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Abstract

Veto in the security council After the permanent
members of the united Nations security council
controlled the fate of the world Saluting awarded the
united nations cheater really Devoted to their interests
making the world today In front of real adilema desire
of the mgority of Countries in the world to amend the
united nations charter of the changes made to it , but
this desire Faced super difficulty abondeued due to
lack of Major countries for their privileyes and make
the call to change is going round in empty Circles ,
instead of the exercise of these countries On the main
a chtsasataa concerning the maintenana of peace and
security in the world Led to the outbreak of wars and
confhits For many countries hit partilulerly artched
Countries on its mind which did not found it In the
vnited in atiory and its security Council only glimmer
of hope way forced to perhaps find a solution to
recover some of their rights vsurped Rather than the
security council face of all international dispules very
carefully ,In order to protect the peoples of the world
From the effects of armed conflicts acte Increased the
severity of wars between states And the creation of an
internationad an anomaly And an international deal
with disputes in double,For that intervention in the
couflict gave it the importance it deserves while not
leaving tendencies task did not take necessary
Measures as May be necessary for this to be the need
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to claim All lountries of the world trying to edit the
Security council system to save and applied justice
between all.
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Abstract
Lead informal institutions in the Turkish political
system has an important role in public policy-making
process directly or indirectly.
The role of informal institutions comes along official
institutions in the making of the Turkish policy, where
the manufacturing process to Atagaf at official and
legal limits of the political system, but there arein turn
the community's role to fill contains categories and
sectors of the social, economic and political work in
order to pursue their interests, so the role of those
groups and sectors serve as a pressure factor and
control over the Turkish official political system,
ingtitutions, and thus stimulate these ingtitutions to
achieve their goals, so the unofficial contact between
the political system and its official institutions and the
community by working to transfer the demands of the
community to the political system and the pursuit of

those institutions achieved through the work of
influencing the official institutions.
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The Dilemma of the Human Nature
Hovering between Civilization and
Savagery in Lord of the Flies:

A Psychoanalytic Study

Ziead Dhirgham M ahmoud
Department of English
College of Arts

Al-lragia University

Abstract

Lord of the Fliesis written by the British writer
William Gerald Golding, who is the winner of the
Nobel Prize for literature. It is a significant
philosophical novel.

The book explores the serious topic of evil
human nature by describing the children’s innocence.
In the story, Golding puts those children in an isolated
island, which is far away from the civilized world and
without adults’ control. The evil nature of human
beings explored with children without the rule of
civilization. Children’s changing from good to evil, is
actually the outbreak of the primitive wildness.

This paper mainly focuses on the evil human
nature by analyzing and studying children’s
psychology and behavior and the use of unique
symbolism. It also analyses their changing from good
to evil, civilization to savagery or barbarism. And we
could find out people’s confusion and wandering
between good and evil. Through deep and thorough
analysis, we could figure out the flaws of human
themselves, and expose its reasons and resullts.
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Part |

1.1 Introduction

1.1.2 William Gerald Golding: A Biographical
Sketch

Sir William Gerald Golding (1911-93), was born
in Cornwall, England. Symbolic novelist, writer of
fables about human condition. Studied science and
English literature at Oxford. Naval officer in World
War Il. Taught in boys’ school (1945-60). Studied
Greek classics. Awarded Nobel Prize for literature
(1983). Author of The Inheritors (1955), Pincher
Martin (1956), and other works. Golding presents the
problem of restraining humankind’s destructive
instincts.

Golding always dreamed to be like the characters
in the fables and stories that he read. The setting for
the island in Lord of the Flies and the names Simon,
Ralph and Jack have been taken from Coral Island.
“They held me rapt” ). Golding once said of the
books that he read, “l dived with the Nautilus, was
shot round the moon, crossed Darkest Africa in a
balloon, descended to the center of the earth, drifted
in the South Atlantic, dying of thirst... It always sent
me indoors for a drink — the fresh waters of the
Amazon.”?

