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I L1
Publication Conditions

Inasmuch as Al-'Bahir- effulgent- Abualfadhal Al-'Abbas cradles his
adherents from all humankind, verily Al-Bahir journal does all the original
scientific research under the conditions below:

1. Publishing the original scientific research in the various scientific sciences
keeping pace with the scientific research procedures and the global common
standards; they should be written either in Arabic or English .

2. The research should not be published before under any means .

3. The research should adhere the academic commonalties; the first page
maintains the title, researcher name /names, address, mobile number under
condition that the name, or a hint, should never be mentioned in the context
and keywords should be written in Arabic and English as there is an abstract
in Arabic and English.

4. The Research studies should be delivered to us either via Journal website
http://albahir.alkafeel.net , after filling the two standard format the first with
the name of the researcher and the second without in Word .

5. The page layout should be (2)cm .

6. The font should be of (16 bold),Time New Roman, subtitles of (14 bold) and
also the context.

7. The space should be single, indentation should not be, as 0 before, 0 after
and no spacing, as 0 before, 0 after.

8. There should be no decoration and the English numeral should proceed to
the last text.

9. Any number should be between two brackets and then measurement unit,
for instance: (12) cm .

10. All sources and references should be mentioned at the end of the article
and categorized in conformity with Modern Language Association (MLA) ,
for instance :

Name of Author/ Authors, Journal Name Volume Number (Year) pages from
- to.

Similarly done in the Arabic article withy a proviso that superscript should be
employed.

11. There should be a caption under a diagram in 10 dark, Arabic and English;

for instance:
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Title or explanation; number of the Fig.

Similarly done with tables.

12. Diagrams , photos and statics should be in colour with high resolution
without scanning.

13. The marginal notes, when necessary, should be mentioned at the end of the
article before the references.

14. Wherever there is the word “ figure” should be abbreviated as Fig. and table
should be Table.

15. The pages never exceed 25 pages.

16. The Formulae should be written in Math Type.

17. All the ideas and thoughts reveal the mindset of the researcher not the
journal and the article stratification takes technical standards.

18. All the articles are subject to :

a- The researcher is notified that his paper is received within 14 days in
maximum.

b- The article is to be sent to the researcher as soon as it does not meet the
requirement of the publication conditions.

c- The researcher is notified that his article is accepted.

d- The articles need certain modification , as the reviewers state, are sent to the
researchers to respond in a span of a month from the date of dispatch.

e- The researcher is to be notified in case the article is rejected.

f- The researcher is to be granted an edition containing his article.

19. Priorities are given in concordance to :

a. The articles participated in the conferences held by the publication institute.
b. The date of receiving.

c. The date of acceptance.

d. The importance and originality of the article.

e. The diversity of the fields the articles maintain in the meant edition.

20. The researchers should appeal to the modifications the language and
scientific reviewers find in the articles.

21. The researcher should fill the promise paper having the publication rights of
the Scientific Al-Bahir Journal and adhering to integrity conditions in writing

a research study.
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In the Name of Allah

Most Compassionate, Mort Merciful

Edition Word
O Allah, my Lord

Cast felicity in me, facilitate my cause and unknot my tongue
to perceive my speech , thanks be upon Him the Evolver of the
universe and peace be upon Mohammad and his immaculate and
benevolent progeny .

A fledged edition of Al-Bahr , peer reviewed scientific
journal, embraces a constellation of research studies pertinent to
engineering and natural sciences we do hope to overlap a scientific
gap the specialists observe as an academic phenomenon worth
being under the lenses of the researchers, that is why there is
diversity in the studies to meet the requirements of the journal
readership . For the journal, now, comes to the fore , at the efforts
of the editorial and advisory boards and the researchers who strain
every sinew to publish in Al-Bahr, to be global as to be published in
an international publishing house in line with the global scientific
journals.

On such an occasion we do pledge the promise of fealty and
loyalty to those who observe our issues with love and heed in the
International Al-'Ameed for Research and Studies , Department
of Cultural and Intellectual Affairs in the Holy Al-'Abbas Shrine
and the strenuous endeavour to cull whatever invigorates the
scientific interaction and academic research in Iraq and worldwide
to create a new generation keeping pace with the development of
the current scientific phase and to lay the hands of the researchers,
nationwide and worldwide, upon the desired missions.

