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The meaning and types of studiesfrequently used in research

1- Meta-Analysis

2- Systematic Review

3- Randomized Control Trial

4- Case Control Studies

5- Case Series/Case Reports

6- Case Series/Case Reports Animal Resear ch/L aboratory Studies

A Meta-Analysis will thoroughly examine a number of valid studies on a topic and combine the results using
accepted statistical methodology as if they were from one large study. Some clinicians put meta-analysis at the top of
the pyramid because part of the methodology includes critical appraisal of the selected RCTs for analysis.

Systematic Reviewsusually focus on a clinical topic and answer a specific question. An extensive literature search
is conducted to identify all studies with sound methodology. The studies are reviewed, assessed, and the results
summarized according to the predetermined criteria of the review questiddodrinane Collaboration has done a
lot of work in the area of systematic reviews.

Randomized Controlled Clinical Trials are carefully planned projects that study the effect of a therapy on real
patients. They include methodologies that reduce the potential for bias (randomization and blinding) and allow doing
comparison between intervention groups and control groups (no intervention).

Studies that show the efficacy of a diagnostic test are called Prospective, blind comparison to a gold standard
study. This is a controlled trial that looks at patients with varying degrees of an illness and administers both diagnostic
tests -the test under investigation and the “gold standard” test-abthe patients in the study group.

Cohort Studies take a large population and follow patients who have a specific condition or receive a particular
treatment over time and compare them with another group that has not been affected by the condition or treatment
being studied. Cohort studies are observational and not as reliable as randomized controlled studies, since the two
groups may differ in ways other than the variable under study.

Case Control Studies are studies in which patients who already have a specific condition are compared with
people who do not. They often rely on medical records and patients recall for data collection. These types of studies
are often less reliable than randomized controlled trials and cohort studies because showing a statistical relationship
does not mean than one factor necessarily caused the other.

Case series andCase Reports consist of collections of reports on the treatment of individual patients or a report
on a single patient. Because they are reports of cases and use no control groups to compare outcomes with, they hav
no statistical validity.

Professor MHD. Hisham Al-Sibai
Editor-in-Chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT Thalassemic patients are at risk of zinc deficiency due to
various causesincluding the use of iron chel ating agents

Objective: Zinc as a second trace element of human oral or injectable. In this study we aim to measure the
body plays an important role in numerous functions. serum zinc level in [-thalassemic patients on oral versus

*Jasim Mohammed Hashim, MD; Consultant Pediatrician, Assistant Professor, Head of Pediatrics Department, College of Medicine, P.O.Box 21, Kufa
University, Irag. E-mail:jasimhashim2000@yahoo.com.

*Shamaa Mohammed Khadum, MBChB, DCH, Iraqgi Council for Medical Specialization in pediattigeaf4resident), Al-Zahraa Teaching Hospital for
Maternity and Pediatrics, Eshteraki Quarter, Najaf, Iraq.
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injectable iron chelator.

Methods: A hospital based case control study
conducted in the Center of Hereditary Blood Disorders
in Al-Zahra Teaching Hospital for the period between
1st of December 2011 to 31th of Augest 2012. Seventy
children with -thalassemia major were studied, patients
weredividedintotwo groups: 37 patientsweretreated by
deferoxamine constituent of group A and 33 were those
on deferasiroxe therapy constituent group B. Control
group consisted of 35 healthy children. Serum zinc was
measured by atomic absor ption spectrophotometery.

Results. Patients aged between 5-11 years, boys
were 34 and girls 36. The mean age of patients was
7.5 years. The mean serum zinc level in group A
(patients on deferoxamine) 59.3784+28.44913 pg/dl
was significantly lower than that of group B (patients
on deferasiroxe) 105.5667+30.25488 ug/dl  and
control group 96.8974+24.98083 ug/dl respectively.
Hypozincemia found in 70.7%, 20% and 17.9% in
group A, B and control group respectively. There was
a significant difference between patients of both groups
and control (p<0.05), while high significant difference
between patients of different iron chelators (p<0.001).

Conclusions. Hypozincemia is common in
thalassemic patients. The low level of serumzinc mainly
found in those with injectable iron chelator. Routine
follow up of serum zinc level and other possible causes
of hypozenicemia should be studied before giving zinc
to these patients.

INTRODUCTION

protocolisusedo maintainapretransfusiohemoglobin
betweenl0.5and11.0g/dl at all timesusing15 cdkg
leukocytedepletecdtcrossmatchepackededcells Post
transfusiorhemoglobinfalls roughly 1 gramperweek
necessitatingransfusiongvery3-4 weeks Transfusion
therapyshouldbe startedwhena diagnosiss madeand
thehemoglobinevelfalls below7 g/dl.

Drugs used in chelation therapy:

1- The injectable iron chelator deferoxamine DFO
(Desferal): Deferoxamine is chelating agent which
form complexes predominantly with trivalent iron
and aluminium ions, the comlex formation constant
are 10' and 1@° respectively, the affinity of DFO
for divalent ion such as Pe Cu?, Zn” and C#& is
substantially lower with complex formation constant
10 Chelation occur on a 1:1 molar basis, so that 1g
DFO can bind 85 mg trivalent iron. Chelation should
be instituted when the ferritin level is greater than 1000
ng/ml. One of the complications of deferoxamine when
high doses of intravenous deferoxamine infused over
a short period of time induce a large fecal and urinary
zinc and copper excretion, and reduced granulocyte
zinc concentrations and alkaline phosphatase activity.
The retinal abnormalities may be related to the zinc
and copper deficiency and/or iron depletion ‘per se’
which interferes negatively with critical iron dependent
enzymes.

2- The oral iron chelator deferasiroxe (Exjade): This
drug is commercially available in the United States.

Thalassemia refers to genetic disorders in globinFor many patients and families, deferasiroxe has
chain production. In individuals with beta thalassemia, replaced deferoxamine because the latter must be given

there is either a complete absence of B globin production
(B-thalassemia major) (TM) or a partial reduction in
B-globin production (B-thalassemia minor).>? If not
treated, children with [B-thalassemia usually become

subcutaneously for 10 hrs a night, typically 5 of 7 nights
a week. Although the optimal dose of deferasiroxe is
well defined, some patients have a less-than-expected
response to the maximum approved doses (30 mg/kg/

symptomatic from progressive hemolytic anemia, day). The optimal dose beyond 30 mg/kg/day is not
with profound weakness and cardiac decompensatiofknown, but it should be evaluated carefully if evidence
during the second 6 months of life. Before initiating of a positive iron balance continues to occur while the

chronic transfusions, the diagnosis of P thalassemia
major should be confirmed and the parents counseled

concerning this life-long therapy. Beginning transfusion

and chelation therapy are difficult challenges for parents

to face early in their child’s lifé? Thehypertransfusion

patient is adherent to the medicatién.

Mechanism of action: Deferasiroxe is an orally
active chelator that is highly selective for iron Ill. It is
a tridentate ligand that binds iron with high affinity in
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a 2:1 ratio. Deferasiroxe promotes excretion of iron,fever, diarrhea, hepatitis C and/or B, and non fasting
primarily in the faeces. Deferasiroxe has low affinity state at the time of blood sampling were excluded.
for zinc and copper, and does not cause constant lowontrol group (n=39) was selected from matching
serum levels of these metél€inc deficiency may normal children.

occur during chelation therapy, depending on chelator,

dose and duration. Zinc supplementation requires !N fasting state 2 ml of blood was drawn with
close monitoring:” The diagnosis of zinc deficiency is plastic syringe from each thalassemic and control

usually made by a serum zinc level of 12 mol/l (70 patierlt subject. After centrifugation at 3000 rpm for
ug/dl). Hypoalbuminemia from any cause can resylt10 minutes, separated sera were kept frozen at -70°C.
in hypozincemia. Zinc is available in red blood cell Haemolysed sera were taken out of the study. Serum

membrane and plays an active role in survival of redzinc was measured by atomic absorption device model
Carl Zeiss Jena (Jena, Germany) Model AAS3 flame

blood cell. In the presence of zinc deficiency, red blood ) .
omic absorption spectrometer. A cut-off value of 70

cell fragility will be increased. Zinc with antioxidant at

property? hemoglobinopathies and thalassemia patientg'®/dl (115 mg/dl) was used for serum zinc, samples
are prone to zinc deficiency.? below 70 pg/dl was regarded as low (hypozincemia).

Serum ferritin, number of transfusions collected from
M ET H ODS patients ﬁlCS.

. . Statistical analysis. After collecting data, statistical
This was a hospital based case control study was y ng ' ISt

conducted in the Centre of Hereditary Blood Disordera?:;)é?tsegvzz r?;g?}::gdsgy ;gjiniifﬁér\éazissi;v;f d
at Al-Zahraa Teaching Hospital for the period of 12 P - '

L B
months from 1 December 2012 to 31 of January 2013.Slgnlﬁcalnt at p<0.03. Laboratory observer and data

. . L ..._analyzer had no idea about the relationship of samples
A total of 70 patients were included in this study with y2 . P P
L . . to patients or normal subjects.
the following inclusion criteria

1. Confirmation of beta thalassemia major by
hemoglobin electrophoresis. RESULTSAND DISCUSSION
2.Age of patientsangeof 5 toll(mean7+3years).
3. Time of chelating drug used in range from 4-8 A total of 70 patients aged 5-11 years, 36 (51.4%)
years. females and 34 (48.6%) males. The mean age of patients
4. Received one chelating drug, either deferoxaminewvas 7.5 years.
subcutaneously in dose 30 mg/kg over 5 hours for five
nights/week or oral deferasiroxe tab of 20-300 mg/kg The present study investigated the status of zinc in
once daily dose seven day a week half hour beforepatients with -thalassemia major (TM). The result of
meal.Patients were divided into two groups: 37 patientshis study shows that there is no significant difference
were treated by deferoxamine constituent of group Abetween males and females in age, serum ferritin and
and 33 were those ateferasiroxaherapy constituent number of transfusion, (p<0.05).
group B.
As shown in Table 1, group A (on injectable iron
The study was approved by the local research andhelater) had mean age more than those of group B (on
the ethics committee in the hospital and the collegeporal iron chelator) p<0.05, while the mean of serum
parants consent was taken after the nature of the studfgrritin not significantly differ between these two
was fully explained to them. A questionnaire including groups. Those of group B had more serum zinc level
information about the patients; name, age, address, agend have more number of transfusions each year as
of diagnosis, from witch age received blood transfusion,shown in Table 2.
parent occupation, type of drug, dose, time and number
of transfusion. Patients with history of recent infection, In Table 3, there is significant difference between
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- Males Females
Characteristics p-value
Mean+SD Mean+SD
Age 7.7059+1.91532 7.3611+2.25709 0.494
Serum firritin 2733.62+1449.881 | 2761.83+2054.459| 0.948
Serum zinc 80.6471+£39.7354 | 85.8889+39.80795| 0.583
No. of transfusion/year 15.06+4.868 17.22+7.2 0.148
Table 1. Comparison of sex in different variables.
Group A Group B
Characteristics (Injectable iron chelator)| (Oral iron chelator)| p-value
Mean=SD Mean=SD
Age 8.1351+2.02981 6.9667+2.02541 | 0.022
Serum firritin 2810.14+1355.177 2839.57+2213.934 0.947
Serum zinc 59.3784+28.44913 105.5667+30.25488 <0.001
No. of transfusion/yeatr 15.05+4.521 18.27+7.437 0.033

Table 2. Comparison of different variables betwween two groups of patients.

Characteristics malels Confios value
MeanzSD MeanzSD P
Serum zinc 83.3429+39.57158 96.8974+24.98083, 0.033

Table 3. Comparison of serum zinc level between patients and controls.

patients and control regarding serum zinc level (p<0.05). The major contributing factors of zinc deficiency in

Hashemi et al 2005 revealed that serum zinc level ofTM are multiple and include: hyperzincuria induced by
B-thalassemic major patients (58+11 ug/dl) were lower hemolysis and iron chelator drugs, low intake of enriched
than controls (75+15 pg/dl) which lower than in our zinc foods due to anorexia and fear of increasing iron,
study:° impaired zinc reabsorbtion in renal tubules. Folic acid

_ _ . may reduce zinc absorption when zinc intake is low.
With respect to reference cut-off point of serum zinc

level (75—115.|.Lg./d1), we found 75.7%, 20% and 17.9% Serum Patients Controls Total
hypozincemia in A, B and control groups respectively — ZIN¢

as showed in Table 4 and 5. In Bijan Keikhaeil et al, High 19 (27.1%) | 9 (23.1%) 28 (25.7%)
2009 we found 50%, 38.7% and 32.8% hypozincemia Normal | 17 (24.3%) 23 (59%) 40 (36.7%)
in TM with DFO, thalassemic patients (TM) with ' '
Xjade, and normal control respectively. We expected Low 34 (48.6%) | 7 (17.9%) 41 (37.6%)
low level zinc in TM patients, but 32.8% of low zinc Total 70 (100%) | 39 (100%) 109 (100%)
level in normal population indicates a health problem in

there provincé! In 1997, Stefano et al showed that the | P-value 0.001

low level of zinc in thalassemic patients is considered aTable 4. Percentage of hypozencemia between patients
problem with DFC. and controls.
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RECOMMENDATIONS

Table 5. Percentage of hypozencemia in the group A 2.

and group B of patients.
3.

Other factors that affect serum zinc levels in normal
population, such as dietary habits, geographical factors
. . : 4,
and ethnicity, may also have an impact in 7.

On the other hand, replacement of defective red bloo
cells with normal blood and correction hemolysis that
is established by regular blood transfusion may reduc%
hyperzincuria. Rea et al suggested that hypertransfusion
can prevent zinc deficiency in TM, but this not found in

this study, due to irregular blood transfusion in TM. 7

Bekheirnia et al reported that frequency of g,
hypozincemia in TM patients was higher than in this
study (85.5% vs 48.6%)However Moafi et al reported
the prevalence of zinc deficiency in TM patients as 10%,
which was very lower as compared to this sttidBea, o
Donma and Mehdizadeh et al all interestingly, found
that the mean serum zinc level was significantly high

in thalassemic group. These studies indicated that zingo,

deficiency in thalassemic patients who were on regular
blood transfusion was rare and they showed that routine

zinc supplementation is not necessary for most of TM11.

patients.

12.

CONCLUSIONS

Hypozincemia is common in thalassemic patients.13.

The low serum zinc mainly presents in patients used
injectable chelating agent. There was no significant
difference between serum ferritin level and the mean

serum concentrations of zinc. 14
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EXTERNAL LARYNGEAL PRESSURE BY LEFT LITTLE FINGER AS
AN AID TO FACILITATE VISUALIZATION OF THE LARYNX DURING
ENDOTRACHEAL INTUBATION IN CHILDREN
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ABSTRACT to evaluate the effectiveness of using anesthesiologist
own left little finger to optimize laryngeal view during

Objective: The best laryngeal view can be obtained endotracheal intubation in small children.
when external laryngeal manipulation is undertaken Methods: The study was conducted in Basra Teaching
by the anesthesiologist to improve glottis visualization Hospital over a period from February 2013 to October
and enhance endotracheal intubation. This study aimed 2013. Children below 5 years, ASA class | undergoing

*Jasim M. Salman, MB, ChB, FICMS, Anesthesiology, Lecturer, University of Basra, Al-Sadir Teaching Hospital, Basrah, Iraq.
E-mail: drjassim67@yahoo.com.
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elective surgical procedures under general anaesthesia
with endotracheal intubation wereincluded in the study.
The glottis view was assessed by direct laryngoscopy.
The same patient was assigned into two groups; group
A are those whose larynx is manipulated with the aid
of an assistant using external pressure and direction
on the larynx, while in group B, external laryngeal
manipulation was undertaken by the anesthesiologist's
left little finger to aid visualization of the larynx and
the time to obtain the best view was recorded in both
groups.