Golding joined the Royal Navy when World War
Il began in 1939. He was a live witness for the actions
against the German warships, he was in an antiaircraft
and antisubmarine operations. In 1944 he was involved
in the D-Day naval support for landings on beaches of
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Normandy. According to Bernard Oldsey, “The war
appears to have been an important influence on
him.” ®. His experience at war changed his view
about man-kind’s nature because of the atrocities came
with war that changed his view and made him sure that
there is a very evil and dark side in man. “The war,”
he said, “was unlike any other fought in Europe. It
taught us not fighting, politics or follies of
nationalism, but about the given nature of man.” ®

The characters, Ralph, Piggy, Jack and Simon in
Lord of the Flies are so real because Golding was
affected by his life when he was teaching in a boy’s
school after the war finished. So, his war experience,
reading the classics and his deep view inside the
human nature, paved his way to write this novel. C.B.
Cox wrote, “Lord of the Flies is probably the most
important novel to be published in this country in the
1950s. A story so explicitly symbolic as this might
easily become fanciful and contrived, but Golding
has mastered the art of writing a twentieth-century
allegory ... a gripping story which will appeal to
generations of readers.” ®

Lord of the Flies was not considered to be a
successful story. It got its popularity in 1960 when the
students at college, schools and critics started to
believe in Golding’s talent. He is considered to be a
controversial writer because some consider his writing
as a didactic and a bombastic one, others do believe
that he isthe greatest English writer of our time.
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Golding was awarded the Nobel Prize for
literature in 1983, which is given not for a specific
volume but for the body of his work. Many believed
that he deserved such arecognition for his great work.
1.1.3 Lord of the Flies

Lord of the Flies was published in 1954, and
gained a great status around the world. It tells that in
the remote future, due to the nuclear war, an airplane
with alot of children will be crashed on a deserted and
very beautiful coral island. There is no grown-up on
this fabulous island. At the beginning, they want to
build a small civilized society by helping each other.
However, children are ultimately divided into two
hostile and aggressive camps. the first one symbolizes
justice and civilization represented by Ralph; the
second one symbolizes brutal and evil spirit
represented by Jack. In the process of fighting against
nature, wildness and force, Ralph isin a dangerous and
critical situation because of the death of Simon and
Piggy. In the end, in order to avoid his authority from
being violated by Ralph at all costs, Jack sets afire on
the island in which the children have to survive in
order to live. The fire amost destroys the whole island
and the human nature thoroughly dies out. Lord of the
Flies “was worked out carefully in every possible
way. ®
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2. 1 Good Human Natur e under the Domination of

the Cultured Society
2. 1.1 The Extension of Innocence and Purity

When the boys are first isolated on that deserted
island, they behave what children should be. They are
often emotional, sensitive and alternate between
expressing profound homesickness and fear and
enjoying their freedom. Therefore, the isolated island
IS identified in the early chapters as a kind of heaven,
fresh fruit and superb weather. At the beginning, the
children are all very innocent about everything on the
island. As children, they don’t know much about the
war and are not aware of their critical situation.
However, in the opinion of the children, everything on
theisland is very beautiful and attractive.




255 .
......................... ol acall cerniieninnn Anolond| el b A Ao

“Toward noon, as the floods of light fell more nearly
to the perpendicular, . . . Strange things happened at
midday. The glittering sea rose up, moved apart in
planes of blatant impossibility; . . . Piggy discounted
all thislearnedly asa “mirage”” "

The described details by Golding made the scene

very eye-catching and attractive. Now we, as an adult,
would be attracted by this scene. The boys are hungry
to discover al things on the isolated island. They want
to play freely, because no one will stop them as they
are the masters of this isand. We know that small
children are willing to be in the play and they are so
easy to be satisfied with. They would cry for being
away from family and homesickness, and after awhile,
they may be happy, singing and dancing.
“They accepted the pleasures of morning, the bright
sun, the whelming sea and sweet air, as a time when
play was good and life so full that hope was not
necessary and therefore forgotten.” ®

We could see that children behave what they
want to and make no secret of their feelings. They are
excited about where they are, what they have seen and
how they could play. Their life is full of free time so
they feel bored, as a result, they play with each other,
go for swimming or pick-up wild fruits. In other
words, they will do things as they want to, aslong asit
IS interesting.

“This was fascinating to Henry. He poked about with
abit of stick . . . And the afternoon sun emptied down
invisible arrows.” ©
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Basically, as a child, we know that Henry is
curious about life, which is a typical feature of all the
children. Under the effect of civilization, they are also
curious about the creatures and life on the strange,
isolated and beautiful place. They have compulsions
for life.

So, we can figure out that everyone here is very
innocent. For them, playing is a high priority. When
they feel the joy of being alone there, they laugh and
have fun; when they feel homesick and sad, they cry.
At the same time, because they are children, they are
easy to be fascinated by other things so that they only
last the emotion for a very short time. It’s not hard to
see that children are very kind and curious about the
value of life.