Thanks be upon Him ,the Evolver ad infinitum .
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Abstract

Tumor protein (53) P53 is a member of family of proteins responsible for many
processes such as preventing cancer by controlling cell cycle, programmed cell death
(apoptosis), stress response, DNA repair and gene expression. It’s found that p53 have
many codons that may be subjected to mutation by many factors and these mutation
may lead to cancers in many systems of human body.One of most important sites of
mutation responsible for cancer development is codon (72) because it located on exon
(4).Codon (72) has three polymorphisms which are R/R, R/P and P/P according to argi-
nine substitution with proline in the proline’s rich area.The present study aimsto study
the distribution of codon (72)polymorphisms in Kerbala population and impact of many
risk factors such as smoking, diseases with genetic extension such as diabetes mellitus
and hypertension in addition to another factor such as age, residency, academic achieve-
ment and gender on polymorphism of codon (72) of p53.0Our study showed there is only
two types of codon (72) polymorphisms has been found in our cases, which are R/R
and R/P, P/P alleles not found in studied population. The results also revealed that no
strong association between one type on codon (72) polymorphisms and the studied risk
factors, such as smoking, diseases with genetic causation (such as diabetes mellitus
and hypertension) and other factor such as age, residency, academic achievement that
we are study. The correlation coefficients (r) were as the following; the smoking status/
polymorphism (r=0.07141);education /polymorphism (r=0.10955); age /polymorphism
correlation (r=-0.0636); and gender /polymorphism (r=0.1).

Keywords
P53, codon (72) polymorphisms and mutations.
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1. Introduction

The relationship between smoking and
cancer firstly noted by the German physician
Fritz Linkint in (1929) he found linke be-
tween lung cancer and smoking [1]. This re-
lationship had been studied from many sides
to discover a possible mechanisms by which
smoking may cause cancer and these studies
demonstrated two theories. The first theory
is the poisons found in cigarette smoke may
weaken body immune system, making it hard
to kill spontaneously generated cancer cell.
When this happen cancer cell keep uncon-
trolled growing without being stopped|2].

Thesecond theory, is the poison in tobacco
smoke may damage or change DNA of cell.
More specifically tobacco smoke is the main
cause of P53 gene (tumor protein 53) muta-
tion, which is an important gene responsible
of preventing cancer cell evolving through
cell cycle arrest [3].

According to the second theory the rela-
tionship between smoking and cancer has
been developed to include several parts of
body in addition to lung such as the tongue,
mouth, throat, nose, nasal sinus, voice box,
esophagus pancreas, stomach, liver, kidney,
bladder, ureter, bowel, cervix, ovary, and bone
marrow[4].

The aim of current study is to find the dis-
tribution of particular mutation in P53 gene
in smokers in comparison with non-smokers
population of Kerbala city, using molecular
techniques. Furthermore, the present study

aims to find out how these mutations are af-

fected by many factors such as smoking sta-
tus, gender, some disease, nationality and

many other factors.

2. Materials and Methods

One hundred and thirtythree healthy
peoples,collected from Al-Husain medical
city and from the College of Pharmacy —Ker-
balaUniversity. Bloodsamples have been col-
lected from both smokers and non-smokers.
The Kerbala city divided to three parts in-
cluding city center, Jazeera and Hydraya in
addition to Alhusynea and outside Kerbala.A
full questionnaires were obtained from each
participants, the questionnaires contains ques-
tions aboutage, sex, present smoking, for-
merly smoking, residency, diseases, national-
ity and academic achievement.Whole bloods
DNA were extracted using automated method
described by Bioneer Company usingExipro-
gen Kkit.

Polymerase Chain Reaction of P53 Co-
don (72)Polymorphism done to detect the
presence of codon (72)polymorphisms in the
blood samples.Amplification reaction mixture
and agarose gel electrophoresis done as dem-
onstrated byNishino et al., (2014)[5].Agarose
gel was prepared by dissolving (1.5) g of aga-
rose powder in (100) ml of (1x) TBE buffer
(pH 8) in boiling water bath.

