

and many cells of the immune system."?

Aim Of The Study:

To assess serum level of vitamin D in a sample of Egyptian asthmatic
children and determination of the impact of vitamin D deficiency on disease
severity.

Subjects And Methods
This study is a case control study done on 120 children, sixty asthmatic

patients aged from (6 -12) years, who were attending the Pediatric Chest

Clinic, Children’s Hospital, Faculty of Medicine, Ain Shams University during

the period from March 2012 to September 2012 and sixty healthy children, age

and sex matched served as a control group. Signed approval consents were
taken from parents.

1. Patients group: it comprised 60 asthmatic children, the patients group was
sub- classified according to asthma severity into 3 subgroups (GINA,
2011): @

a. Subgroup : patients with mild persistent asthma.

b. Subgroup II: patients with moderate persistent asthma.

c. Subgroup III: patients with severe persistent asthma.

d. Control group: it comprised 60 healthy children age and sex matched

with group A.

2. Inclusion Criteria:

a. Children with persistent asthma (Mild persistent, Moderate persistent

and Severe persistent asthma).
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b. Asthmatic children aged from 6 to 12 years.
3. Exclusion Criteria:
a. Children with mild intermittent asthma.
b. Children suffering from co- existing chronic disease (e.g. D.M.,
Rheumatic fever, etc).
All cases were subjected to the following:
1. Complete history taking and thorough clinical examination laying stress
on chest examination.
2. Spirometry (Lemanske and Busse, 2010).(13)
3. Laboratory Investigations:
a. Complete blood count (CBC) using coulter counter (T660 Coultronics,
France) with total and differential leucocytic count, eosinophil count.

b. Serum calcium, phosphorus and alkaline phosphatase using
photometric method using kits purchased from Human Gmb H- 65205
Wiesbaden- Germany according to the manufacture’s instruction.

c. Serum 25 OH- vitamin D level was measured using ELISA by 25- OH
vitamin D EIA Kit (EPBE).

d. From each child of the present study, three milliliters of blood were
collected. The sample was centrifuged and the serum was stored in- 20
°c till the time of analysis. The serum collected was used to determine
the serum level of 25 OH- vitamin D, serum level of calcium,
phosphorus and alkaline phosphatase.

Statistical Analysis:

All studied statistical methods were performed using SPSS. All numeric
variables were expressed as Mean £ SD.
Results:

This study was conducted in 120 children, 60 patients suffering from
bronchial asthma, with a mean age of 8.60%2.10 years, 39 (65%) males and 21
(35%) females. 60 children (36 males and 24 females) with a mean age 8.70%
2.24 years were enrolled as a control group.

There was no significant difference between patient and control groups
regarding age, sex, parental smoking and the presence of a history of rickets.

There was a positive history of bronchial asthma, allergic rhinitis and
lower frequency of sun exposure in patients as compared to control group
Table (1)

The height was significantly lower in patients than controls Fig. (1) and

BMI was significantly higher in patients than controls Fig. (2).
Table (1): Demographic data of the studied groups

Patient Group (60) | Control Group(60) | Sig.
MeantSD MeantSD t P- Value
Age In Years 8.60+2.10 8.70£2.24 -0.208 {0.836 NS
N (%) N (%) X |P-Value
Males 39 (65%) 36 (60%)
Gender 0.215 |0.643 NS
Females 21 (35%) 24 (40%)
Family History Of| +Ve 30 (50%) 2(0.3%)
. 19.289 {0.000 HS
Bronchial Asthma| - Ve 30 (50%) 58 (99.7%)
) +Ve 30 (50%) 24 (40%)
Parental Smoking 0.803 0.370 NS
- Ve 30 (50%) 36 (60%)
History Of +Ve 22 (36.7%) 4(0.6%)
e 9.204 {0.002 HS
Allergic Rhinitis | - Ve 38 (63.3%) 56 (99.4%)
+Ve 30 (50%) 54 (90%)
Sun Exposure 13.78 |0.000 HS
- Ve 30 (50%) 6 (10%)
History Of +Ve 8(13.3% 10 (16.7%
o (335 AT+ 0179 g ns
Rickets - Ve 52(92.7%) 50(83.3%
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Abstract
Background: vitamin D has an important role in innate immunity, including the prevention of respiratory tract infections. Vitamin D exerts
many of its effects through contact with vitamin D receptors, which have been found in a variety of cells, including lung cells and many cells of the
immune system
Objective: TO evaluate of the role of vitamin D in bronchial asthma.
Subjects and Methods: The study was conducted on 120 children (60 asthmatics and 60 healthy controls) during the period of from March
2012 to September 2012. Patients were attending the Pediatric Chest Clinic, Children’s Hospital, Faculty of Medicine, Ain Shams University.
Serum 25 hydroxyvitamin D level was done by ELISA in both patients and controls.
Results: The mean value of serum 25- OH vitamin D of patients (26.9816.59 ng/ ml) was significantly lower than that of controls (42.67+7.26
ng/ ml) (p value <0.01). Vitamin D level decreases with increased asthma severity.
Conclusion: The mean serum 25- OH vitamin D of patients group was significantly lower than control group. Lower levels of serum vitamin D
are associated with increased asthma severity.
Keywords: Serum 25 OH- vitamin D, vitamin D deficiency, bronchial asthma, Children.
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