2. 1. 2 The Presence of Wisdom and L ogic

Speaking about wisdom, we could find that
children come from the civilized and cultured world
and they more or less have received some education.
The most knowledgeable person is Piggy, among all
the children, we even don’t know his real name. He is
fat and has asthma. He believes in science, as he is
totally a scientific person. He doesn’t think that there
IS a monster on the island because science can’t
explain it. He has alot of knowledge. He also explains
to other children some difficult things and share what
he has. He may explain the vision phenomenon just as
in chapter four when they come across the strange,
beautiful and nice phenomenon on the sea. When other
children pick up alarge number of woods and make a
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big fire, he says they were wasting the materials but
nobody listened to him. He is the one who could think
about things carefully and totally. Even he always
gives some advice to Ralph. He has a pair of glasses,
which is the symbol of the wisdom. The voice of
reason and logic is symbolized by the glasses, it goes
through the whole story. It can also be used to make
fire so the children will have the chance to be rescued.
Simon is a wise child on that isolated idand. He is a
feeble one, and he couldn’t express himself as he
rarely speaks. He refuses to guess whether there is a
beast on the isand because he believes in logic. He
takes action to prove such thing, instead of playing
with others. Heisthe only person in the story pointing
out that, maybe the only monster on the island is
ourselves, though there is nobody to listen to him.
2. 1. 3 The Maintenance of Civilization

Those children come from a civilized and
cultured world; they are influenced by its thoughts,
rules and other things. At the beginning, having
separated from the adults’ control, they can also
observe the rules or the orders of the cultured world.
For example, they choose a leader, Ralph, to manage
them. Ralph makes some rules that everyone on the
island must comply with. Ralph practices his authority
to protect the good of the group, establishes rules, and
enforces the moral and ethical codes of the English
society the boys were raised in. Ralph asserts that we
should keep the deserted island clean as it was;, when
others indulge in killing, he insists on keeping the fire
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on. Confronted by the hardships and difficulties of the
island, he always believes that they could finally return
to the civilized and cultured world. The conch shell
description by Golding is very clear throughout the
novel by the maintenance of civilization, which is
related to Ralph and also a symbol of equality and
democracy. This shell calls all the children together.
The shell is a strong marker of democracy on the
island, supporting both the power of assembly among
the boys and Ralph's |eadership resulted from election.
At first, al the children, including Roger and
Jack respect the great authority of the shell. Aslong as
a person has the shell, when they are in a meeting, that
person could take the floor and also make suggestions.
They are united as one. Ralph says they must make fire
so that they could be rescued, so the children go to
search for woods. Jack agrees, when Ralph
recommends that they should have some rules.

“l agree with Ralph. We’ve got to have rules and
obey them. After all, we’re not savages. We’re
English; and the English are best at everything. So
we’ve got to do the right things.” ©

As Raph is the leader of the group, he
recommends that there will be no more wild fruits, and
meat should be their main meal. He also recommends
they should make fire, so he works very hard to find
woods. All the children do these things together and
eventually find many woods. Then they think about the
ways to make fire and even make some smog. They
have all taken part in the activities and made intensive
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efforts to come up with this idea. We could see that
they are unified as a social community.

From all of this, we can see the maintenance of
the civilization. Children still maintain the orders and
rules of the civilized world under the influence of their
previous cultured environment.

2. 2 Evil Human Naturein the Condition of Naked
and Complete Nature
2. 2.1 The Stress and Fear of the Unknown

Fear isthe most essential emotion in one’s
feelings. More or less, we might feel very lonely and
frightened if we are left in a deserted and isolated
place, where maybe there is nothing to threaten our
lives or to be afraid of. However, we might have a
lingering voice in our head, and will continue to
imagine something terrible. The atmosphere of fear
dominates the most of the story. Children are all afraid
of the monster.

Since the boys are thrown on that deserted island,
far away from the civilized and cultured world, they
are attacked by the sense of isolation. Being
concerned, the boys are forced to defend themselves
from al types of fear. To be in an unknown place
away from their homeland and families, fear is
inevitable. This kind of increasing fear can be a deadly
and a powerful force. Their fear is resulted from the
imaginary beast which is created in their minds. At
start, the boys’ fertile imagination forms a horrible
creature (beast) as a shape of a snake-type animal
disguises itself as jungle pendulous. Then they think
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there are monsters in the water and in the sky, because
they see something dark and shadows, they will
mistake them as something very horrible.

Children believe that there must be a monster.
Although, Jack and Ralph are trying hardly to
convince others that there are no monsters on the
island. They can’t believe in themselves; one time they
want to make this thing clear, they are frightened by
the shaking and flowing shadow.

Piggy is the only one who thinks there are no
monsters, because he, absolutely, believes in science
which doesn’t allow false facts and rumors like
monster or beast to be exited in this world. Simon is
the only person in the whole story who believed that
the monster livesinside us.