Results: Out of 320 patients, seventy five patients
who were included in the analysis have variable glottis
view grading, a grade Ilb was obtained in 54 cases,
Il in 19 cases, and grade 1V in 2 cases. Grade | view
was obtained in seventy two patients in group B vs 54
patientsin group A (p<0.05). Thetime spent to obtain
grade [ view was significantly less in group B than in
group A (p<0.05).

Conclusions: In this study, the glottis was
manipulated to obtain an optimal view using the left
little finger for patients in whom the epiglottis could not
be visualized with standard laryngoscopy to improve
the laryngoscopic view. Furthermore, the use of this
technique routinely in every patient regardless of grade
makes the technique more easy and familiar.

INTRODUCTION

the arytenoids and epiglottis seen), Grade Il (only
epiglottis visible) and Grade IV (neither the epiglottis
nor glottis seen). Difficult laryngoscopy corresponds to
Grade llb or more viet#and denotes a laryngoscopic
view that is relatively common and is often associated
with difficulty passing a tracheal tube.® This may be
predicted by airway assessment prior to anesthesia
using Mallampatioropharyngeal Classification (Class

1 to 4), inter-incisor gap, range of head extension and
mento-hyoid distancehowever small children are not
cooperative enough to allow preanesthesia assessment
therefore it is difficult to evaluate the airway and predict
difficulty with laryngoscopy. Glottic visualization can

be improved by laryngeal manipulation which can be
performed using three different maneuvers: External
Laryngeal Manipulation (ELM ), the Backward, Upward,
Rightward Pressure (BURP) and cricoid pressure
(Sellick) maneuver. In ELNE the anesthesiologist
manipulates the thyroid cartilage using his right hand
with pressure directed posteriorly and cephalad and
when optimal visualization occurs an assistant assumes
responsibility for maintaining laryngeal pressure while
the anesthesiologist passes the tube into the trachea.
With the BURP*?maneuver, an assistant manipulates
the thyroid cartilage dorsally, 2 cm cephalad until mild
resistance is met and 0.5-2 cm laterally to the right;
during the manipulation, the anesthesiologist observes
the optimal view and then passes the tube into the
trachea. Sellick® maneuver utilizes backward pressure
against the cricoid cartilage originally used to prevent

Airway control has a particular attention in gastric regurgitation during rapid sequence induction
anesthesia. It is important to preserve, secure andnd also improves glottic visualization. In this study,
protect airway during induction, maintenance andELM utilizes the anesthesiologist own left little finger
recovery from anesthesialhe most common method which yielded satisfactory outcome.
used to secure and maintain airway is endotracheal
intubation. Ensuring safe and successful endotracheal \fETHODS
intubation requires clear view of the glofti€ormack
and Lehan@#n 1984, described a grading system for The study was conducted in Basra Teaching Hospital
visualization of the larynx: Grade |l indicates visualization over a period from February 2013 to October 2013.
of most or all of the glottis; Grade Il indicates a partial Three hundred and twenty children below 5 years ASA
view (the posterior aspect) of the glottis; Grade Il class | undergoing elective surgical procedure under
indicates epiglottis only; and Grade |V indicates palategeneral anesthesia with endotracheal intubation were
only/no epiglottis, (Figure 1). A modified version included in the study. Patients were fasted for 4 hours
that subdivided Grade 2 was initially described in prior to anesthesia. Routine investigations carried out.
1998¢° Grade | (full view of the vocal cords), Grade In the operating room induction of anesthesia was
lla (partial view of the vocal cords), Grade Ilb (only performed according to anesthesiologist preference.
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Figure 1. External laryngeal manipulation Figure 2. External laryngeal manipulation undertaken
performed by an assistant. by the anesthesiologist utilizing left little finger.

Figure 3. The best laryngeal view obtained by ELM.
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Direct laryngoscopy was performed using Macintosh (64%) in group A and in 72 patients (97.3%) in group
blade pediatric size. A baseline view of glottis was B (p=0.002) which is statistically significant. The
documented based on modified Cormack and Lehane mean time to good exposure was 15%4 seconds in
grading. In patients with grade | or grade Ila view of group A versus 6+1 seconds in group B (p=0.007),
glottis tracheal intubation was completed with no furtherthis is also statistically significant. In group A the
manipulation of the airway and they were excluded fromview was improved to grade lla in 24 patients (32%)
analysis. If the view of glottis was Grade Ilb or more, over 1943 secand to grade llb in 3 patients (4%) over
external laryngeal manipulation was applied in two 21+6 seconds. The figures in group B were: grade Ila
consecutives to obtain the best view: first by an assistant obtained in 2 patients (2.7%) with mean time 9+2 sec,
(group A) as shown in Figurel. And following a period no patients remain with more than lla. In all patients the
of mask ventilation, external laryngeal manipulation trachea was intubated without additional adjuncts with
was undertaken by the anesthesiologist utilizing ownno reported complications.
left little finger (group B) as shown in Figure 2. The

b_est view obtained (Figure -3) was documentedand th{  paiients 12y | 23y | 3-ay | 45y | Total
time spent was recorded in both groups. The result ‘
are presented as Mean+SD, number and percentag 10-12 kg L - . - L
Student-t test and®%est used for variables. Significance 12-14 kg 6 - 2 - 8
was considered at p-value <0.05. 14-16 kg 4 10 6 22
16-18 kg - 12 | 12 2 26
RESULTS 18-20 kg - 10 5 3 18
Three hundred and twenty children ASA class | age Total 1 32 21 1 £

below 5 years requiring tracheal intubation for elective ~ Table 1. Demographic data of patients included

surgery were enrolled into the study. The demographic in the study.

data of the patients are summarized in Table 1. In 210

patients (65.62 percent), a grade | while in 35 patients D|SCUSSION

(10.93%) a grade lla view at laryngoscopss

obtained and the trachea was intubated with no further pediatric airway is grossly different from adults.

manipulations. Agrade Ilb was obtained in 54 cases, They have proportionately large head, the larynx

lll'in 19 cases, and grade IV in 2 cases, so the totals sjtuated more cephalad, the tongue occupies a

will be 75 patients who were included in this analysis proportionately large part of oral cavity, epiglottis is

(Table 2). large, floppy and difficult to lift using conventional

laryngoscopic techniqué:’>'® The main concern

The best view (Grade |) was obtained in 48 patientsduring tracheal intubation in children is to use age-

Baseline Group A Group B
Grade | Np, % No. % Mean time | No. % Mean time
I 210 65.6% 48 64% 15+4 sec. 72 97.3% 6x1sec.
lla 35 10.9% 24 32% 19+3 sec. 3 2.7% 9+2 sec.
llb 54 16.8% 3 4% 21+6 sec. 0 0 0
11} 19 6% 0 0 0 0 0 0
v 2 0.7 % 0 0 0 0 0 0
Total 320 100% 75 100% 75 100%

Table 2. Laryngeal view grading in relation to time.
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appropriate equipment and position for laryngoscopyperforming the laryngoscopy and the assistant passes
in order to obtain good view of the glottis and perform the endotracheal tube under direction. This technique
safe and successful intubatiinGlottis visualization  caries risk of tube malposition, it is impractical, can be
can be optimized by laryngeal manipulation which canused for training purposes and it is not reliable in small
be performed using three different maneuvers: Externathildren.
Laryngeal Manipulation (ELM), the Backward, Upward,
Rightward Pressure(BURP) and cricoid pressure In this study, a hypothesis utilized that external
(Sellick) maneuver. laryngeal manipulation using the anesthesiologist left
hand little finger can improve glottis view and facilitate
Cricoid pressure and BURP are commonly used forintubation in children with minimum time as the larynx
airway management but several studies have showeih a child is fairly mobile and can be moved with external
that cricoid pressure or BURP might worsen laryngeallaryngeal manipulation to improve the laryngoscopic
visualization*2*ELM is designed to improve laryngeal view. In addition, a shorter thyromental space provides
view with the cooperation between the anesthesiologist sufficient space to use the little finger at the same time
and the assistant during directlaryngosc8pyExternal ~ with laryngoscopy. This greatly improved the grade
laryngeal manipulation can be carried out in two waysof Cormack and Lehaneview. These improvements
either conventional bimanual laryngoscopy or modified facilitates greater exposure of the larynx, results in a
bimanual laryngoscopy. In the conventional method,successful intubation conditions, and causes no trauma.
the anesthesiologist manipulates the larynx under direcNo study has been done so far utilizing this maneuver
vision, and an assistant holds the best position until thén pediatric patients.
tracheal tube is passed, while in modified bimanual
laryngoscopy, the anesthesiologist guides the assistant’s The best glottis view (Grade 1) was obtained in 48
hand to achieve the best laryngeal view and ask to keepatients (64%) with mean time to good exposure 11+4
the same force and direction. seconds in group A. While in group B the best view
was obtained in 72 patients (96%) over mean time of
Levitan et &® showed that bimanual laryngoscopy 6+1 seconds. These differences in exposure and mean
improves laryngeal view compared with cricoid time were statistically significant. The great difference
pressure or BURP. Jinyoung Hwang €ffalund that in view and time was explained by the fact that the
the modified bimanual laryngoscopy is more effective best laryngeal view is obtained whigire manipulation
in obtaining the optimal laryngeal view on the first is undertaken byhe anaesthesiologist?* While an
attempt compared with the conventional bimanualassistant required more time to achieve best view
laryngoscopy. Some studies on the ELM in adults havedue to misorientation of the assistant to the laryngeal
described varying degrees of effectiveness in improvingdfield even when the maneuver was initiated by the
laryngeal view, they observe that the best laryngeal viewanesthesiologist the view often deteriorates resulting
is obtained when the manipulation is undertaken byin prolonged time for obtaining best view and required
the anaesthesiologist but when the assistant completetpeated attempts of manipulation as it would be
the maneuver the view often deterioratbss will difficult to achieve the same position, direction, or force
prolong the process of intubation placing the patient atas those of the anesthesiologist's manipulation. The
risk of hypoxia and repeated attempts of manipulationmaneuver used in this study was considered easy, safe,
resulting in laryngeal trauma as it would be difficult to time saving and practicable, this technique have been
achieve the same position, direction, or force as thos¢aught to anesthesiologist residents to be familiar with
of the anesthesiologist's manipulation. Prabhakar H. eits application.
al®studied the role reversal during external laryngeal
manipulation for tracheal intubation, an alternate CONCLUSIONS
approach whereby the anesthesiologist maintains the
external laryngeal manipulation at the same time as In this study, the glottis was manipulated to obtain
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an

optimal view using the left little finger for patients

in whom the epiglottis could not be visualized with

standard laryngoscopy to improve the laryngoscopic
view. Furthermore, the use of this technique routinely13
in every patient regardless of grade makes the technique
more easy and familiar.

RECOMMENDATIONS

Every anesthesiologist have to utilize the little finger
to manipulate the larynx regardless of the initial view as
this will help proper alignment of the larynx and results 16.

in successful intubation in children.

10.

12.
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ABSTRACT

Objective:  Prol2Ala is a common functional
mutation of PPAR-y* gene whose frequency varies
widely worldwide. In Irag, there are no studies of the
frequency of Prol2Ala. The aim of this study is to
find out the frequency of Prol2Ala (rs1801282) in an
Iragi population and to compare it with those of other
populations.

Methods: Prol2Ala was genotyped in 95 healthy
unrelated Arabic native Iragi adult subjects using PCR-

Restriction Fragment Length Polymorphism (PCR-
RFLP). Its frequency was compared to those of other
populations.

Results: Genotype frequencies were within Hardey-
Weinberg Equilibrium (HWE). Allelic frequencies
were 90.53% for the C (Pro) allele and 9.47% for the
G (Alal2) allele. The homozygous wild type genotype
(Prol2Pro) frequency was 81.05%. The heterozygous
mutant genotype (Prol2Ala) was evident in 18.95%
of subjects with no cases of (Alal2Ala). Allelic and
genotypic frequencies were statistically different from

*Amjad Hazim Al-Naemi, MBChB, MSc; Lecturer, Department of Biochemistry, Mosul Medical College, University of Mosul, Mosul, Iraq.

E-mail:amjadhazim72@yahoo.com.
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those of Ukrainian (p=0.007 and 0.017), Chinese responsible for lipogenesis and insulin signafiramd
(p=0.041 and 0.034), and African Americans (p=0.000 that its deficiency causes substantial fat cell loss and

and 0.000). compensatory hypertrophy.
Conclusions: Iragis have relatively high prevalence
of Prol2Ala mutation which differs from several Activation of PPAR-y is through a variety of agonists
populations confirming the need for understanding the like polyunsaturated fatty acids, prostaglandins,
genetic background of each population. eicosanoids and the insulin sensitizing anti-diabetic
agents thiazolidinediones (TZDs) like pioglitazone,
INTRODUCTION which have been shown to improve insulin sensitivity

in a variety of insulin resistant animal models and in

Peroxisome proliferator- activated receptors (PPARs)human diabetic¥:*?
are ligand-activated transcription factors and members
of the nuclear hormone receptor superfamily whose PPAR-y has been evidently and strongly related to
other members include receptors for thyroid hormoneddiseases like cancels, osteoporosisi?® arthritisi®
and steroid$. They form heterodimeric molecules inflammation and hypertension,®” cardiovascular
with the retinoid X receptor (RXR) and bind to co- disease® insulin resistance and obesitytype 2
repressors.Ligand binding results in conformational diabetes??!kidney disease¥cystic fibrosis?® and skin
changes in the receptor leading to dissociation of themmunological disorder.
co-repressor complex and recruitment of co-activator
proteins. This process ultimately leads to activation of

gene expression mainly those genes involved in energy Several hereditary mutations have been identified in
homeostasis and lipid metabolid. the ligand binding domain of PPAR-y gene. Barroso et

al. in 1999 reported two dominant negative mutations
There are three well identified types of PPARs; PPAR in human PPAR-y (Pro467Leu and val290met) that are
o, PPARS (or PPARB) and PPARy whose DNA- binding associated with severe insulin resistance, hypertension
domains are about 80% identié&luman PPAR-y gene and diabete® A rare gain of function mutation
is located in chromosome 3 and it spans a genomiéPmllSGln) has been identified earlier in 4 out of 121
segment of more than 150 kb. It consists of 9 exonsSUPjects with morbid obesity.
(A1, A2, B and ®-) from which two distinct isoforms