The statistical analysis of the obtained data
was analyzed with Excel software (2010) to
calculat the correlation of studied factors with
pS3 genotypes.
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3. Results

The results of current investigation con-

cerning association between p53 codon (72)

allelic polymorphism and risk factors are ex-

plained in the following Tables. TheseTables
share same result for homozygous P/P allele
which was zero in all cases of the present
study.

Table (1): Distribution of P53 codon (72)allelic polymorphism according to smoking status

smoking status RR n(%) RP n(%) PP n(%) Total
Smokers 47 (41.96) 7(33.3) 0 54
Non smokers 53(47.3) 12(57.1) 0 65
Former smokers 12(10.7) 2(9.5) 0 14
Total 112 (100) 21 (100) 0(100) 133 (100)

Table(1) shows that smoking status has no spectively while in non-smoker the result was
significant association with codon (72)poly- (47.3%). The R/P alleles results was (33.3%)
morphisms, so that R/R alleles was (41.9%) and (9.5%) in smoker and former smoker respec-

and (10.7%) in smoker and former smoker re- tively and the result in non-smoker was (57.1%).

Table (2): Distribution of P53 codon (72)allelic polymorphism according to gender

Gender RR n(%) RP n(%) PP n(%) Total
Male 70(62.5) 9(42.8) 0 79

Female 42(37.5) 12(57.1) 0 54
Total 112 (100) 21 (100) 0(100) (100) 133

Table(2)presented the association between for males and females respectively and the re-

codon (72)alleles and gender which explained sults of R/P alleles (42.8%) and (57.1%) for

that results of R/R alleles (62.5%) and (37.5%) males and females respectively.

Table (3): Distribution of P53 codon (72)allelic polymorphism according to job

Job (%)RR n (%)RP n (%)PP n Total
Master degree (5.3)6 (9.5)2 0 8
Housewife (26.7)30 (33.3)7 0 37
Student (5.3)6 (19)4 0 10
Helpless (1.7)2 (0)0 0 2
Unemployed (17.8)20 (9.5)2 0 22
Worker (3.5)4 (0)0 0 4
Wage earner (16.9)19 (14.2)3 0 22
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Office job (22.3)25

(14.2)3 0 28

Total (100) 112

(100) 21 (100)0 (100) 133

To show the effect of job on co-
don (72)alleles,Table(3) give a clear pic-
ture about this effect. The R/R alleles re-
sults  was  (5.3%),(26.7%),(5.3%),(1.7%),
(17.8%),(3.5%),(16.9%) and (22.3%) for mas-

ter, housewife, student, helpless, unemployed,
worker, wage earner and office job respective-
ly while the results of R/P alleles were (9.5
%),(33.3%),(19%),(0%),(9.5%),(14.2%) and
(14.2%) by same arrangement above.

Table (4): Distribution of P53 codon (72)allelic polymorphism according to residency

Residency (%)RR n (%)RP n (%)PPn Total
City center (14)16 (14)3 0 19
Jazeera (34)38 (38)8 0 46
Hydarya (30)34 (24)5 0 39
Alhusynea (1719 (19)4 0 23
Outside kerbala (4)5 5)1 0 6
Total (100) 112 (100) 21 (100)0 (100) 133

The geographic distribution impact on codon
(72)polymorphisms was explained by Table(4)
and where Kerbala city divided to three parts city
center, Jazeera and Hydarya in addition to Alhusy-

nea and outside Kerbala. The R/R alleles results
were (14%), (34%), (30%), (17%) and (4%) re-
spectively while the results of R/P alleles (14%),
(38%), (24%), (19%) and (5%) respectively.

Table(5): Distribution of P53 codon (72)allelic polymorphism according to disease status

Disease status (%)RR n (%)RP n (%)PP n Total
No disease (59.8)67 (80.9)17 0 84
Diabetes mellitus (6.25)7 (0)0 0 7
Hypertension (24.1)27 (14.2)3 0 30
Diabetes mellitus and hypertension (9.9)11 4.1 0 12
Total (100)112 (100)21 (100)0 (100)133

Some chronic diseases association with
codon(72)polymorphism in comparison with
healthy status was explained by this Table and
Fig. and the results of R/R alleles were (59.8%)
for healthy person and (6.25%), (24.1) and (9.8%)

for diabetes mellitus, hypertension and for dia-
betes mellitus and hypertension respectively
while the results forR/P alleles were (80.9%) for
healthy person and (0%),(14.2%) and (4.7%) re-

spectively according to above arrangement.