Jack cuts off a pig’s head and put it on a tapered
stick and then stuck it in the ground as a gift to the
‘beast’. This head represents The Lord of the Flies.
‘Baalzebub’ in Hebrew means the king of flies, ‘Baal’
IS mentioned in the Bible as ‘Evil> which means, in
English, ‘King fly’ the king of the unclean, which is
the same as the ugly, dirty and unclean soul. In our
story, the Lord of the Flies is not only the external
appearance of the beast and the symbol of the evil
power, but also has become the image of Satan,
awakening the evilness in the minds of these children.

Simon meets the Lord of the Flies when he walks
in the forest. They both have a discussion, which
foretold the fate and the future of Simon.
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“You are a silly little boy,” said the Lord of the Flies,
“just an ignorant, silly little boy.”
“Simon was inside the mouth. He fell down and lost
consciousness,” 2

The Lord of the Flies informs Simon that the
sinful spirit exists inside every human being. It is
obvious from the words of the Lord of the Flies that
children are afraid of evil, which is not something
external but it is inside the minds of the people and
part of their creating equation. Simon’s fainting and
panic state show that the Lord of the Flies represents a
kind of horrible destructive power, which comes from
the beast inside the human being. The Lord of the Flies
becomes a symbol of the power of evil, a
manifestation of the beast, and another face of Satan
who awakens the beast in each human being’s inner
mind and heart.
2. 2. 2 The Satisfaction of the Killing

After a peaceful period of time, disagreements
come on the surface among children. They are divided
into two trends: the first one, which is represented by
Ralph, is an administrative group calls for democracy,
civilization and reason. The second group is the
hunting team represented by Jack, aiming to drink, eat
and play. Most of the children are driven by hunger,
and the need to survive and fear and other instincts,
that’s why they leave Ralph’s democratic group, and
take part in the Jack’s sinful and devilish group.
However, Jack wants to Kkill everyone. The
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gratification of killing has made him lose his mind and
forgot his peaceful human nature.
“Jack, recovering could not bear to have his story
told. He brokein quickly. . .”
“l cut the pig'sthroat”
“Hunters, circling still, pretended to beat him. As
they danced, they san?. .. " Kill the pig. Cut her
throat. Bash her in.” ¥
“He turned away and walked off, down the
mountain.” 4

The boys in Lord of the Flies try to find
enjoyment by playing games with each other, working
together to build tents and shelters, making a guiding
fire and swimming. However, later, things got
changed. They are increasingly indulged into hunting
and killing. Jack paints his face so that he could hide
from shame and self-consciousness. He orders his men
to hunt pigs. At the beginning, it is normal to catch
animals so they can eat meat. However, with the
process of hunting state, his horrible animalistic
human nature comes out gradually. They become more
and more violent, savage, and extremely ruthless.
According to the description of the unjustified and
hysteric hunting process, we could see that Jack has
become more brutal and crazier than before. The
hunting state, gives them excitement and eagerness to
kill more and more animals, which is also a hint about
their savagery in the future.

With the exposure of aggressive and animalistic
human nature gradually, the hunting process becomes
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a killing tool that feeds their barbaric pleasure. Then
the children reached a level of thinking that killing
each other is the best way to entertain themselves. The
children are always singing a song

“Kill the pig. Cut her throat. Bash her in.”*

Which has been used to kill and end the human
life. It has entirely shown the devilish human nature in
the absolute and naked environment. They become
more and more ruthless, vicious, and barbaric and
almost go back to the ancient times.

Then there is a dance of killing and slaughtering,
in which the savage children kill each other with cold
blood and then howling and shaking. It becomes a
process of killing human beings instead of considering
it as a game. They develop from slaughtering wild hog
to slaughter their own friends. They are involved in
such kinds of killing and they have found the pleasure
of shedding blood just for the sake of killing. All of
them have lost their rational minds and been
completely full of wildness and roughness. They Kkill
Simon, the saver, with their claws and teeth; then, they
kill Piggy, who stands for knowledge and rational
thoughts, by using a giant rock; finaly, they want to
kill Ralph in any possible way. They use the Rolling
Stone to besiege and defeat Ralph and they torment the
twins in order to know the hiding place however, it al
fails. In order to get rid of people who harm him, Jack
no longer hesitates to ruin their own survivad
environment and enflames the jungle. It is not only an
advanced stage of hunting and killing, but it is the
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promoting of the beast and the barbaric level of human
nature.

When we use the normal and moral standards of
our contemporary civilization to measure them, we
could see that all the children including Jack are
progressively degrading their human nature.

2. 2. 3The Collapse of the Civilization

When the children come to the isolated island at
the beginning, they want to transfer their civilized
culture to this island in order to build a harmonic and
civilized world.