of PPAR y mRNA and protein -PPAR y1 and PPAR 72- However, and more interestingly, Yen et al. in 1997
are derived through the use of separate promoters anfve identified a CCA to GCA missense mutation in
5 exons. codon 12 of the PPAR y2 specific exon (exon B) that

encodes the amino-terminal residue of the PPAR y2
PPAR y1 mRNA specie is composed of exons A1, A2 protein. As a resulbalanine» substitutes the ancestral
and B- and is translated from P1 promoter while PPAR »Proline» in the mutant protein (Prol2Ala) which
v2 mRNA is a combination of exons B and 1-6 and is would consequently have a less functional activity as a
translated from P2 promoter. PPAR y2 is 28 amino acids transcription factof!
longer than PPARy1.5
This single nucleotide polymorphism (SNP) of PPAR
While PPAR 71 is widely expressed in adipose tissue, v2 gene has been the most widely studied. This SNP has
colon, macrophages, heart, skeletal muscles, liverpeen linked to risk of development of diabetes mellitus,
kidney, bone and other tissues, PPAR y2 is expressed hypertension and different kinds of cancer in different
mainly in the adipose tissdélt has been demonstrated populations worldwide. However, results have been
that PPAR vy2 is essential for the long-term survival, conflicting in various populations and various ethnic
differentiation and homeostatic function of the groups pointing to the fact that gene-environmental
adipocytes through transcription of many genes that arénteractions and/or gene-gene interactions are possibly
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standing behind whether it issa@isky» or asprotective»  were residents of urban districts of Mosul City, Ninevah
player in the causation of different human health Province and were generally the relatives of patients
disorders among different populations. admitted in Al-Joumhori Teaching Hospital in Western
Mosul, Mosul, Irag in addition to the members of the
As an example, many studies showed that there igursing staff.
a significant body of evidence that this gene mutation
is associated with type 2 diabetes and that the Pro12 Ninevah is the second largest province in Iraq and
allele is its»risk allele»?®2° However, others revealed Mosulis the biggest city in this province. Mosul citizens
no evidence of association between Prol2Ala andvho are around 3 million subjects- are of different
diabetes®3Moreover, and on the contrary, other studies religious, national and ethnic backgrounds. This study
observed a higher Ala12 allele frequency in the diabetidfocused on the native Arabic Iragi peophethout
patients conferring to its possibleisky» contribution ~ Mixing marriages with other ethnic groups till the third
in the onset of diabetés3 generation

The minor allele frequency of Prol2Ala has been Subjects were excluded from participation if they have

reported to extend over a wide range among differenP0Sitive personal and/or family history of diabetasr

world populations. Asian people were reported to have®" kidney diseases or any other major health problem
the lowest prevalence of Ala12 allele where only 495 like cardiovascular events in the last six months. Other

of Chinese people had the minor allele of Pro123la. exclusion criteriaincluded current or recent participation
People from European descent are, on the other handf} @n interventional study dhose with drug abuse or
the higher most in minor allele frequency which may history of malignancy or terminal ill diseases.

reach up to 219%.
Blood samples were obtained by non-stressful

In Iraq there have been no studies of genotypeantewb'tal venipuncture under completely aseptic

distribution and minor allele frequency of Prol2Ala. conditions. _ Two ml venous blood sample was
To best of our knowledge, this is the first study of transferred into a clean EDTA tube for DNA extraction
the prevalence of Prol2Ala (rs1801282) in Iraqg. WeanOI subsequent genetic analyses.

believe that understanding the genotype frequency of

this common mutation would help in managing the
clinically relevant associated diseases.

The EDTA-treated whole blood samples were
refrigerated at 2-8 C° for subsequent DNA extraction
within 48 hours or otherwise kept frozen at -20 C° if the
extraction was to be postponed. Long storage of blood
samples (more than two weeks) was avoided to increase

_ the chance of getting higher DNA yields.
This study was approved by the Human Research

Ethics Committee of Ninevah Health Directorate, Genomic DNA was extracted using ReliaPtep
Mosul, Irag on April 17 2013 and informed consents Blood gDNA MiniPrep System (Promega Corporation,
were obtained from all participants. Thus this study wasysA) following the manufacturer’s protocol. The whole
performed in accordance with the ethical standards ofnolecular work was carried out in the PCR laboratory of
Declaration of Helsinki II. lbn Al-Atheer Teaching Hospital, Eastern Mosul, Iraq.

METHODS

Ninety-five (51 males and 44 females) apparently DNA samples were genotyped for the Prol2Ala
healthy unrelated native Arabic Iragi adult subjects (31-mutation of PPAR-y2 gene using PCR-Restriction
70 years old) were randomly selected to participate inFragment Length Polymorphism (PCR-RFLP) assay as
this study over a period of three months starting fromdesigned by Hamann et3lA 306 bp DNA sequence
15" May through 138 August 2013. All these subjects embracing the ambiguity site was first amplified using
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PCR. The following primers (GenScript, USA) were shown in Table 1. Ten pl of PCR products (306 bp) were

used: digested with 3 units of the restriction enzyme Hgal
Forward: 5'- GCCAATTCAAGCCCAGTC- 3’ (New Englands Biolabs, UK) in its buffer [NEBuffer
Reverse: 5'- CGTCCCCAATAGCCGTATC- 3° 1.1 (10 mM Bis Tris Propane- HCI, 10 mM MgCI2, 1

mM dithiothreitol, pH 7.0 at 25C°)] in a final volume
Genomic DNA (2.5 pl) was added to the reaction of 50 yyl at 37 C° for 60 minutes followed by enzyme
mixture (22.5 pl) to make the final reaction volume 25 inactivation at 65C° for 20 minutes based on the
Hl. The reaction mixture consisted of 12.5 pl of the 2X manufacturer’s instructions. The C/G variation in the

Master Mix (Qiagen, Germany), 0.5 pl of each primer (5rget sequence creates the following restriction site for
(forward and reverse) in 10 uM concentration and 9 plHgay:

of RNase-free water. The ready to use 2XMaster Mix
contains HotStar T&gPlus DNA polymerase (5 units/ 5-GACGC(N)5 ...37
pl), ultrapure dNTPs and MgCI2 (pH 8.7, 20C°) ina 3-CTGCG(N)I0 ...5
final reaction concentration of 3 mM. The PCR was

performed using PXE 0.2 Thermal Cycler (Thermo

. 4 -~ Following digestion, the DNA fragments were
Electron Corporation, France). The cycling program is

separated on 2% agarose gel following a standard gel
electrophoresis for around 25 minutes at 125 V, stained

Condition Temperature e with SYBR® Safe DNA Gel Stain, visualized on the UV
Initial denaturation 95C’ 5 min transilluminator and photographed. A single band of
Denaturation 95 C* 30 sec 306 bp iQdicated a homozygous wild type allele (Pro/
Pro), while the heterozygous mutant allele (Pro/Ala)
Annealing 60 c 90 sec should produce three bands; 306 bp, 220 bp and 86 bp.
Extension 72 C* 30 sec However, in case of homozygous mutant allele (Ala/

Ala) only two bands would be produced; 220 bp and 86
bp. Figure 1 is a gel photograph of digestion products.

Final extension 68 C° 10 min

Final volume= 25 pl, cycles= 35

Table 1. Thermal conditions to amplify Pro12Ala for Frequencies of alleles and genotypes were calculated
subsequent RFLP. and checked if they fall within Hardey-Weinberg

Figure 1. PCR-RFLP detection of Prol12Ala on 2% agarose gel. Lane 1:100 bp DNA ladder (Promega Corporation,
USA) with the prominent band is 500 bp, lanes 2, 3, 4, 5, 7, 8, 9, 11, 12, 13, 14: wildtype for codon 12 variant (Pro/
Pro) showing one (306bp) band only, Lanes 6, 10 and 15 (arrowed): heterozygous for codon 12 variant (Pro/Ala)
showing 306bp and 220 bp bands while the 86 bp fragment was so faint and did not appear on photographing
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Equilibrium using Court lab HWE calculator (1) Table 3 compares these frequencies using y2 test.
downloaded fronfttp://www.tufts.edu

A simple calculator to determine whether obsenved

Statistical analysis: Chi-square test was used to genotype frequencies are consistent with Hardy-Weinperg

g . . | equilibrium
compare the allelic and genotypic frequencies with
thqse of other populatlons. Statistical Package for Spqal Genotypes Observed # Expected #
Sciences (SPSS) verspn 19 was used for statistical Homozygote 77 779
analyses, p-value was significant when<0.05. reference:
RESULTS Heterozygote: 18 16.3
Homozygote 0 0.9
Figure 1isaphotograph ofagel of PCR-RFLP products Vvariant: ~Put your
of fourteen subjects. The genotypes frequencies of values here”
., Var allale freq: 0.09

Prol2Ala (rs1801282) where checked whether they ar
normally distributed or not. For this purpose, observed
frequencies were entered into software to assess Hardey- 2= 1.04027258

Weinberg Equilibrium (HWE). Ideally, its p-value has | ) test p value= 0.307722 with 1 degree of freedom
to be<0.05 to indicate normal distribution. Figure 2 | 1.1f P<0.05-not consistent with HWE.

shows the output of the used software to calculate the 2. Not accurate if <5 individuals in any genotype group.
p-value of HWE of Prol12Ala genotypes in our studied

population. Michael H. Court

(2005-2008)

Genotypes frequencies of our subjects were withi

HWE (x2=1.04, p=0.308). The allelic frequencies Figure 2. Output of Court lab HWE calculator (1)
were 90.53% (172 out of 190) for the wild type allele analysis of population's genotypes for Pro12Al in 95
(Prol2) and 9.47% (18 out of 190) for the mutant subjects.

allele (Alal2). The homozygous wild type genotype
(Pro12Pro) was found in 81.05% (77 out of 95) of the
study population. However, the heterozygous mutant Since its identification by Yen et al. in 1997, the
genotype (Prol2Ala) was evident in 18.95% (18 out ofmissense mutation “Pro12Ala” has been widely studied
95) with no any case of homozygous mutant genotypeall over the world. A lot of light has been shed on the
(Alal2Ala) observed. Allelic and genotype frequenciesassociation of this common polymorphism with several
of the studied population are shown in Table 2. clinical disorders like obesity, insulin resistance, diabetes
mellitus, hypertension, inflammation, atherosclerosis

The allelic and genotypic frequencies revealed in ourand tumerogenesis and there have been controversies in

population were compared to those of other populationssuch relationships among different populations.

DISCUSSION

Gene Mutation Allelic frequency n (%) Genotypic Frequency n (%) p- value*
CcC GC GG
Prol2Ala C (Pro) G (Ala) (Pro/Pro) | (Pro/Ala) | (Ala/Ala)
PPAR- 0.308
v (rs1801282) 172 (90.53%) 18 (9.47%) 77 18 0
(81.05%) | (18.95%) | (00.00%)

*Genotypic distribution using HWE calculator. p-value for ¥2 has to be >0.05 for the genotype distribution to fall within HWE.

Table 2. Genotypic and allelic frequencies of Pro12Ala (rs1801282) in the study population.
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Allelic frequency Genotyping frequency
n (%) n (%)
) ) p-value for | p-value for
Authors/Year Population/Size
allele genotype
GC
CcC
C (Pro) G (Ala) (Pro/ GG
(Pro/Pro)
Ala) (Ala/Ala)
) ) 172 18 77 18 0
This study Iragi (95) - -
(90.53) (9.47) (81.05) | (18.95) (0.00)
Frederiksen et al./ Danish Caucasian 3860 630 1671 518 56
0.075 0.146
2002 (2245) (86.00) (14.00) (74.50) | (23.00) (2.50)
Kaydashev et al./ L 61 17 24 13 2
Ukrainian (39) 0.007 0.017
2007 (72.60) (27.40) (61.55) | (33.33) (5.12)
Kim et al./ 243 15 115 13 1
Korean (129) 0.143 0.087
2007 (94.19) (5.81) (89.10) | (10.10) (0.80)
Ghoussaini et al./ French Caucasian 555 81 246 63 9
0.224 0.444
2005 (318) (87.00) (13.00) (77.40) | (19.80) (2.80)
Namvaran et al./ . 238 18 110 18 0
Iranian (128) 0.349 0.327
2011 (92.97) (7.03) (85.94) | (14.06) (0.00)
Canbay et al./ . 244 14 116 12 1
Turkish (129) 0.100 0.057
2012 (94.57) (5.43) (89.92) (9.30) (0.78)
Tellechea et al./ . 1059 85 487 85 0
Argentineans (572) 0.328 1.042
2009 (92.57) (7.43) (85.10) (14.9) (0.00)
Prasad et al./ . 424 58 186 52 3
Indian (241) 0.345 0.397
2008 (87.97) (12.03) (77.18) | (21.58) (1.24)
Han Chinese of Inner
Gao et al./ . 264 10 131 2 4
Mongolia 0.010 0.000
2010 (96.40) (3.60) (95.60) (1.50) (2.90)
(137)
Gupta et al./ ) 493 67 213 67 0
Indians (280) 0.349 0.316
2011 (88.04) (11.96) (76.00) | (24.00) (0.00)
Badii et al./ Qatari 847 53 401 45 4
. 0.069 0.030
2008 consanguineous (450) (94.11) (5.89) (89.10) | (10.00) (0.90)
Kao et al./ African Americans 1964 46 959 46 0
0.000 0.000
2003 (1005) (97.71) (2.29) (95.42) (4.58) (0.00)

Table 3. Comparison of genotypic and allelic frequencies of Prol12Ala (rs1801282)
in Iragi people with those of other populations.

The insulin sensitizing anti-diabetic agents TZDs reduce its functional capacity as a transcriptional factor
have been identified in the mid1990s to be high affinity for a large number of gené&s.
ligands for PPAR-y.3® The proline substitution by alanine

at codon 12 of the PPAR-y2 protein is well known to This functional attenuation of the PPAR-y2 protein is
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probably behind the Pro12Ala associations with the wide(p<0.05) from reports of Danish Caucasiéns,
spectrum of diseases mentioned above. Also from hereloreans’® French Caucasiai,lranians’’ Turkeys?
possibly, emerges the variation in drug responses amongrgentineans from Southern European ancestrias
diabetics treated with TZDs. This is whgitharmaco-  addition to Indian§%*
genetics» concerned with. Individualizing treatments
for patients based on their genetic background will Differences in the alleles and genotypes frequencies
revolutionize the management regimens and plans in @f the common mutation Prol12Ala across population
successful and modern way mainly for the sufferers ofmay partially explain the variations in the prevalence
chronic diseases. rates of the common associated diseases. Among these
are diabetes, hypertension and cancer diseases. Gene-
Owing to its importance, the allelic and genotypic environmental interactions together with gene-gene
distributions of Pro12Ala have been studied worldwide. interactions may further influence the variation in
Different ethnic groups in different populations showed diseases frequencies across different populations across
different figures. the world.

In Irag, however, there has been no work right now CONCLUSIONS
to analyze the frequency of this mutation among Iraqis.