AL-Bahir Quarterly Adjudicated Journal for Natural and Engineering Research and Studies
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Table(6): Distribution of P53 codon (72)allelic polymorphism according to age

Age (%)RR n (%)RP n (%)PP n Total
<years 15 (4.4%)5 (4.7%)1 0 6
years 16-30 (34.8%)39 (28.5%)6 0 45
years 31-50 (36.6%)41 (52.3%)11 0 52
years 51-80 (24%)27 (14.2%)3 0 30

Total 112 21 (100)0 133

(72)polymorphism shown in Table (5) and Fig.
. (1), the population classified into four groups of
age and the results were as the following the R/R
alleles (4.4%), (34.6%), (38.8%) and (24%) for
RIR (15) years, (16-30) years, (31-50) years and (50-
- 80) respectively while the results for R/P alleles
Fig. (1): Distribution of P53 codon (72)allelic poly- \ya5 as following (4.7%), (28.5%), (52.3%) and

morphism according to age. (14.2%) for (15) years, (16-30) years, (31-50)

years and (50-80) respectively.

The association between the age and codon

Table(7):distribution of P53 allelic polymorphism according to tobacco consumption

Tobacco consumption RR n(%) RP n(%) PP n(%) Total
Non smokers 66(58.9%) 11(52%) 0 77
Heavy smokers 19(16.9%) 4(19%) 0 23
Very heavy smokers 27(24%) 6(28%) 0(100) 33
Total 112 21 133
0 RIP (24%) for non-smokers, heavy smoker and
: e I\ very heavy smokers respectively,the results
zz for R/P alleles were (52%),(19%) and (28%)
1 Bl for similar arrangement above.

Fig. (2): Distribution of P53 codon (72)allelic poly- \;L‘—\—;

morphism according to tobacco consumption

By the Table (2) and Fig. (2) the relation- 5‘:’5%aéé‘m’iﬁifffif“”HH*’”
ship between the tobacco consumption and _
codon (72)alleles resulted with R/R alleles
were as the following (58.9%), (16.9%) and

Fig.(3): Distribution of P53 codon (72)allelic poly-
morphism according to education
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Table(8): Correlation coeffi-
cient of several studies risk factors
with allelic polymorphism of p53 codon (72)

Risk factors Correlation coefficient
Tobacco consumption -0.0549
Education 0.10955
Age -0.0636
Smoking status 0.07141
Gender 0.14585

4. Discussion

The p53 protein has many fields to show
its roles in apoptosis, cell cycle regulation,
stress response, DNA repair and gene expres-
sion [6]. A three polymorphisms of codon
(72)have been found around the world which
are Arginine/Arginine, Arginine/Proline and
Proline/proline the later one have small per-
centage when compared with the two former
polymorphisms.This polymorphism resulted
from the substitution of amino acid arginine
to proline in the proline rich area of p53 [7].

In addition, Iranian researcher tried to find
out the association between stomach can-
cer and codon (72)polymorphism and they
showed that the distribution of P/P polymor-
phism is less than of distribution of R/R and
R/P polymorphism their results was (10%)
for P/P, (36%) for R/P and (54%) for R/R[8].

Furthermore, the fact of low distribution of
Pro/Pro polymorphism also demonstrated by
Japanese study tried to bond pancreatic cancer
with codon (72)polymorphisms, where the re-
sults showed only (3%) of cases studies is P/P
alleles in (446) cases (7). The differences of

distribution in polymorphism may be caused
by ethnic extension [9].

However, the current investigation dem-
onstrated that the percentage of P/P alleles is
zero the reason behind this result may be the
number of cases under the study is relatively
small (133 cases) when compared with other
studies around the world. Other researchers
demonstrated results differ from current study,
where the percentage of P/P alleles high such
as [10], the result was (41%) from (142) cases.
In addition, the results of current investigation
showed weak association between codon (72)
polymorphisms and studied variables such as
age, gender, smoking, tobacco consumption,
residency and diseases.