They would like to build a cultured and social
system. And they make their efforts to reach this noble
goa. They choose Ralph as their leader; they help to
build the tents to be away from the rain and cold; they
do their best to collect the wood to set fire in order to
be saved. But then, they soon fall in to the feeling of
disgust, shame, loneliness, anger, and savagery.

So with the growth of inner darkness, all signs of
civilization are progressively ruined. First thing, they
take off the school uniforms and wear the other
clothes, they color themselves. Then they indulge in
killing and hunting and their life almost go back to the
ancient times so they become wilder and crueler.
L ater, the situation got worse, they have fun in killing
animals and become thrilled about the saughtering of
human beings. Then, they murder the judicious Simon,
who wants to tell them the current reality but is slayed
by the sticks at the dancing night. Roger uses the
rolling rocks to kill Piggy when Ralph and Piggy go to
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return the glass, ssimultaneously, the conch shell has
been wrecked.

With the fading of these civilized signs, the
whole cultured and social system is distorted. Golding
once said “man produces evil, as a bee produces
honey.” (16)

Part |11 Conseguences of the Change
3.1 Turning Heaven to Hell

Before the children come to the island, its nature
is originally beautiful. At the very beginning, the land
IS

“Roughly boat-shaped”*”

And covered with a thick forest of - candle
bushed, or -

“Green candles

There is a clean pool where all children could
swim. There are also other detailed descriptions about
the attractive scenery on that pure island, all of which
has shown that the nature here is undisturbed,
inhabited, original and pure virgin soil. The island is
just smply heaven.

All the above mentioned features have changed
gradually after the children come to the island. They
amost fire the whole forest because they make a very
big fire. They have made so many mistakes and
disturbed the pure nature of that isolated island. Their
life there has become complete destruction against the
island. At the end, Jack has set fire to the whole forest.
Deadly sins occupied the whole atmosphere; anger,
desire and savagery in Jack’s eyes. The beautiful

» (18)
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paradise has been destroyed by the fierce fire and
become hell. All this happened with the help of the
devilish inner human nature and the outsde
environment.

Even though the children are rescued by a navy
officer, it cannot change the fact that has occurred. It
cannot restore the origina and pure look of the pure
island. It simply cannot bring Piggy and Simon to life.

At the end of the novel, the children are brought
back to their cultured and refined society. At that
island, they reflect the warlike actions of the grownups
around the world: they haunt, outbreak, and even kill
each other with cold blood and without regret or
hesitation. Ralph cries painfully for the loss of
children’s innocence and the darkness of the human
nature, which makes us wander intensely inside our
human nature. Other children are all affected by the
overall atmosphere and cry sadly.

Conclusion

In the tale, the influence of the cultured society is
very obvious by the innocent soul of the children at
start. But then the savage and brutal nature replaced
their compassionate heart, as there is no obligatory in
practicing their civilized norms. So, in order to fully
contain the human barbarity, we should force the
implementation of the code of conduct to promote the
nature of human civilization steadily.

As we can fedl that there are lots of details about
the devilish and the dark side of the human beings,
however, its purpose is to convey the good human
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nature. Golding believes that people can identify the
evilness in their nature. Golding’s good expectations
about the future of the human beingsis well expressed
by the rescuing of Ralph at the end. Golding’s opinion
Is that people may tend to be good or bad under the
influence of different circumstances. So, if you arein a
civilized society, the good side will be dominant and if
you are in bare and wild nature, your evil side will be
revealed. The evil nature of human beings has its own
reasons, but it is a very destructive power. Golding
writes about the evilness and darkness of the human
souls which is a very negative thing. He uses this
technique to hope that this evil nature will be cured at
the end and become a good one.

When Golding was awarded the Nobel Prize, he
made a speech stating his expectation for the future of
humanity. He thinks that human needs more love and
more humanity. While other people believe in the
harmony of the political system, others want to use
love to create this kind of system. But his belief is: the
future of humanity lies in both of them. Because there
is love between man and woman, and with this
foundation of love, people can create a relatively
perfect system, then the future of human beings could
be bright and promising.