To the best of our knowledge, this is the first study of This study revealed significant differences in the
this common mutation in lrag. Iraq is a multinational gistribution of the Prol2Ala polymorphism of PPAR-y
and multi-ethnic country in the North-West Asia. This gene (rs1801282) between an Iragi Arabic population
study has focused on a population of Native Arabicang those across different parts of the world mainly
Iraqi adult healthy subjects living in urban areas of caucasians (Ukraine), African Americans and Chinese.
Mosul, the biggest city of Ninevah Province which iS gEyen some Arabic populations nearby lIrag, like
the second largest province in Iraq following the capitaIQatari’ have a different genotypic frequency. These
Baghdad. differences confirm the need for understanding the
genetic background of each population and lead us to
The allelic frequencies are 90.53% and 9.47% forrecommend analyzing the association of the relatively
the C»Pro» and the GAla» alleles respectively. The common Pro12Ala with the common clinically-
homozygous wild- type genotyp&ro/Pro» was evident  jmportant chronic clinical diseases in Iragis like insulin

in 81.05% while the heterozygous mutant genotyperesistance, diabetes, hypertension, cardiovascular

one had the homozygous mutant genotype.
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THE EFFECTS OF IMATINIB ON THE TESTICULAR HISTOLOGY
IN MALE RATS ADMINISTERED AT PERIPUBERTAL PERIOD
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ABSTRACT

Objective: Male and female gonadal toxicity
are common complications of modern anti-cancer
treatments. Although effective cancer therapy, and where
possible cure, are of paramount importance, infertility
and hypogonadism can be a source of considerable
distress. There is a paucity of studies on the effect of
imatinib on the histological parameters of the testes of
rats. The aim of this study was to evaluate the short-
term effects of peri-pubertal administration of a low
dose, clinically non-relevant high dose of imatinib and
its repercussions in adulthood in comparison with that
of control.

Methods: This experimental study was performed
over a period of four months starting from the 10th
march 2013 to the 10th July 2013 and was conducted
on male Albino rats purchased from Animal Houses of
both Mosul Medical College, and Veterinary College,
University of Mosul, Mosul, Northern Iraq. Animals
were randomly assigned to the experimental groups.
The first experiment includes 40-45 days aged rats
who administered orally daily dose of 75 mg/kg of
imatinib mesylate (Glivec®; Novartis) purchased
from Ibn-Sena Teaching Hospital, Mosul, or bought
from some private pharmacies for 30 days with age
matched control who administered distilled water.
The second experiment includes 40-45 days aged rats
who administered daily dose of 200 mg/kg orally with
age matched control who administered distilled water.
Animalsin each experiment were euthanized with ether
24 hours after the final dose was given, respectively, at
the end of treatment (short-term evaluation) and after
the recovery period (long-term evaluation), testes of
rats from each experimental group were obtained at
laboratory of postgraduate studies of Department of
Anatomy, Histology and Embryology in Mosul College
of Medicine. The tissues were embedded in paraffin and

25

stained with hematoxylin-eosin, PAS-Harris (PAS-H)
stain. The evaluation was blinded to treatment and any
data. Testes from the control and treated animals are
analyzed for any disorganization of cytoarchitecture
of seminiferous tubules, the presence of vacuoles, gaps
and abnormal cells in the seminiferous epithelium and
sloughing, degeneration of seminiferous epitheliumand
oedema in the interstitial spaces. Johnsen’ scores were
used to evaluate the spermatogenesisin all groups. The
photomicrographs were taken.

Results: The light microscopic examination of
the testicular sections obtained from of the control
group showed a normal organized appearance of the
seminiferous epithelium with intact cytoarchitecture of
thetestes. Histological analysis of seminiferous tubules
in imatinib-treated rats showed that the most striking
features are disorganization of the seminiferoustubules,
interstitial oedema, sloughing of the epithelium, and
detachment of sertoli cells toward the lumen. This
study revealed that there are different alterations in
the testicular histology in the imatinib-treated rats,
however these changes were focal, scattered and
showed interindividual variability. In addition, this
study showed that the testicular injuries were more
pronounced in imatinib-treated with high dose group
compared tothat of imatinib-treated withlowdosegroup.
Sections obtained fromthe rats that euthanized after the
recovery period demonstrated a better organization
of the seminiferous tubules in both low and high dose
groups. Histological assessment demonstrated that
both imatinib-treated rats (low dose-IML, or high dose-
IMH) presented decreased Johnsen’ scoresinrelation to
control animals, indicating that imatinib induced toxic
effects in testis, however, animals euthanized after the
recovery period showed better Johnsen’ scores.

Conclusions: Imatinib does affect the histopathol ogy
of rat testis significantly at low dose, or at high dose,
but this effect is reversible, to some extent, once the
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drug is withdrawn. This finding may help the clinicians oH,
to plan and address the fertility related issues in young '
patients of reproductive age who are being treated

with imatinib for gastrointestinal tumors and chronic

myeloid leukemia. A \]<>
INTRODUCTION

The using of chemotherapeutic drugs is limited due
to their acute toxic effects on some organs such as liver,
kidney, testis, and hedt? In male cancer patients, day: PND 1-7), infantile (PND 8-21), juvenile (PND
surgery, radiotherapy and chemotherapy can be followe@®2-35) and peri-pubertal (PND 36-55 or &6&)Male
by transient or permanent infertilityTreatment of rats reach puberty, a dynamic physical, behavioural and
cancers with cytotoxic agents such as tyrosine kinasénormonal event of sexual developmé&nground the
inhibiting drugs often, but not always, result in transient 50 days of age, when the first spermatozoa are observed
to permanent testicular dysfunction. Germ cells arein the cauda epididymisand reproductive capacity is
important targets of many chemicals. Most of the attained. Maximum sperm production is achieved at
drugs are genotoxins and induce irreversible effect or75 days of age when male rats can be considered adult.
genetic makeup. This is alarmingly dangerous in youthHowever, the animals reach full sexual maturity only
and children, since these effects last longer, affectingat 100 days of age (maximum concentration of sperm
fertility or forming basis for carcinogenesis. stored in the cauda epididymid}3As spermatogenesis

and steroidogenesis are not yet fully established

Imatinib mesylate (Glivéc STI 571; Novartis), &  qyring peri-puberty, this may be a critical period of
small-molecular analog of ATP that potently inhibits reproductive development and consequently more
the tyrosine kinase activities of Abelson (Bcr-Abl) |, inerable to changes caused by chemical agents.
gene, platelet derived growth factor (PDGFR-0,  The reports of the effect of imatinib on reproductive
PDGFR-f), c-Fms, Arg and c-kit, is one of the novel function and testicular histology are scahfyhere is
molecularly targeted agents being introduced intog need to study the effect of imatinib on the testes in
cancer therapylmatinib mesylate is white to off-white  5nimal models at peripubertal periods and because of
to brownish or yellowish tinged crystalline powder. It g itapility of rat as an attractive and alternate animal
inhibits proliferation and induces apoptosis in Ber-Abl yo4el for humar this study aims to evaluate the effect
positive cell lines as well as fresh leukemic cells from ot imainib on the hisological parameters in the testis of
Philadelphia chromosome positive chronic myeloid ,51e rat administered orally with low dose, clinically

leukemia. It is indicated for the treatment of patients o relevant high dose of imatinib for thirty days started
with chronic myeloid leukemia, and it has demonstrated,; peripubertal period and to detect the ability of self
high levels of efficacy in gastrointestinal stromal tumors regeneration after stoppage.

(GISTs)! Glivec film-coated tablets contain imatinib

mesylate equivalent to 100 mg or 400 mg of imatinib N ETHODS

free base. Imatinib mesylate is designated chemically

as  4-[(4-Methyl-1-piperazinyl)methyl]-N-[4-methyl-  Thjs experimental study was performed over a period

3-[[4-(3-pyridinyl)-2-pyrimidinyllamino]-phenyl]  of four months starting from the #.@narch 2013 to the

benzamide methanesulforfasad its structural formula  1gn July 2013 and was conducted on male Albino rats

is shown in Figure 1. purchased from Animal Houses of both Mosul Medical

College, and Veterinary College, university of Mosul,

Post-natal sexual development in the male rat hasMosul, Northern Irag. Throughout the investigations the

been divided into four phases: neonatal (post-natakatswere housed under controlled normal environmental

Figure l.The chemlcal structure of imatinib.
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laboratory conditions and animal facility and were kept stomach. After the needle was passed to the correct
in an air-conditioned room with 12-hours light and dark length, imatinib was injected.

cycles, where the temperature (22+2°C) and relative
humidity (65-70%) were kept constant. They were
local breaded and put individually in Animal House
plastic cages (England) measuring 47x34x18 cm line
with wood chips® Animals were let to acclimatize for
a week before any experiment was perforiieahd = : _
provided with free access of water adlibitum and pelletedV€dicine, University of Mosul, Northern Irag.

standardized food (commercial rodent ché#l Tissue and organs collection: On the day after,

rats received human care, and  procedures 'nVOIVmQhe end of treatment (short-term evaluation) and after

animals and their care were conducted in conformity,[he recovery period (long-term evaluation), after one
with international laws and policies and the studies ONonth. testes of rats from each experimental group
animals accepted. The experiments were performeqNere c;btained

during the light portior®

Study termination procedures. Animals in each
experiment were euthanized with ethéMerck,
c]Germany)6~23 24 h after the final dose was given or
after the recovery period at laboratory of postgraduate
studies of Department of Anatomy, Mosul College of

Preparation of histological sections. Testes were
excised and fixed in Bouin’s solution.?* The tissues were

E i i . Animal .
Xperimental des.lgn and procedure;e nimais embedded in paraffin (Merck, Germany) and stained
were randomly assigned to the experimental groups.

The first experiment includes 40-45 days aged rats who with Harris hematoxylin-eosin(Scarlau, Spain). The

- . Lo evaluation was blinded to treatment and any data. The
administered daily dose of 75 mg/kg of imatinib mesylate . .
. . . tissue of testicular samples were grossed and transferred
(Glivec®, STI 571; Novartis) purchased from Ibn-Sena .
. . into cassettes and processed as follows: (1) Two
Teaching Hospital, Mosul, Northern Irag, or bought . ) .
. . o onsecutive changes of Bouin’s solution 1 h and 1.5
from some private pharmacies, and were administered | (2)85% Ethyl alcohol (Thomas baker, (chemicals)
orally by gavage with 24 gage needle for 30 days (n=8)I ' 0 y ' ’

- - . N - . 0
with age matched control who administered distilled imited,UK)— 1.5 h; (3) 95./0 alcohol — 1.5 h; (4) 100%

. ) .. Alcohol — three consecutive changes of 1.5 h each; (5)
water following the same protocol applied to imatinib

group (n=4), ylene (Thomas baker, (chemicals), limited, UK)- three
consecutive changes of 1.5 h each; and (6) Paraffin bath
at 55°C — two changes of 1.5 h each. Upon completion,
The second experiment includes 40-45 days agedhe tissues were placed in 1.5x2 cm moulds lined with
rats who administered daily dose of 200 mg/kg orally molten paraffin wax at 65°C. The mould was transferred
by gavage with 24 gage needle for 30 days (n=8) withto a cold plate at -5°C, the tissue adjusted to the desired
age matched control who administered distilled waterorientation and the cassette base placed on top of the
following the same protocol applied to imatinib group mould, filled with molten wax and let to solidify for 1 h,
(n=4). Imatinib doses selected were intended to be imemoved and stored at -20°C until sectioning. The frozen
the range of those used in clinical treatment regifiens embedded wax blocks were sectioned at 3-5 micron
(400-800 mg/d or 340-590 mgfrbased on a weight thickness using Reichert microtom, Germany, placed on
of 70 kg) dose surface area adjusted to body-weightfrosted glass slides and dried overnight at 37°C. Prior
f x mg/kg = mg/m, where f is a constant equal to 6.0 to modified Harris Haematoxylin and Eosin staining,
in rats?* Each animal was observed for overt signs ofthe samples were washed in xylene twice (3 min each),
toxicity. The animals were firmly restrained (the animal hydrated in five sequential changes of alcohol 100%,
was grasped by the loose skin of the neck and back)]00%, 95%, 80% and 70% for 3 min each, rinsed with
to immobilize the head and maintained in an uprightwater for 3 min and stained. Finally, the stained slides
(vertical) position. The gavage needle was passedvere dehydrated in three sequential 1-min changes of
through the side of the mouth, followed the roof of the alcohol 70%, 80% and 95% and two changes of 100%
mouth, and advanced into the esophagus toward thalcohol for three minutes each.
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a. A photomicrograph of section obtained from control group shows normal architecture, normal feature of eminiferou:
tubule and interstitial tissue. Spermatocytes, sertoli cell, mature sperms are present, (H&Ex250). b. A photomicrograr
of section obtained from rats administered with imatinib of 75 mg/kg shows vacuoles in the seminiferous epithelium
with detachment from the basement membrane. No mature sperms are present. Normal architecture of cell gets distt
with oedema of interstitial space, (H&Ex400). c. A photomicrograph of section obtained from rats administered
with imatinib of 75 mg/kg shows detachment from the basement membrane with homogenous esinophilic materials
replacing in interstitial space replacing leydig cells.(H&Ex160). d. A photomicrograph of section obtained from rats
administered with imatinib of 75 mg/kg shows rounded sertoli cells detached from the basement membrane and
without nucleus in the lumen, (H&Ex400). e. A photomicrograph of section obtained from rats administered with
imatinib of 75 mg/kg shows cells with eosinophilic cytoplasm and dense apoptotic nuclei with vacuoles in sertoli
cells,.(H&Ex400)f. A photomicrograph of section obtained from rats administered with imatinib of 75 mg/kg shows
cells with eosinophilic cytoplasm and dense apoptotic nuclei (arrow), (PAS+Hx1200).
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g. A photomicrograph of section obtained from rats administered with imatinib of 200 mg/kg shows detachment
of rounded non nucleated sertoli cells from the basement membrane. Degeneration of seminiferous epithelium,
intraepithelial oedema, and disruption of normal testicular cytoarchitecture, (H&Ex250). h. A photomicrograph of
section obtained from rats administered with imatinib of 200 mg/kg shows detachment of rounded non nucleated
sertoli cells from the basement membrane. Degeneration of seminiferous tubules and disruption of normal testicular
cytoarchitecture, (H&Ex250). i. A photomicrograph of section obtained from rats administered with imatinib of
200 mg/kg shows severe sloughing and degeneration of seminiferous tubules and disruption of normal testicular
cytoarchitecture, (H&Ex250). j. A photomicrograph of section obtained from rats administered with imatinib
of 200mg/Kg shows severe sloughing and degeneration of seminiferous tubules, disruption of normal testicular
cytoarchitecture, loss and shedding of immature germ cells within the lumen and seminiferous tubules with few
germ cell layers, interstial oedema is also present, (H&Ex250). k. A photomicrograph of section obtained from rats
treated with low dose of imatinib euthanized after the recovery period shows better organization of seminiferous
epithelium, (H&Ex600). |. A photomicrograph of section obtained from rats administered with imatinib of 200 mg/
kg shows cells with eosinophilic cytoplasm and dense apoptotic nuclei (arrow), (PAS+Hx1200).
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sections were then dried and mounted onto the clean In addition, this study showed that the testicular
glass slides and labelédOn the other hand, sections injuries were more pronounced in imatinib-treated with
were counterstained with periodic acid-Schiff and Harrishigh dose group compared to that of imatinib-treated
-hematoxylin (PAS-H) for the assessment of germ cellwith low dose group, (Figures 2g-2l).
apoptosig®
Qualitative analysis. Testes from the control and As shown in the Flgure 2k sections obtained frqm

: . . . the rats that euthanized after the recovery period
treated animals are analyzed for any disorganization o .