In addition, the result of correlation be-
tween smoking and non-smoking with co-
don (72)polymorphism were explained by
Table (1), from this Table it is obvious that
the distribution of codon (72)polymorphism
between smokers and non-smoker is random
and there is no strong association between
one type of polymorphisms and smoking sta-
tus these results have been confirmed by other
studies around the world such as [7], the re-
sults refer to randomly distribution of codon
(72)polymorphism between control cases , a
similar results have been noted by Indian re-
searches [11].

In other hand, the association between co-
don (72)polymorphisms and gender showed
by Table (2), two types of polymorphism are
distributed randomly between males and fe-

males these results have been confirmed by
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many studies around world such as [12]. In
Table (3) the impact of life style throughout
job on codon (72)polymorphisms were ex-
plained, no one type of job have a strong rela-
tionship with one type of polymorphisms, this
relationship have not been studies by other
researchers so there is no result can be com-
pared with current study. By investigation the
residency of cases to find out the relationship
between social life impact on distribution of
codon (72)polymorphisms so the Kerbala city
divided to three parts including city center,
Jazeera and Hydraya in addition to Alhusy-
nea and outside Kerbala. And afew number
of cases from outside Kerbala and most of
the cases was from city so this reflect on re-
sults in Table (4) which shows the association
between residency and codon (72)polymor-
phism, many studies tried to find out the as-
sociation between geographic distribution and
codon (72)polymorphisms such as [13] the
geographic distribution linked to some type of
codon (72)polymorphism attributed to ethnic
differences. These results confirmed the result
of current study that lead to absence of P/P
polymorphism because it done on small scale
included only the people they lives at Kerbala
city where, most of the samples taken belong
to same ethnic groups.

The results inTable (5) which shows the as-
sociation between some chronic disease such
as diabetes mellitus, hypertension and distri-
bution of codon (72)polymorphisms in com-
parison with healthy individual, because most
cases studied by current study was healthy in-

dividual so that the results referred to that there
1s no strong association between codon (72)
polymorphism and disease status, the results
from other studies such as relationship of co-
don (72)polymorphisms with change in blood
pressure by Reilinget al., (2012) [14], shows
that P/P polymorphism have a good relation-
ship with high blood pressure while there is
no significant correlation between blood pres-
sure and R/R or R/P polymorphisms. The
correlation between diabetes mellitus and co-
don (72)polymorphism have been studies by
many researchers [ 15], when they tried to find
out a role of p53 codon (72)polymorphism
in the susceptibility to type (2) diabetes in
overweight subjects. A study in patients with
cardiovascular diseases the referred to good
correlation between diabetes with R/R poly-
morphism while no significant correlation
with P/P or R/Rpolymorphism while there is
different results similar to current study have
done by (16), when they studies the correlation
between coronary artery disease and diabetes
with codon (72)polymorphisms these study
shows no significant correlation between any
polymorphism and diseases.

In addition, Fig. (3) shows the relation-
ship between the codon (72)polymorphisms
and education because most cases of current
investigation have low level of education so
the results showed deviation of two type of
polymorphism toward this side of chart and
no one of education level have significant
correlation with any one of polymorphisms.

And this variable has not been investigat-
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ed by other researchers yet to compare with
Kerbalapopulationys results.

In other hand the association between the
codon (72)polymorphisms and age explained
by Table (6), the results shows randomly
distribution of polymorphism and no one of
polymorphism have strong correlation specif-
ic age group and such results have been con-
firmed by other researchers around the world
[12,15].

Table (7) shows the relationship between
the codon (72)polymorphism and tobacco
consumption and the results shows a ran-
dom distribution codon (72)polymorphism
between nonsmoker, heavy smoker and very
heavy smokers these results have been con-
firmed by other studies around the world such
as 7, 11].

In Conclusion, according to current study
results its concluded that P53 codon (72)
polymorphismsdistributed randomly accord-
ing to studied risk factors.And the P53 pro-
line/prolineallele)s ratio in Kerabla popula-
tion is low as several other parts of worlds.It is
not likely that P53 codon (72)polymorphisms
participate directly in studies diseases in-
cluding (diabetes mellitus and hypertension).
Itysrecommended to study the association of
other polymorphisms in P53 with current risk
factors and diseases.
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