Therefore, Golding is like a wake-up call for
people to know about the human nature and the source
of its darkness and evilness. Lord of the Fliesams to
warm people about their own inner darkness and
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evilness in order to contain it even if the environment
will be changed.
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Histological study of the effect of Exforge
drug on Kidneys, Spleen and Liver of
Male albino Mice (Mus musculus)

Hadel kamel khalel

Histology Department, Medical Laboratory
techniques,

AL Rasheed University College,

Abstract
The present study was conducted on 40 male abino
mice ages (4-6 weeks) and body weights (18-20 g), for
observing the toxic effects and histological changes on
liver, kidney and spleen of male albino mice due to
treatment with Exforge drug. 4 equal groups (10 mice
of each group) were studied. The first group was a
control group; it received 0.2 ml buffered normal
saline, once daily. The second group was received 0.16
mg/ kg once daily (low dose). The third group received
0.32 mg/kg, once daily (intermediate dose). The fourth
group received 0.64 mg/kg once daily (high dose). The
groups were treated orally for 30 days. The results
showed that a significant increase in the body( 20 and
23Q), kidney(0.40 , 0.48 mg \kg ) and liver weights
(1.9 and 2.1 mg\kg) of mice exposed to intermediate
and high dose of Exforge compared with control
group. Whereas there were a significant decrease in the
spleen weight ( 0.33 and 0.45 mg\kg) of mice
compared with  control group. Histological
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examination of mice kidney and spleen treated with
Exforge showed many lesions characterized by
degeneration and necrosis in the epithelium lining
renal  convoluted tubules and aggregation of
lymphocytes around the glomerulus. Severdl
histological alterations in the splenic tissue included;
aggregation of lymphocytes in the red pulp, necrotic
area partia distortion of spleen architecture.
Histological observation in liver showed vascular
congestion with bile canaliculi stenosis and
cholestasis, lymphocyte infiltration and necrosis.
I ntroduction

In the recent decade, there has been increasing
concern on the hazard effect of drugs on different
species (Azza, et a 2014). Stressful life events
contribute to the development of many blood and heart
disorders including high blood pressure (hypertension)
(Giuseppe, 2013).Exforge contains a combination of
amlodipine and valsartan. Amlodipine is a calcium
channel blocker. It works by relaxing the muscles of
heart and blood vessels. (Leonard, 2011).
Amlodipine besylate is a white to pae yelow
crystalline powder, dlightly soluble in water and
sparingly soluble in ethanol. Amlodipine besylate's
chemica name is 3-Ethyl-5-methyl(4RS)-2-[(2-
aminoethoxy)methyl]-4 (2chlorophenyl)-6-methyl-1,4-
dihydropyridine-3,5dicarboxylate benzenesul phonate;
its structural formulais:
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H
Cl g

H,C0,C CO;CH,CHy

HyC T CHz0CH,CHyNH,

Its emplrlcal formula is C20H25C|N205'C6H603S and
its molecular weight is567.1. (Leonard, 2011).
Vasartan is a nonpeptide, orally active, and specific
angiotensin Il antagonistacting on the Angiotensin 11
receptor type 1 (AT1) subtype. Valsartan is a white to
practically white fine powder, soluble in ethanol and
methanol and slightly soluble in water (Simonand and
Schuster, 2010).

Valsartan's chemical name is N-(1-oxopentyl)-N-
[[2'-(1H-tetrazol-5-yl) [1,1'-biphenyl]-4yl] methyl]-L-
valine; its structural formulais:

.- v\jj:li
g
A ‘

N

A

Its empirical formula is C,4HogNsO3 and its molecular
weight is435.5.
Aim

To study the toxicity effects of Exforge drug on
the body and organs weights. Also histopathological
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changes in Kidneys, Spleen and Liver of male abino
mice .

Materials and methods
Preparation of animals:

Healthy adult male mice (Mus musculus), 2-3
months old ranging in weight from 20-25 g, Made
Balb/C mice (n=10 animals/group) were housed in
plastic cages (10 mice/cage) with wood shavings as
bedding. Mice were adapted to laboratory conditions
for four days prior to use and they were fed a standard
commercial diet and tap water ad libitum.

Drugs used :

The drug Exforge was supplied by the factory of
the company Switzerland for Novartis Pharma AG,
Baseal, Switzerland . In tablets each containing 10 mg
of active substance .

Preparation of concentration:

Each tablet contains 10 mg exforge, and it was
dissolved in distill water . Three different dose levels
of exforge were prepared according to the equivalent
prescribed human doses. These doses were calculated
to be 0.16 , 0.32 and 0.64 mg/kg , respectively.
(Bancroft, and Steven , 2013). eg: for prepare of 0.16
mg \kg according to this equation :

01l6mg _ 1000g

X ~ 25 g
(Bancroft, and Steven , 2013)
Experimental design:
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40 adult Mice of Albino strain, weighing 25 — 35
grams were used. These were randomly divided into 4
groups A, B, C and D. Group A was control while B,
C and D were experimental groups. Each group
comprised of 10 mice. And follows::

1) Group A: control group members doses with buffered
normal saline.