. - demonstrated a better organization of the seminiferous
of cytoarchitecture of seminiferous tubules, the : .
. tubules in both low or high dose groups.

presence of vacuoles, gaps and abnormal cells in the
seminiferous epithelium and sloughing, degeneration
of seminiferous epithelium and interstitial spa€éds 10 -
addition, Johnsen’ scores were used to analyze the effe g .
of drug on spermatogenesis as the scores range frol
1-102 with tubules having complete inactivity scored
as 1 and those with maximum activity (at least five or
more spermatozoa in the lumen) scored as 10.

CONTROLS

JOHNSEN' SCORE
w

Photography: All sections were visualized in
Ernst Leitz Wetzlar microscope (Germany). The 3 |
photomicrograph will be taken in Leica microscope with
camera attached using planapochromatic objectives. Th
magnifications of photomicrograph will be indicated
with the legends for the photograph using digital camere.
(Optika, Italy,HD, 1080 resolution 8.0 Mega pixels). Figure 3. Shows the Johnsen’ score in the control

group, low dose group (IML), high dose group (IMH).

1 4

0 -

RESULTS

Histological assessment demonstrated that both
imatinib-treated rats (low dose-IML, or high dose-

. . . o . . IMH) presented decreased Johnsen' scores in relation to
light microscopic examination olfie testicular sections

. control animals, indicating that imatinib induced toxic
obtained from of the control group showed a normal . o . :
. effects in testis (Figure 3), however, animals euthanized

organized a_ppear_ance O.f the seminiferous epithelium in fter the recovery period showed better Johnsen'scores.
rats euthanized immediately after the end of treatmenE.

. o re 2 sh he histological analysis of th
(Figure 2a) and after the recovery periwdh intact |gu_e_ shows ' t ? 'Sto. ogical analysis of the
cytoarchitecture of the testes seminiferous tubules in the different groups.

In this study,the histopathological assessment of
the testes was performed blindly for all groupkeT

Histological analysis of seminiferous tubules in DISCUSSION
imatinib-treated rats is shown in Figures 2b-2l. The most
striking features are disorganization of the seminiferous The susceptibility of chemicals, drugs and or
tubules, interstitial oedema, sloughing of the epithelium,compound to impair reproductive processes in laboratory
and detachment of sertoli cells toward the lumen. animals and human is of great concern to toxicologists
and the publi@ Improved long-term prognosis for
This study revealed that there are different alterationschildhood cancer has resulted in a situation where the
in the testicular histology in the imatinib-treated rats, majority of patients survive who may have long-term
however these changes were focal, scattered and showsie effects as a result of such treatments, such as
nterindividual variability. infertility, as the chemotherapy increases the genetic
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defects in germ cells, depending on the agent used;ells within the lumen observed in testicular sections
dose, and the stage of gametes maturdtitriight from cisplatin-treated rats as well as the persistence of
microscopic examination of section obtained from some testicular injuries suggest that chemotherapeutic
imatinib treated rats revealed thlae histopathological treatment may have affected this somatic €étlThe
alterations caused by imatinib indicated that the drug igesticular interstitial compartment was comparable
a gonadotoxic agent. The major changes observed wergetween experimental groups, these findings were
sloughing of seminiferous epithelial cells, disturbancealso consistent with that of other studie$,although

of cytoarchitecture of seminiferous tubules, detachmenimorphological alterations in the Leydig cell have not
of sertoli cells from the basement membrane, andbeen observed under light microscope.

presence of interstitial oedema. However, these changes

were more evident in the high dose group and they On the other hand, this study revealed that Johnsen’
are reversible to some extent. These findings are in scores were decreased in imatinib administered group in
accordance with that of Prasad et al in 2010, and Reddyomparison to control, these findings were in accordance

et al in 2012 who reported that imatinib affects the with that of Cerebasi et al who used Johnsen’ scores for
guality of spermatogenesis and exhibits a time and dosevaluation of testicular dysfunctiéh.

dependant relatiof¥*! They suggested that the thinning

ofthe seminiferous epithelium was due to sloughing and Sections obtained from imatinib administered
cell death of germ celBBand they were attributed that rats showed presence of cells with dense nuclei and
to the reduction of intratesticular testosteréiié.In esinophilic cytoplasm using PAS-H stain. In the
addition, they reported that the Sertoli cell presumablytestis, apoptosis occurs spontaneously to maintain
communicates a signal to the attached and developinbomoeostasis by eliminating damaged germ cells from
germ cells, which lack the androgen receptor, resultingthe seminiferous epithelitffor can also be induced by
either in the loss or restoration of germ c&Moreover,  various stimuli such as DNAdamage, heat shock, growth
round spermatids undergo a loss of adhesion to théactor deprivation and activation of apoptotic genes and
Sertoli cell, slough into the lumen of the seminiferous caspase cascaélghese findings in accordance with that
tubules®®* It has been suggested that the cell deathof other studies which reported that prepubertal testes
which induced by imatinib is mitochondrial pathway are more sensitive to chemotherapeutic drugs than adult
related®®3 testeg?5°

On the other hand, chemicals, which affect the The cytotoxicity of imatinib may be attributed to
microtubules in Sertoli cells, induced epithelial the enhanced increased reactive oxygen species (ROS)
sloughing® Further, the destruction of vimentin production and depolarization of the inner mitochondrial
filaments, which are required as an anchoring device for membrane induced by Imatinibi®*" however, the

the germ cells, also results in exfoliation of the germinalProbable inhibition of PGDFR tyrosine kinase by
epithelium?142 imatinib also cannot be ignored.

This study revealed that the testicular alterations Histopathology of the testis has been shown to be the
were focal, scattered and more frequent after the endhost sensitive method for the detection of effects on
of treatment (post-pubertal rats) but were not fully spermatogenesi§®
recovered in adulthood, these findings are similar to
that of other studies which revealed that the loss of CONCLUSIONS
germ cells and consequent seminiferous tubular atrophy
are structural featuremmmonlyobserved aftezancer In conclusion, all patients with reproductive potential
therapy!#4 requiring anti-cancer treatment should be fully informed

prior to treatment about the possible gonadal toxic

Sertoli cell vacuolization and shedding of germ consequences of any given treatment approach, and this
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discussion should be documented. These discussiorns
should take place in private, should involve appropriate
family or other individuals, and whenever possible
should be conducted by experienced, preferably trained,
staff. Spermatogenesis is highly sensitive to the effects of.
chemotherapy and irradiation and male patients should,
where relevant, routinely be offered sperm banking
before treatment starts. Where sperm are absent from
the ejaculate, testicular sperm extraction can sometimes.
be successful.
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COMPARISON OF EFFECTIVENESS OF LIQUID NITROGEN AND
PODOPHYLLIN IN TREATMENT OF GENITAL WARTS IN MALES

OSA aie Al J.JU\ G)u: ‘55 Cnllid ga gall g (JALL) ajﬁl\ Aallad 45580
Anas M. AlAsmar, MD

ABSTRACT

Objective: Clinical assessment of effectiveness of liquid nitrogen and podophyllin in treatment of genital warts,
and comparison of the two treatmentsin clearance and recurrence rates.

Methods: Forty male patients (19 to 53 years old) were allocated to receive treatment for genital warts; they were
randomly divided into two groups; liquid nitrogen group and podophyllin group. Therapy was continued for 6 weeks.
After that the patients were assessed for clearance of lesions, and then monitored for recurrence for three months
after clearance of lesions.

Results: In the first group (liquid nitrogen) lesions cleared in 75% of patients, and there was a recurrence in 33%
of the cured patients during first 3 months. While in the second group (podophyllotoxin), lesions cleared in 30% of
patients, and recurrence occurred in 43% of those patients. There was a statistical significant difference (p=0.05)
between clearance rates in the two groups, whereas the difference wasn t statistically significant between recurrence
rates.

Conclusions: Cryotherapy (liquid nitrogen) showed more efficacy than podophyllin 20% in treatment of genital
warts in males, with no difference in clearance rates.
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SEPSIS IN COMMON SERIOUS HEPATO-BILIARY
DISORDERS: A REVIEW ARTICLE

Ak daalye i3yhall Ax8LEl Ay haall asl bl Gs ﬁﬂ‘ okl
Ahmed S. Alsheikhly, FRCSI, CABS, MISS-CIS; Wedad S. Alani, Msc, Mphil
g."l_v_" alag oo ‘g.l_i..a_\f\dl .\.q_v-i .3

danl) (adla

¥ ASaaliall S A SRV o i oL Tm L i Roal) VLA e e Byl B ) By i s
o Bashinall Ll Alaal) Ay b po ) JIAY ey 15 Jalad 3 Al sl e st canill 3 Tadine W Dl bjliie] (Sa
0 ) ] punye e lilly Auaball e 1y pioal) Sl Aenl 3 i) QN e 3l Tl DU Ay o) ) Y s
ol 13 Ayl Uil il 3 Lty s Y1 DU 20 ol s Belell 501 G i Al o361 (30 s ping e 5y
PIA o Rashinn 138 B o of o) Y (0 Lo i Ry) Jalgal) A3 3 ity (D Cinimal) Aol (6 U2 i
Cinan 45 ) (rag ey lan G el BaS) WDIAD o bl e S Sl elie¥) e S dygadl il il
) iyl Al Al e ol Ly «mppall sl impall B8 b ages Ll SlsSall (e il sing ) e il A
e AL sl ansy Gl il il Al Aaalyall o3 i Al 525 8wl ) Sl sl ey o1 il
B Al e 5l ) (5358 (3 Ayl Sypeally ) 21 S 8 Loy Tyl Tomslailll el ) ALesly Zadlal) il
ALl @3 Aalal) Lgial) bl Concas Aaleid) duadall chlie¥) (alind haly el ol aYla b dghial)

the host response, participating in the clearance of the
infectious agents and their products. Sepsis also can
causes hepatobiliary damage through hemodynamic

Assessing hepatobiliary function among critically alterations or through direct or indirect assault on the
ill patients remains challenging, and neither static norhepatocytes or through both. Accordingly, hepatobiliary
dynamic tests can be considered a gold standard. Thidysfunction induced by sepsis is recognized as one of the
issue could contribute to an underestimation of thecomponents that contribute to the severity of the disease.
frequency and importance of this system dysfunctionIn this review article, we discuss the epidemiology,
during the course of sepsis. Because hepatic andiagnostic tools, and some impact on outcome as well
biliary dysfunction is strongly associated with high as the pathophysiological aspects, including the cellular
morbidity and mortality in patients with sepsis, the events and clinical picture leading to hepatobiliary
ability to accurately assess these functions is of criticaldysfunction. Finally, therapeutic considerations with
interest. During sepsis, the liver plays a key role in theregard to the weakness of the pertinent specific approach
pathophysiology of this disorder. It is implicated in are examined.

ABSTRACT

*Ahmed S. Alsheikhly, FRCSI, CABS, MISS-CIS, Emergency department, Hamad Medical Corporation, Doha, Qatar. E-mail: ahmadmomz@yahoo.com
*Wedad S. Alani, Msc, Mphil, UK-Cellular Immunology, Assistant Professor, Medical College, Al-Mustansiriyah University, Baghdad, Iraq.