2) Group B: doses members Exforge drug concentration
(0.16) mg/ kg of body weight.

3) Group C: doses members Exforge drug concentration
(0.32) mg / kg of body weight.

4) Group D: drug doses members Exforge drug
concentration of (0.64) mg / kg of body weight.

Each treated group was administrated orally daily
with Exforge for 14 days. The negative control group
was administrated with the same volume of distilled
water used in the treated animals,

Mice of each group were sacrificed by cotton
soaked in ether. After 3-5 minutes, each mice was
fixed on a wooden block with the help of paper pins.
Dissection was done, abdomen opened and gross
observations noted. Liver, kidney and spleen were
preserved in neutral buffered formalin (Bancroft, and
Steven, 2013). For microscopic observations,Harris
Hemotoxylin stained slides were prepared and studied
under light microscope at 10X and 40X magnification.
An occular micrometer was used at a magnification of
40X. Data was collected from the study were
expressed by mean of all values as a mean + standard
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deviation. Difference in the mean of all the values of
control and experimental groups was analyzed.
Dissection of animals

Dissection of mice. The organs were taken out in
normal saline and weighed. For the histopathological
studies the organs were fixed in formaline fixative and
haematoxylin eosin staining procedure was employed.
The dlides were studied under microscope and
photomicrographed (Bancroft, and Steven, 2013).

Statistical Analysis.

The Statistical Analysis System- SAS (2012)
was used to effect of different group in study
parameters. Least significant difference —LSD test was
used to significant compare between means.

Results

As shown in table 1 the Exforge has caused
increase in the body, kidney and liver weights of the
mice in the three doses comparing to control group.
While, it cause decrease in spleen weight comparing to
control group. There were significant effect in the
body weights and organs weight of male albino mice
induced by Exforge.

Histopathological observations indicated that
infected kidney in three doses (0.16, 0.32 and 0.64
mg/kg for 30 days) show many necrotic areas in rena
tubular tissue (figure: A2) with renal degeneration,
hemorrhage around the glomerulus shown in (figure:
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A3) and showing necrosis and lymphocytes infiltration
(figure:
A4) as compared with control (figure: Al).

No histopathological observations were
found in the spleen when mice administrated orally by
Exforge drug at 0.16 and 0.32 mg \ kg of body weight
(figure: B2 and B3). Male Mice received oraly
administration with Exforge drug at 0.64 mg\kg of
body weight showed several aterations in the splenic
tissue included; aggregation of lymphocytes in the red
pulp (figure B4) . Furthermore, degenerated cells and
necrosis were observed as compared with normal
spleen (figure B1).

There were no histopathological observations were
found in the spleen when mice administrated orally by
Exforge drug at 0.16 and 0.32 mg \ kg of body weight
(figuree C2 and C3). Mae Mice received oraly
administration with Exforge drug at 0.64 mg\kg of
body weight showed vascular congestion with bile
candliculi stenosis and cholestasis, |ymphocyte
infiltration and necrosis (figure: C4) as compared with
control (figure: C1).
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Table 1 The toxicity effect of Exforge on the body,
kidney, spleen and liver weight of male albino mice.

Groups | Weight Kidney Spleen Weight
of Weight (mg) (mQ) Liver
mice | Meanzx SD Mean+ SD | Weight(mg)
(9) Mean + SD
Control
N=10 18 ] 0.30+0.007a] 0.5+0.006a | 1.3+ 0.02a
Groupl
(0.16mg) 23 | 032+£0.009b| 0.13+£0.002b | 1.6+ 0.05b
No= 10
Group2
(0.32mg) 20 | 0.40+0.013c| 0.33+0.007c | 1.9+ 0.05c
No= 10
Group3 20 |0.48+0.017d| 0.45%0.004d
(0.64mg) 2.1+ 0.07d
No= 10
LSD 0.124 * 0.159 *
value 0.429 *
* (P<0.05).

* Different letters indicate significant differences at the
(P<0.05) level between groups.
SD = Standard deviation
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(Figure A1) : Photomicrographs of Kidney of the male
mice. control group: showing Norma rend
parenchyma, renal tubules (T) X400 H& E.

(Figure A2) : Photomicrographs of kidney section in
male mice after treated with 0.16 mg/kg Exforge
administration for 30 days showing necrosis in the
lined epithelium of renal tubules (arrow). X400 H& E.
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male mice after treated with 0.32 mg/kg Exforge
administration for 30 days showing vascular
degeneration and hemorrhage (arrow). X400 H& E.