40



Journal of the Arab Board of Health Specializations Vol.15, No.1, 2014

INTRODUCTION due to the high prevalence of undiagnosed cirrhosis in
hepatitis C and Non-Alcoholic Steatohepatitis (NASH).
Sepsis and septic shock remains a prickly issueSimilar numbers have been reported from Europe, and
in public health care because of their high mortality numbers are even higher in most Asian and African
rate, which has been reported to be between 30% ancountries where chronic viral hepatitis B or C are
50%?%2 Sepsis can result in multiple organ dysfunction frequent. Since compensated cirrhosis is frequently
syndrome (MODS), whose severity accounts for a highnot detected until routine investigations are performed,
morbidity and mortality rate. During sepsis, biliary a reasonable estimate is that up to 1% of the world
system dysfunction is one of the MODS componentspopulation may have histological cirrhosis. Alcoholic
and usually is associated with a poor prognosis but itdiver disease and hepatitis C are the commonest causes
precise incidence remains unclear. Whereas the liveof cirrhosis in the Western world, while hepatitis B is
plays a principle role in regulating a wide range of key the most common cause in most parts of Asia and sub-
metabolic, homeostatic, and host-defense activities, liveiSaharan Africa. Cryptogenic cirrhosis (cirrhosis without
dysfunction is commonly viewed only as a consequencea recognized cause) is nowadays rarely diagnosed,
of shock and initial tissue hypoperfusion. In fact, the particularly after the identification of the hepatitis
injured liver may be considered one of the main actorsC virus in the late 1980s and with the identification
in the genesis and amplification of multiple organ of nonalcoholic steatohepatitis in obese and diabetic
failure. However, the lack of reliable diagnostic tools subjects.
does not allow detection of early liver dysfunctfon.
This concise overview article aims to describe the role, Bacteraemic infections are more frequent in patients
epidemiology, pathophysiology and prognostic valuewith hepatic cirrhosis. 9% of the overall number of
of dysfunction during serious hepatobiliary disorders, bacteraemic episodes in newly-admitted patients occur
then to review the aspects and clinical features of thes@é cirrhotic patientsand 46% of cirrhotic patients have
dysfunctions, and finally propose a main therapeutic bacterial infections on admissiéidvanced cirrhotics
axis and perspectives on specific treatment. are more likely to have the systemic inflammatory
response syndrome. This syndrome correlates with
1. Hepatobiliary sepsis and liver cirrhosis: Liver bacterial infection at admission and has been shown to
cirrhosis occurs in response to chronic liver injury be associated with a poor outcofdimal studies have
and involves the development of regenerative nodulesdentified the gut as the principal source of infection in
surrounded by fibrous bands in the liver parenchyma. liver cirrhosis, mainly through bacterial overgrowth and
This in turn causes distortion of the hepatic vasculaturefranslocation in the small bowel. However, cultures of
leading to portal hypertension and end stage liver diseasesmall intestinal mucosal bacteria in cirrhotic patients
Cirrhosis leads to shunting of portal and arterial bloodhave shown that these microbiodata are qualitatively
into the hepatic central veins, thus compromising theand quantitatively normal. This has shifted attention
exchange between hepatic sinusoids and hepatocytes.towards factors that decrease gut integrity, or alter the
removal of translocating bacteria as causative factors
Cirrhosis causes an impaired hepatocyte activity,of bacteraemia in cirrhosislt is hypothesized that
portal hypertension and an increased risk ofthe intestine is more permeable in cirrhosis, allowing
hepatocellular carcinoma. Hepatic vascular alterationsacteria easy access into the circulation through the gut
and portal hypertension will in turn cause splanchnicmucosa with consequent macrophage activation. This
vasodilatation, vasoconstriction and decreased rengbermeability is further increased in patients with portal
perfusion, water and salt retention and an increasedhypertension. Serum levels of interleukin-6 and soluble
cardiac output. receptors of tumor necrosis factor were shown to be
significantly higher in HIV-HCV co-infected and HCV
The estimated prevalence of cirrhosis in the Unitedmono-infected patients with decompensated cirrhosis
States is 0.15%though this may be an underestimate when compared with those with compensated liver
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diseasé€. This susceptibility was also demonstrated in Korean surveillance study comparing bacteraemia in
non-alcoholic steatohepatifisln patients with cirrhosis  patients with liver cirrhosis with bacteraemia in patients
and severe sepsis, high production of proinflammatory with other liver diseases, patients with cirrhosis were
cytokines seems to cause a deterioration in liver functiorshown to be more likely to have Klebsiella pneumonia
and predisposes to the development of shock, renabacteraemia (20.1% vs. 14.3%, p=0.018) but less likely
failure, acute lung injury or acute respiratory distressto have coagulase-negative staphylococcal bacteraemia
syndrome, coagulopathy, or hepatic encephalopathy(5.1% vs. 10.4%, p=0.028).
Variants of the NOD2 gene (100fs and G908R) appear
to increase bacterial translocation in cirrhotics and have One of the sequelae of cirrhosis is the development
been associated with spontaneous bacterial peritonitief ascites. Patients with ascites have an increased
in a recent study. There is an increased risk for culture risk of developing spontaneous bacterial peritonitis
positive spontaneous bacterial peritonitis and infected(SBP) with a prevalence of 10-30%. Even with early
ascites in cirrhotic patients with these varidhts. diagnosis and management of spontaneous bacterial
peritonitis, mortality is still 31% at 1 month and 66% at
The second theory is that patients with chronic liver 12 monthg® SBP is a very common bacterial infection
disease tend to have impaired bacterial clearancen patients with cirrhosis and ascitésBacterial
This was demonstrated when quantitative real-timetranslocation is believed to be responsible for the
polymerase chain reaction (PCR) using primers thatfirst step in the pathogenesis of spontaneous bacterial
amplify all known bacteria was used to measureperitonitis. Translocation is only possible because of
bacteraemia following tooth-brushing. The investigatorsthe concurrent failure of the defensive mechanisms in
showed greater than 75% bacteraemia following tooth-cirrhosis. Research has confirmed an increased bacterial
brushing, but while control subjects were able to cleartranslocation in cirrhotic rats.
this bacteraemia, subjects with cirrhosis had prolonged
bacteraemia, suggesting that cirrhotic patients may There is also pronounced impairment of gastro-
be more susceptible to sepsis because of ineffectivéntestinal tract motility in cirrhosis. A disturbance of the
bacterial clearancg. gut microflora thus occurs and this, in association with
changes in the permeability of the gastrointestinal tract,
The mortality rate of patients with liver cirrhosis causes the passage of microorganisms and endotoxins
is significantly higher than that of patients with other to the mesenteric lymph nod€sThe diagnosis of SBP
diseases when they develop bacteraemia, and underlying based on diagnostic paracentesis. Half the episodes of
cirrhosis is an independent risk factor for mortality SBP are present on hospital admission while the rest are
in bacteraemic patients. In-hospital mortality rate in acquired during hospitalizatidghSBP may present with
patients with liver cirrhosis and sepsis was shown toperitonitic signs pain, tenderness, vomiting, ileus, fever,
be up to 30%%1® with another 30% dying by 1 yedr. elevated white cell count, tachycardia, hypotension,
Factors which are significantly associated with in- worsening of liver function, hepatic encephalopathy,
hospital mortality are the presence of more than 1 site ofenal failure and gastrointestinal bleeding. However,
infection, pneumonia, Child’s C status and a model forcirrhotic patients with SBP may be completely
end-stage liver disease (MELD) score of 17 or more. In-asymptomatic. Empirical antibiotics should be started
hospital mortality rate increases as the number of factorémmediately following the diagnosis of SBP. The first
increases (7% with one factor, 21% with two factors, line antibiotic treatment in SBP as the third generation
87% with three factors and 100% with four factdfs). cephalosporins, as the commonest causative organisms
The initial CRP level does not predict mortality are Gram-negative aerobic bactéfigOther options
secondary to sepsis in liver cirrhosis patients. Howeverjnclude co-amoxiclav, ciprofloxacin and ofloxacin
serial CRP measurements during the first week of (though quinolones should not be used in patients who
antimicrobial therapy may be a useful prognostic factorare using these antibiotics for SBP prophylaxis, in areas
for mortality in cirrhotic patient$ In a nationwide  where there is a high prevalence of quinolone resistance
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or in nosocomial SBP). Antibiotics are effective in the a decreased ability to control bleedf@n increased
management of SBP in approximately 90% of patientsrebleeding rate, and increased hospital mort#lity.
Failure of antibiotic therapy usually occurs due to Antibiotic prophylaxis has been shown to prevent
bacterial resistance or because of missed secondaipfection in patients with gastrointestinal bleeding and
bacterial peritonitis. If secondary bacterial peritonitis decrease the rate of rebleeding. A meta-analysis of
has been excluded, the antibiotic needs to be changefilve studies performed in patients with gastrointestinal
according to the culture and sensitivity results of thebleeding>?® has shown that antibiotic prophylaxis
isolated organisms, or else modified to an alternative significantly decreased both the incidence of severe
empiric broad spectrum agéett. infections (SBP and/or sepsis) and mortality. The
preferred antibiotic for SBP prophylaxis is norfloxacin
Hepato-renal syndrome (HRS) refers to the rapid(400 mg/12 h orally for 7 days) which sepsis, the liver
deterioration of renal function in patients with liver andthe gut provides selective intestinal decontamination.
cirrhosis. It occurs in approximately 30% of patients Norfloxacin is a quinolone antibiotic with antibacterial
with SBP treated with antibiotics alone and is associatedactivity against Gram-negative bacteria but not against
with a very poor survival. Aloumin administration (1.5 Gram-positive cocci or anaerobic bacteria. However, in
g/kg at diagnosis and 1 g/kg on day 3) decreases theiew of the increasing incidence of quinolone-resistant
frequency and mortality of HRS in cirrhotic patients bacteraemi&=3? and because a substantial number of
with SBP. For this reason, the European Association folinfections in patients with gastrointestinal hemorrhage
the Study of the Liver (EASL) guidelines recommends are caused by Gram-positive bacteria, ceftriaxone
that all cirrhotic patients who develop SBP should has been studied as a prophylactic agent in cirrhotics
be treated with intravenous albumin and empiricalwith gastrointestinal bleeding. A study comparing
antibiotics?* In patients at high risk of developing oral norfloxacin with intravenous ceftriaxone for the
SBP, antibiotic prophylaxis is recommendéd®ince  prophylaxis of bacterial infection in cirrhotic patients
it is hypothesized that SBP occurs following the with gastrointestinal bleeding showed that ceftriaxone
translocation of enteric Gram negative bacteria from thewas more effective than norfloxacin in the prevention
gut to the circulation, the ideal prophylactic antibiotic of infections® The main disadvantage with ceftriaxone
needs to be effective at decreasing the amounts of thessg that it must be given intravenously and is therefore
organisms in the gut without altering the protective limited to hospital use. Cirrhotic patients with low
anaerobic flora. The use of prophylactic antibiotics protein concentrations (<10 g/L) in their ascitic fluid and/
should be strictly restricted to patients at high risk of or high serum bilirubin levels are at an increased risk of
SBP to decrease the risk of developing resistance. Thesgeveloping SBP* Studies have shown that norfloxacin
high-risk patient populations include cirrhotics with (400 mg/day) is effective as a prophylactic agent against
acute gastrointestinal hemorrhage, those with low totalSBP and improves survival in patients with low total
protein content in ascitic fluid and no prior history of protein in their ascitic fluid.***” Following an episode
SBP (primary prophylaxis) and patients with a previousof SBP, the cumulative recurrence rate at 1 year is
history of SBP (secondary prophylaxis). In such high-approximately 70% with a 1-year survival probability
risk patients, antibiotics should be started immediatelyof 30-50% and a 2-year survival probability of 25-30%.
(i.e. following upper gastrointestinal bleed, after a first Prophylactic norfloxacin (400 mg/day, orally) reduces
episode of SBP or upon finding low total protein) and the risk of recurrent SBP. Other antibiotics which may
are recommended life-long, or until liver transplant is be used in SBP prophylaxis after the first episode of
performed. SBP include ciprofloxacin (750 mg once daily, orally) or
co-trimoxazole (800 mg sulfamethoxazole and 160 mg
Bacterial infection is a major problem in cirrhotic trimethoprim daily orally), but the evidence with these
patients with acute gastrointestinal hemorrhage,antibiotics is notas strong as with norfloxacin. The EASL
occurring in 25-65% of these patieftsBacteraemia  guidelines also recommend that patients recovering from
in patients with variceal hemorrhage is associated withSBP should be considered for liver transplantation.
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The American Association for the Study of the Liver and to restore normal function of the Kupffer cells in the
the British Society of Gastroenterology guideliti¢s liver and thus prevent functional alterations in the liver
have similar recommendations for the management obecause of chronic, long-standing obstruction and
spontaneous bacterial peritonitis and its prophylaxis.cholestasis. Early biliary decompression also decreases
Terlipressin is a vasoactive agent used in patientgpostoperative morbidity and mortalf/The increased
with septic shock and which has a selective affinity to expression of triggering receptor expressed on myeloid
vascular V1 receptors. It is an effective pressor agent ircells (TREM-1) in the peripheral blood mononuclear
patients with catecholamine-unresponsive septic shockcells of sepsis patients with acute cholangitis suggests
Additional studies are needed to identify the best time toan important role of TREM-1 in the development of
start terlipressin, the efficacy and dosages of continuous acute cholangiti$*

infusion versus bolus administration as well as the safety

and efficacy of this compound in comparison with other The predominant pathogens cultured from bile
vasoactive drug&:+ specimens in patients with obstructive jaundice
(samples obtained at endoscopic retrograde cholangio-
2. Hepatobiliary sepsis and acute cholangitis: pancreatography ERCP) or percutaneous transhepatic

Acute cholangitis and biliary sepsis are severebiliary drainage) were gram-negative bacteria
infectious diseases, frequently observed in patient§68%) followed by gram-positive bacteria (26%),
with obstructive jaundice. The presence of bacteriaanaerobes (3%) and Candida (3%J)he predominant

in the biliary tract increases in the presence of biliarygram-negative pathogens were Escherichia coli,
obstruction, particularly in the presence of foreign Acinetobacter baumani complex, Klebsiella pneumonia
bodies like stones, but also in the presence of malignarénd Enterobacter cloacae. The most effective antibiotics
obstruction secondary to pancreatic head carcinomagainst the gram-negative bacteria were shown to
or cholangiocarcinoma. Reflux of bacteria from the be imipenem (susceptibility: 97.9%), cefoperazone/
biliary tract to the systemic circulation is believed sulbactam (89.4%), piperacillin/tazobactam (85.1%)
to be the primary etiologic factor in bacteraemia andand cefepime (85.198). Another study on patients
the development of sepsis in cholangitis. Biliary tract with acute cholangitf$ confirmed that gram-negative
obstruction is the initiating factor in the pathogenesisorganisms are responsible for most bacteraemias (95%),
of acute cholangitis causing elevated intraluminal with the commonest ones being Escherichia coli (62%),
pressures, and subsequent infection of the normallyand Klebsiella pneumonia (26%). This study found
sterile bile. Bacteria may infect bile retrogradely that bacteraemias caused by biliary tract infection
from the gut through the haematogenous route or viaepresented 5.5% of all causes of bacteraemias. Thirty-
lymphatics. The presence of bacteria in the biliary tractday mortality among these patients was 14% with 57%
(bactibilia) increases rapidly with the development of these patients dying secondary to septic shothe

of biliary obstruction, particularly in the presence of management of ascending cholangitis involves the use
foreign bodies like stones. Biliary obstruction causesof appropriate antibiotics and drainage of the biliary
local and systemic changes in the host defenses. Theteact. Treatment should target Enterobacteriaceae with a
is decreased bile passage into the small bowel andephalosporin, and if the patient becomes hypotensive,
decreased secretory IgA from the gastrointestinal tractan aminoglycoside effective against ESBL producing E.
This promotes changes in the gut bacterial flora which in coliorKlebsiellapneumoniashould also be administered.
turn cause loss of mucosal integrity, decreased endotoxiBiliary drainage, by ERCP or percutaneous transhepatic
inactivation and bacterial overgrowth. These changesholangiography, is frequently needed for adequate
cause portal bacteremia, endotoxemia and increasebliliary decompressioff.

translocation of endotoxins to the liver, resulting in sepsis

and also decreasing the hepatic Kupffer cell function Patients undergoing ERCP tend to be at high risk
in these patients. In view of these pathophysiologicalof sepsis because of the underlying biliary obstruction
changes, early biliary decompression is necessaryhich predisposes to cholangitis and because of the
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invasive nature of the procedure. The use of prophylactisevere neutropenia and/or advanced haematological
antibiotics before ERCP is therefore recommended bymalignancy. When antibiotic prophylaxis for ERCP is
all major international gastroenterological societies, given, oral ciprofloxacin or intravenous gentamicin is
especially in the presence of an obstructed biliaryusually recommended.

systent®%° The use of prophylactic antibiotics attempts
to decrease or eliminate the incidence of cholangitis,
sepsis and pancreatitis after the procedui@uring
ERCP, bacteraemia is believed to occur because of the Sepsis in hepatobiliary dysfunction is a frequent
injection of contrast and the iatrogenic introduction of €vent and is strongly associated with high morbidity
foreign substances in the bile of patients who alreadyand mortality. During the past few decades, its
have underlying pathologies such as biliary obstructionPathophysiology, including hypoxic and cholestasis
or pancreatic pseudocysts. Bacteraemia during ERCSPects, has been better understood. However, the
is relatively uncommon in patients who do not have tools to diagnose liver dysfunction earlier and more
evidence of biliary or pancreatic ductal obstruction. accurately remain limited. At this time, the treatment
Bacteraemia is however well recognised during ERCPOf these dysfunctions is included only in the general
for biliary obstruction with pancreatic or biliary therapeutic steps on sepsis syndrome management.
infection occurring following 0.4-0.8% of endoscopic An earlier and better identification of patients with
biliary procedures. These episodes must always be takefentioned dysfunctions is warranted and may be the
seriously because of the associated 8-20% mortalityv@y to evaluate new therapeutic strategies and further

CONCLUSIONS

risk > Biliary dilatation, the insertion of biliary stents, improve prognostic goals.

prolonged procedure time and hilar cholangiocarcinoma
have been shown to give an increased risk of post-ERCP
cholangitis*

1

The British Society of Gastroenterology and the
American Society of Gastrointestinal
have similar recommendations on the prophylactic
use of antibiotics for ERCP> Patients with ongoing

cholangitis who will be needing therapeutic endoscopics,

intervention should always be on appropriate

antimicrobial therapy upon admission to hospital. 4.

Additional pre-ERCP antimicrobial prophylaxis is
not normally recommended for those who are already
taking antibiotics therapeutically for
Routine prophylaxis for ERCP is not usually necessary,
unless it is not possible to adequately decompress the

biliary system during the procedure, in which case a fulle,

antibiotic course is indicated until adequate drainage
can be achieved. Indications for routine antibiotic

prophylaxis during ERCP include specific biliary 7.

disorders, such as primary sclerosing cholangitis or hilar
cholangiocarcinoma (where complete biliary drainage
will be difficult or impossible to achieve during one

procedure), patients with a history of liver transplantation,s,

patients with pancreatic pseudocysts, patients with
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SPONTANEOUS SPINAL EPIDURAL HEMATOMA: A CASE
REPORT AND REVIEW OF THE LITERATURE
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ABSTRACT

Soontaneous spinal epidural hematoma (SSEH) is
a rare emergency with potentially serious sequel. e
report a case of SSEH to emphasize the importance of
early recognition and urgent surgery for thischallenging
emergency. A 10-year-old boy presented with gradual
onset of neck and back pain, vomiting, and nuchal
rigidity followed by rapidly progressive paraparesis,
abdomen and lower extremities hyperesthesia and
sphincter dysfunction. MR imaging demonstrated
epidural hematoma of cervico-thoracic spinal segments
(C7-T3). Emergent decompressive laminectomy with

hematoma evacuation was performed the third day
after paraplegia onset. Neurological improvement was
obviousbut slow, and the patient wasdischarged walking
with aid 10 days after surgery. Two months later he got
full functional recovery. We conclude that SSEH is a
rare but disabling or evenfatal clinical challenge. Early
diagnosis and prompt surgery improve the neurological
and functional outcome. Initial nonspecific symptoms
can lead to a delay in diagnosis, especially in younger
children. Relevant physicians should pay attention to
the symptoms of this rare entity and SSEH should be
one of differential diagnoses of rapidly evolving spinal
cord syndrome.
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INTRODUCTION included LP and CSF analysis was normal except
for mildly high protein level (82 mg/dl). Laboratory
After Jackson reported the first case of spontaneous investigation included complete blood count, chemistry

spinal epidural hematoma SSEH in 186SSEH  panel, and coagulation profile were all within normal
became a well-known though rare cause of spinalimits. Next day he started to experience increasing
cord compression in the emergency department. Théower limbs weakness and burning sensation and was
estimated incidence is about 1 patient per millionunable to walk. Spinal MRI and neurosurgical consult
individuals and represents less than 1% of spinal spacewas ordered.

occupying lesions. The underlying cause cannot be

identified in more than 40% of the cases.®>* However, On examination the patient was orientated, but
many underlying diseases, such as coagulation disorderoked irritated and disturbed with pain to a degree that
vascular malformations may be the catfs&ssociation =~ made communication difficult. Abdominal examination

with spine diseases such as ankylosing spondyfitis revealed soft but dysesthetic abdomen, with distended
and Paget's diseadehas also been reported. SSEH bladder. He was afebrile and had unremarkable
usually presents with neck or back pain followed by cardiovascular and chest examination.

acute spinal cord compression syndrome. Only about

30 pediatric cases of SSEH have been documented in Neurological examination revealed almost complete
the medical literaturg!? We report a pediatric case of paraplegia, severe lower limbs hyperesthesia, and

SSEH and review the relevant literatures. prominent nuchal rigidity. Impaired sensation below
T1 level was noted. His reflexes were hypertonic and
CASE PRESENTATION Babinski sign was positive bilaterally.

A previously healthy 10-year-old boy was referred MR imaging demonstrated acute spinal epidural
to the emergency department (ED) with rapid onsethematoma from C7 through T3 causing compression of
of upper back pain, occipital headache and sharp paithe spinal cord. The hematoma was relatively isointense
radiating to the right upper limb. There was no recenton T1-weighted images and hypointense on T2-weighted
history of trauma or infection. He was so agitated andimages (Figurel).
had misleading manifestations such as abdominal pain,
vomiting and noticeable nuchal rigidity. Although he  Emergent decompressive  laminectomy  was
had difficulty with walking but he looked rather lethargic performed to remove relatively large epidural
for lower limbs weakness was not as prominent. Afterhematoma about 4 days after admission and 3 days
admission to the pediatric department, investigationsafter the onset of paraplegia. Intraoperatively there was

Figure 1. (A) Sagittal T2W MRI shows a spontaneous spinal epidural hematoma extended from C7 to T3 with spinal cord
signal change. (B) Axial T2W MRI shows multi-loculated SSEH compressing spinal codeaatng it to left
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an abnormal artery on the dorsal surface of dural saclural artery was evident at surgery. Anyway, further
that caused problematic intraoperative bleeding whichstudies are needed to clarify the precise pathogenesis
was controlled with isolation and bipolar coagulation. of SSEH.

The hematoma was evacuated except for small anterior

residue. Two days after operation sensation and urinary The usual clinical presentation of SSEH is sudden
continence regained, but muscle strength recovery wasnset of severe neck and/or back pain. Motor and/or
very slow. The patient was discharged 10 days latesensory deficits caused by compression of nerve roots and
walking with aid. Two months later he got full recovery spinal cord follow and progress rapidly with sphincter

of neurological function. incontinence. Despite the characteristic syndrome
of SSEH, initial nonspecific symptoms can lead to
DISCUSSION a delay in diagnosis, especially in younger children.

Unfortunately, children often present with nonspecific

Spontaneous Spinal Epidural Hematoma (SSEH) ispresentation and may suffer from additional symptoms
an accumulation of blood in the vertebral epidural spaceof irritability, nuchal rigidity, and occasionally urinary
in the absence of trauma or iatrogenic procedure such agtentiont? Furthermore, a recent case of SSEH in a 10-
lumbar puncture. The location and onset age of SSEH/ear-old girl is interesting in that she presented with what
have a bimodal distribution with the location peaks atinitially appeared to be a pure brachial plexopéthy.
C6 and T12 and onset age peaks at 15-20 and 65-7I0 fact, in our case the abdominal pain, right shoulder
years respectively:**The male/female ratio is 1.43%> pain, and vomiting were so deceiving so that hepatitis,
Pediatric SSEH is extremely rare, with only about 30cholecystitis and meningitis were all on top differential
cases of SSEH documented in the medical literdfdre. diagnosis.

Idiopathic cases account for at least 40% of all cases. Currently the introduction dfIR imaging help making
However, certain precipitating factors are suggestedhe diagnosis early and accurate, and define the location
to be correlated with SSEH. This could be divided and size of hematoma. According to the age of hematoma
into two categories. First; medications or disordersthe MR images of acute SEH reveal variable findings
that alter normal coagulation such as anticoagulanfrom isointense to hypointense to hyperintense on T1-
therapy for prosthetic cardiac valvethrombolysis  weighted images and from hyperintense to hypointense
therapy for acute myocardial infarctiuncontrolled  on T2-weighted images. Beside specific signal changes,
hypertensiori® aortic coarctatio®’ end-stage renal contrast enhancement pattern and morphological
disease receiving hemodialy$idpng-term antiplatelet  findings on MR images can differentiate acute SSEH
usagé&’and congenital diseases with factor XI deficiency from spinal epidural neoplastic mass or abséefs.
or hemophilia B®2® Second; spinal diseases such asaddition, MRl may rarely demonstrate the underlying
ankylosing spondylitfs® and Paget’s disea%e. lesions, such as spinal vascular malformatié#fs.

The origin of these hematomas is still debatable. The differential diagnosis of spontaneous spinal
Many authors accept the venous etiology hypothesiepidural hematoma includes an acute herniated
due to lacks of venous valves in epidural venousintervertebral disc, acute ischemia of the spinal cord,
plexus?* However, several authors have proposed theepidural tumor or abscess, spondylitis, transverse
spinal epidural arteries as a source of hemorrfadjes myelitis, or even a dissecting aortic aneurysm and acute
to the fact that pressure from arterial bleeding is moremyocardial infarction.
likely to compresses the spinal cord, as intra-thecal
pressure is higher than the venous pres8dfénly SSEH is generally surgical emergency with rapid
rarely, SSEH associated with an identifiable underlying hematoma evacuation being the most effective
vascular lesiofi such as hemangioffaor vascular treatment®3” Conservative treatment is still an
malformation®®32 In our case an abnormally tortuous important option of treatment in some selected patients
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with mild and rapid spontaneous recovery or in cases
that is highly risky for surgerj.It is interesting in this
regard to note that some non-surgical SSEH patients
have been noted to improve following lumbar puncture;
that may be due to reduction of intraspinal pressure via.
thecal sac puncture and cerebrospinal fluid egress which

leads to partial cord decompresstn.

The prognosis of SSEH correlates with the size and®.
level of hematoma, severity of preoperative neurological
deficits and time interval between symptoms onset and

surgery. Of these, the interval from symptoms onset tol0.

surgery appears to be the single most important fé&ctor.
Recurrence is extremely rare and there is a case that

documents recurrence of a cervical epidural haematomal.

3 years after the first incidence.**4?

CONCLUSIONS

Still remain a clinical challenge, SSEH is a rare

and serious condition that can be managed with good3.

outcome. Early diagnosis with MRI and urgent surgical
decompression is the key. Relevant physicians should

keep in mind SSEH as one of differential diagnoses ofl4.

rapidly evolving spinal cord syndrome.
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ABSTRACT INTRODUCTION

Retroperitoneal cysts are uncommon, with an Retroperitoneal cysts (RPCs) are uncommon with an
estimated incidence of 1/5750 to 1/250.000. We foundgstimated incidence of 1/5750 to 1/250.000.

a case of a B¥years old female in Al-Karama Teaching

Hospital with sensation of mild left lower abdominal  Approximately one third of patients with
pain colicky in nature with mild backache, ten days retroperitoneal cysts are asymptomatic and the cyst is
duration. No dysuria, normal bowel motion. On physical found incidentally.The cyst can grow to a considerable
examination we palpated a fixed mass in the left lateral size before becoming symptomatic. CT scan might help
side of abdomen, ultrasound, and CT-scan were donén confirming the diagnosis, and surgery remains the

first we thought it is probably a mesenteric cyst but this best treatment option.

cyst was fixed not mobile in nature. During the operation

we found a retroperitoneal cyst at the lateral side of Retroperitoneal cystic masses, which arise within
sigmoid colon and extend posterior to the descendinghe retroperitoneal space but outside the major organs
colon. The cyst arising within the retroperitoneum within that compartment, are uncommon. However,
outside the major organs. CT scan, and MRI might helpthe widespread use of computed tomography (CT)
in investigation of a retroperitoneal cyst, but surgery isfor evaluating abdominal and retroperitoneal diseases
the keystone in confirming the diagnosis, and surgery increased the detection rate of retroperitoneal cystic
remains the best treatment option. lesions. Because the clinical implications of, and

*Mohammed Hillu Surriah, CABS, General Surgery Specialist in Al-Karama Teaching Hospital, Baghdad, Iraq. E-mail: drmohammedhs@yahoo.com
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therapeutic strategies for retroperitoneal cystic massepseudocyst, non-pancreatic pseudocyst, lymphocele,
vary depending on the cause, the ability to noninvasivelyurinoma, hematoma) lesions.
differentiate between cystic masses is important.
CASE PRESENTATION
Computedtomography (CT)isideal forthe assessment
of retroperitoneal disease because it provides discrete A 94 year-old woman presented to our surgical

sectional images of the organs and retroperitoneaF”niC in Al-Karama Teaching Hospital with a left-sided
compartments. abdominal pain which had been present for ten days

duration with sensation of fullness of lower abdomen.

Sqme case reports ofdiﬁeren_ttypes of retroperitoneal She also complained of feeling of stretching of
cystic masses have been published; to our knOWIedgeabdomen particularly during squatting position and

however, no lar ries f ing on retroperitoneal . . .
OWEVET, No 1arge series focusing on retropenton€al, ;y pacx pain. There was no history of fever, loss of

cystic masses has been reported. Furthermore, mangppetite, no change in bowel habit or gross weight loss,

Z:(:Ir?pmr;g ;:?srzcrt:{rl(s)tl(;sr. t:i\ézl zegpcsmhg\;vsneéo eﬁ_f&nd no evidence of urinary tract symptoms or pressure
vari i | whi :
g u P y ’ n adjacent structures. Furthermore, there was no

hgs led 'Fo a long list of disease entities in the dn‘ferennalhistory of trauma.
diagnosis.

She had previous history of DM, hypertension and

In some cases, however, familiarity with the most jschemic heart disease on oral hypoglycemic agents and
relevant radiologic features, in combination with clinical antihypertensive drugs.

information, allows adequate lesion characterization. In

this article, we review the relevant literature and discuss On physical examination there was large lump about
the CT and clinical features as well as the histopathologi¢14X7X5) ¢m size in the left side of abdomen fixed
appearances of different types of retroperitoneal cystimot mobile, and not tender, well defind edges, smooth
masses. These masses are divided into neoplastic (cysturface, not pulsatile, dull on percussion. No another
lymphangioma, mucinous cystadenoma, cystic teratomasignificant sign.

cystic mesothelioma, Mullerian cyst, epidermoid cyst,

tailgut cyst, pseudomyxoma retroperitonei, perianal Investigations. Routine laboratory tests {Full blood
mucinous scarcinoma) and non-neoplastic (pancreaticount (FBC), General urine examination (GUE)}

R

Figure 1. Axial CT-scan with intravenous contrast Figure 2. Coronal CT-scan section with intravenous
enhancement showed large regular cystic mass contrast enhancement showed thin walled large
in left side of abdomen. cystic structure in the left lateral side of abdomen.
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within normal limits. Fasting blood suger (FBS) in the Figure 5.
about 160 mg/dl, and all another laboratory tests were (2) Microscopical exam: Multiple pieces of tissues
normal, including C-reactive protein, leukocyte count, showed cyst lined by flat epithelia, no granuloma, no
and Echinococcus serology. Chest X-ray (CXR) wasmalignancy as in the Figure 6.
normal. US and CT-scan show thin walled large cystic
mass (13.86.7X5.8) c¢m filled left (middle and lower) DISCUSSION
abdomen, contain few tiny echogenic patches, not
solid component, not vascular on CDI, it is away from Based on embryologic origin and histological
left ovary, and probably a mesenteric cyst. No otherdifferentiation, RPCs are classified into: (a): Urogenital.
abdominal or pelvic mass, no gross LAP, no ascites ofb): Mesocolic; (c): Cysts arising in cell inclusions; (d):
pelvic collection. No obvious pathological bowel loop Traumatic; (e): Parasitic and (f): Lymphattc.
can be detected by US or CT-scan.
Only those cysts that lie in the retroperitoneum

Operation: The patient was operated on"36f without connection with any adult anatomical structure,
September 2013, under general anaesthesia, in supirXcept by areolar tissue, are included in this group of
position, lower mid-line incision was performed. cysts®
Sigmoid colon delivered medially and outside of the
midline incision, we found large cystic mass not related The majority of urogenital cysts occur near the
to sigmoid mesentery but lateral to it and extendedkidney, behind the colon, and near the head or tail of the
under the left colon as in the Figure 3. Dissectionpancreas. They arise from the vestiges of the embryonic
has been done and the large cystic mass was excisedogenital apparatus and can be classified into
completely about (147X6) cm in size, and not related Pronephric, mesonephric, metanephric, and mullerian.
to the major retroperitoneal organs, no other abdominalVhen these cysts are exposed and seen in situ, they
or pelvic mass,no gross LAP. The specimen sent foppear bluish thin-walled cysts and rather flabby with
histopathology as in the Figure 5. no visible vessels in their walls, and when removed,

they are translucent and lose their bluish tinge.