(Figure A4) : Photomicrographs of kidney section in
male mice after treated with 0.64 mg/kg Exforge
administration for 30 days showing renal degenerated ,
necrosis(arrow) and lymphocytes infiltration (circle) .
X400 H& E.



(Figure.B1) Photomicrographs of spleen (group
1).control group: Spleen of the male mice. The red
pulp (R) occupies most of the parenchyma, with white
pulp (W). X400. H& E .

AT B r T =l
.‘,',,;‘;: N L S ";I

r - ) -

L el e 4
!,!'ﬁ".. vh 7 ~ ’
"'9”"0

e 18
: f‘"'}' o' ‘i i ohe
e LYY amd gpd 1
ey Lo

o

|

i
L)
4 "'(’;“ ‘g » ';l‘.'a -
F j s a0 0 .,‘ »
’ / i rr

B2

(Figure B2 ) Photomicrographs of spleen of mice after
treated with 0.16 mg/kg of Exforge (group 2): shows
No histopathological observations were found in the
spleen. The red pulp(R) with white pulp (W). X400.
H&E.
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(Figure.B2) Photomicrographs of spleen of mice after
treated with 0.32mg/kg of Exforge (group 3): shows
No histopathological observations were found in the

spleen. The red pulp (R) with white pulp (W). X400.
H&E.
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(Figure B4) (group 4) : Photomicrographs of spleen
section in male mice after treated with 0.64 mg/kg
Exforge administration for 30 days showing
aggregation of lymphocytes in the red pulp ( arrow)
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and necrotic area (N) partia distortion of spleen
architecture (H& E)(X400).

show hepatocytes(HC) radiating from a central venule
(C) smaller sinusoids (arraw) (H& E) (X400).

(Figure C2) Photomicrograph of the liver sections. in
male mice after treated with 0.16 mg/kg of Exforge for
30 days showing: central vein (CV) and surrounding
hepatocytes (HC), sinusoids (arraw) (H& E) (X400).
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SRt ML AR B R
(Figure. C3) Photomicrograph of the liver sections. in
male mice after treated with 0.32 mg/kg of Exforge for

30 days showing: central vein (CV) and surrounding
hepatocytes (HC), sinusoids (arraw) (H& E) (X400).

(Figure C4) Photomicrograph of the liver sections. in
male mice after treated with 0.32 mg/kg of Exforge for
30 days showing: vascular congestion with bile
candliculi stenosis and cholestasis ( arraw), necrosis
(N) and lymphocyte infiltration (cycle),(H& E)(X400).
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Discussion:

The present study showed that the
administration of exforge to mice once daily for 30
days cause a significant difference increase in the body
weight and organs weight There were matching results
with respect to this point results in which some
investigators found increase significant difference in
the organs weight in response to another drug
administration comparing to controls ( Somchit, et al .
2004 ).

Male Mice received orally administration with
Exforge drug showed severa alterations in the renal
parenchyma included; lymphocytes infiltration, as
suggested by Hossam, et al. ( 2007) and (Chelab, and
Majeed, 2009). Vascular degeneration, hemorrhage as
suggested by ( Sabiha, and Dooj , 2012). and necrosis,
Some studies suggest that drugs caused nephrotoxicity
(Fadaa, et al. 2012) and (Pratibha, et al. 2010 ).

It had been found no histological changes in the
spleen when administrated orally by Exforge drug at
0.16 and 0.32mg \ kg of body weight . This result
consisted with Adeline, et al (2010) when the
animals treated with low doses of drug.

Male Mice received oraly administration with
Exforge drug at 0.64 mg\kg of body weight showed
several dterations in the splenic tissue included;
aggregation of lymphocytes in the red pulp.
Furthermore, degenerated cells and necrosis were
observed. These results are in agreement with some



286 < . . v .
......................... Jo¥ladadl i, Al cd ) Al Ae

investigators when noticed degeneration in spleen
tissue after treated by Lipoic acid (Azza, et al. 2014 ),
and increased destruction in the spleen after mice
treated by tert-octylphenol (Nurhayat, and Mufide,
2009).

There were no histopathological observations
were found in the liver when mice administrated orally
by Exforge drug at 0.16 and 0.32 mg \ kg of body
weight as Adeline, et al (2010) found. Male Mice
received orally administration with Exforge drug at
0.64 mg\kg of body weight showed vascular
congestion with bile canaliculi stenosis and
cholestasis, lymphocyte infiltration as founded by
Hossam, et al. ( 2007) after treated by Piroxicam. Also
the necrosis had been found when treated the animals
with Mefenamic acid and Doxorubicin (Somchit, et
al. 2004) ( Emad, 2011) respectively.
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