Histopathological examination: (1) Gross exam:
One piece of tissue cystic like structure measure They have no pedicle and no connections apart from
about (14x7x6) cm, cut section, soft, clear fluid as the areolar tissues with the surrounding structures.

Figure 3. Showed large cystic mass not related to sigmoid  Figure 4. Showed deliver of the large cyst from
mesentery but lateral to it and extended under the left colon, the incision.
after delivering of sigmoid colon outside of incision.
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area between ascending and descending colon and below
the transverse mesocolon, anterior to the spermatic or
ovarian vessels, and are composed of a fibrous wall

lined by a delicate flattened epithelium.?

Cysts arising in cell inclusions such as dermoid cysts
are not found infrequently in the retroperitoneum, have
thick walls and usually filled with sebaceous material
and haie

Traumatic blood cysts may be due to haematoma
resulting from an injury, ruptured abdominal aortic
When opened, they have a smooth, glistening lininganeurysm, anticoagulant therapy, or blood dyscrasia,
membrane; are single, not multilocular; and contain aand they usually present as an emergéady. the
clear serous fluid of low specific gravity in which there haematoma is not large enough, the development of a
is occasionally cholesterin. Under the microscope, thecyst is a well-recognised reséilt.
wall is thin and consists of a cellular fibrous tissue
usually lined by a low columnar epithelium, or cubical  Parasitic cysts such as hydatid cysts are not infrequent
and rarely flattened.? in the retroperitoneal space. They may reach this location

by the blood stream, by transcoelomic implantation

The lymphatic cysts are subdivided into those formedafter the rupture of a cyst in the liver, or by penetrating
in the lymphatics returning from the intestine and knownthe intestinal walf.
as chylous cysts, and those arising in the lymphatic
field behind the peritoneum and not connected with the The complete differential diagnoses of retroperitoneal
intestine and are analogous in their origin to the singlecysts in males and females is included.
cystic lymphangioma seen in the head and Aeck.

Figure 5. Complete excision of large cystic mass.

There are no pathognomonic signs or symptoms for

They are unilocular or multilocular cysts containing RPCs, and in approximately one third of patients, the
clear or milky fluid and lined with a single layer of  cystis found incidentally?

flattened endothelium.* Mesocolic are found only in the Two thirds of patients present with an abdominal

08/10/2013
09:53: 4400

08/10/2013
09:55:24"

Figure 6. Histopathological features showed cyst lined by flat epithelia, no granuloma, no malignancy.
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mass or chronic abdominal symptoms, most of themincidentally from the intra-operative finding, pre-
are omental in origid.Other symptoms include back operative we suspected mesenteric cyst (which
pain, referred pain to the lower limbs, oedema of thecharacterized by smooth, mobile, spherical swelling
lower limbs, weight loss or fevéf.The mass tend to be in the centre of the abdomen, and it moves freely at
mobile in a transverse plane, or in all directions whenright- angles to the line of the root of the mesentery,
the cyst is omental. More commonly, only a soft tissueit is dull to percussidl), while in our patient, the
mass with displacement of the bowel is seen. physical examination show large fixed mass not mobile
and this in contrast to mesenteric cyst which is mobile

CT is ideal for assessing RPCs because it providega mesenteric cyst moves freely at right angle to the
discrete sectionalimages of the organs and retoperitonegjtachment of the mesentery (Tillaux’s sigh)
compartments, and in some case, familiarity with the
most relevant radiologic features, in combination CT-scan, abdominal ultrasound, and MRI all have
with clinical information, allows adequate lesion been used to evaluate patients with mesenteric cysts.
characterization. [Each of the afore-mentioned imaging modalities
reveals a cystic structure without a solid in the central
abdomeH], while in our patient the cystic structure

or multilocular thin-walled cyst containing clear fluid, found in the left lateral side of abdomen (peripheral of
and clinical history may help differentiate it from other the abdomen) as in Figure 1,2

retroperitoneal masses as it is more common in obese
patients with menstrual irregularitiés. CONCLUSIONS

Mullerian cyst, for example, manifest as a unilocular

A mature teratoma manifests as a complex mass Retroperitoneal cysts are very rare, and most of the
containing a well-circumscribed fluid component,  time they are discovered incidentally. Patients may be
adipose tissue, and calcification. The presence of  asymptomatic or present with abdominal pain, referred
hypoattenuating fat within the cyst is considered pain to the legs or weight loss. CT scan might help in
highly suggestive of this cyst. The CT appearance of &onfirming the diagnosis, but surgery is the keystone
retroperitoneal haematoma depends on the time elapsggd confirming the diagnosis, and surgery remains the
between the traumatic event and imaging. Acute Ofhest treatment option. This case is very rare and very

subacute haematoma has a higher attenuation valuggycational as it highlights an unusual presentation of a
than pure fluid due to clot formation. However, chronic benign retroperitoneal cyst.

haematoma has decreased attenuation because of the
breakdown of blood products. RECOMMENDATIONS

Cystic lymphangioma typically appears as a large, gpecijal thanks to the histopathological unit in the
thin-walled, multiseptate cystic mass. Its attenuationp|-Karama Teaching Hospital and in particular Dr.
values vary from that of ﬂu.id to that of fat. AN Tarig Doham Tawfiq pathological tissue specialist Dr.
elongated shape and a crossing from one retroperitone®eem Tawfiq the practice of tissue satisfactory for

compartment to an adjacent one are characteristic of thghejr cooperation in reading and photography of the
mass, and calcification of the wall is rare.* specimen.

Symptomatic cysts should be enucleated or excised, REFERENCES
while preserving the surrounding vital structures.
At times, the cyst can be marsupialised or drained ifl. Guile M, Fagan M, SmopolousA, et al. Retroperitoneal

surgical enucleation is difficult or the cyst is infected.® cyst of Mullerian origin: A case report and review of the
However, draining the cyst usually resultin arecurrence. literature. J Pelvic Med Surg 2007;13(3): 149-52.
They also required marsupialisation more often. 2. Handfield-Jones R. Retroperitoneal cysts: Their

Concerning our patient; the diagnosis was done  pathology, diagnosis and treatment. BJS1942;9-134.
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Medical Case

Occult Spinal Dysraphism

uAau.cia sail)

A 3-year-old girl was referred for the removal of excess hair on the back, which had been present since
birth, for cosmetic reasons. The physical examination revealed a tuft of coarse, dark hair in the midline
of the back just above the natal cleft (Panel A). Her history revealed leakage of clear fluid from the
hypertrichotic region since birth. At that time, magnetic resonance imaging had shown syringomyelia
at L1 (Panel B, arrowhead), diastematomyelia with bony spurs at L3 and L4 (Panel C, arrow), and
tethered cord and low-lying conus medullaris at L5 (Panel B, arrow). At the age of 4 days, the patient had
undergone repair of leakage of cerebrospinal fluid, and at 7 months of age, she had undergone drainage
of the syrinx, release of tethered cord, and removal of bony spurs to repair the diastematomyelia. In the
3-year follow-up after surgery, the patient had had no leakage of cerebrospinal fluid, no urinary or stool
incontinence, no difficulty in walking, and no developmental delay. The histopathological examination
of a specimen of cerebrospinal fluid that had been obtained during the first surgery was compatible with
meningocele. A patch of hair in the lower back may be a cutaneous marker of spinal dysraphism and
should prompt consideration of underlying spinal abnormalities to prevent neurologic sequelae.
The parents were informed about the laser technique for removing excess hair when the child is old
enough to cooperate with the procedure.
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Hsien-Yi Chiu, M.D., National Taiwan University Hospital, Hsin-Chu, Taiwan
Yi-Hua Liao, M.D., Ph.D., National Taiwan University Hospital, Taipei, Taiwan
N Engl J Med 2014; 370:466, January 30, 2014. Imagesin Clinical Medicine
Prepared and translated by Samir Aldalati, MD
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Medical Case

Osteomalacia

A 45-year-old woman presented with a 3-month history of generalized body pains that were
nonresponsive to analgesic agents. Along with low back pain, she had progressive difficulty in getting
up from sitting and supine positions and in walking. There was no history of trauma or any medication
intake. She is an orthodox Muslim woman who wears a black veil outdoors and is completely covered,
with little exposure to the sun, even in her courtyard. On examination, she had a waddling gait with
painful movements of both thighs. The serum calcium level was 8.4 mg per deciliter (2.1 mmol per liter)
(reference range, 8.0 to 10.4 mg per deciliter [2.0 to 2.6 mmol per liter]), the phosphate level 1.5 mg per
deciliter (0.5 mmol per liter) (reference range, 2.5 to 4.5 mg per deciliter [0.8 to 1.5 mmol per liter]), the
alkaline phosphatase level 916 U per liter (reference range, 30 to 120), and the 25-hydroxyvitamin D
level 9 nmol per liter (reference range, 18 to 100). An anteroposterior radiograph of the pelvis showed
an undisplaced transverse fracture of the shaft of both femurs (Panel A). The patient was treated with
therapeutic doses of calcium and vitamin D supplements. After 3 weeks, her symptoms had improved
substantially, and she walked with minimal pain. Blood tests showed an increase in the phosphate level
to 3.0 mg per deciliter (1.0 mmol per liter) and a decrease in the alkaline phosphatase level to 418 U per
liter. A follow-up radiograph showed healed fractures (Panel B). Patients with osteomalacia may present
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with generalized osteopenia. A radiographic study may show cortical stress fractures, often called Loose
zones or pseudofractures, which are seen as bilateral, symmetric, radiolucent lines in the bone cortex
perpendicular to the long axis. Looser zones contain fibrous tissue and poorly mineralized callus and are

often found on the ribs, the femoral neck, the pubic rami, and the axillary margins of the scapulae
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Vishnu V. Reddy Munagala, M.D.
Vizag Rheumatology and Immunology Centre, Visakhapatnam, India
Vaishali Tomar, M.D.
\Vijaya Medical Centre, Visakhapatnam, India
N Engl J Med 2014; 370:e10 February 6, 2014. Images in Clinical Medicine
Prepared and translated by Samir Aldalati, MD
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Public Health
dale Aaa

Effect of ear acupressure on acute postpartum perineal pain
Bl day alad) laall A o o3 B o) bbdal) il

Kwan WS, et al.
JClin Nurs2013 Nov 28.

Objectives: To explore the effect of ear acupressure in relieving perineal pain in women during the first 48 hours

after delivery.

Background: Perineal pain is a common problem during postpartum, and different treatment modalities have beel
used for relief. Ear acupressure has been reported to have possible benefit on relieving acute postpartum perineal

pain.

Design: This study was designed as a prospective, randomised controlled trial.

Method: Chinese women with a singleton vertex foetus at the gestation of 37 weeks or above were recruited. Or
hundred and twenty six and 130 women were randomized into the intervention and control groups, respectivel
Women in the intervention group received application of tapes and seeds on four designated acupressure points
both ears, while women in the control group received tapes on four irrelevant points. Both groups were instructed |
stimulate the points in a similar fashion. Pain perception was assessed by the Verbal Descriptive Pain Scale and
Visual Analogue Scale, and the consumption of analgesics was also reviewed.

Results: No significant difference in perineal pain perception between the groups was observed in Verbal Descriptive

Pain Scale. Although the mean Visual Analogue Scale and the accumulative mean consumption of paracetamol we
generally lower in the intervention group, statistical significance was not reached.

Conclusions. There is no evidence so far to conclude that ear acupressure can effectively relieve perineal pain bast
on the statistical results. Further research is suggested to explore whether the effectiveness of pain relief is affec
by the frequency and duration of acupressure point stimulation.
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Outcome of antimicrobial therapy of pediatric urinary tract infections caused
by extended-spectrum p-lactamase-producing enterobacteriaceae
gl Joud) i) A 4gaad) cilabially ddlaal) il
il aaly SLalisy Uil Aiial) ciluilaay) adha ¢ Aalil JikY) xie

Lee B, et al.
Infect Chemother 2013 Dec;45(4):415-21.

Background: The purpose of this study was to compare the outcome of carbapenem versus non-carbapenem
antimicrobial therapy for pediatric urinary tract infections (UTIs) caused by extended-spectrum p-lactamase (ESBL)

producing Enterobacteriaceae.

M aterialsand methods: From 2006 to 2011, 42 episodes of UTI caused by ESBL-producing Enterobacteriaceae were
diagnosed at Seoul National University Children’s Hospital. Patients were grouped according to the antimicrobials
they received into a carbapenem group and a non-carbapenem group. Medical records were retrospectively reviewed
to assess treatment outcome, time to defervescence after initiation of treatment, and relapse rate.

Results. There were 36 children with 42 episodes of UTI caused by ESBL-producing Enterobacteriaceae. Twenty-
seven cases (64%) had an underlying urologic disease, 28 (67%) cases were caused by Escherichia coli, and 14 (33%
cases were caused by Klebsiella pneumoniae. Four (10%) cases were treated with carbapenem, 23 cases (55%) wel
treated with non-carbapenem, and 15 (36%) cases were treated by switching from a carbapenem to a non-carbapener
and vice versa. There was no treatment failure at the time of antimicrobial discontinuation. Between the carbapenem
and the non-carbapenem treatment groups, there were no significant differences in bacterial etiology (P=0.59), time

to defervescence after the initiation of antimicrobials (P=0.28), and relapse rate (P=0.50). In vitro susceptibility to
non-carbapenem antimicrobials did not affect the time to defervescence after the initiation of antimicrobial treatment,
and the relapse rate in the non-carbapenem group.

Conclusions: This study found no significant difference in the treatment outcome between pediatric patients treated

with carbapenem and those treated with non-carbapenem antimicrobials for UTI caused by ESBL-producing
Enterobacteriaceae. Therefore, the initially administered non-carbapenem can be maintained in UTI patients showing
clinical improvement.
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Nocturnal hypoxemia in children and adolescents with cystic fibrosis
Sl Citl) e A yally JULY) sis A adl) masls ks

Ramos RT, et al.
J Bras Pneumol 2013 Nov-Dec;39(6):667-674.

Objective: To determine the prevalence of nocturnal hypoxemia and its association with pulmonary function,
nutritional status, sleep macrostructure, and obstructive respiratory events during sleep in a population of clinicall
stable children and adolescents with cystic fibrosis (CF).

Methods. This was a cross-sectional study involving 67 children and adolescents with CF between 2 and 14 yeal
of age. All of the participants underwent polysomnography, and SpO2 was measured by pulse oximetry. We als
evaluated the Shwachman-Kulczycki (S-K) scores, spirometry findings, and nutritional status of the patients.

Results: The study involved 67 patients. The mean age of the patients was 8 years. The S-K scores differed significantly

between the patients with and without nocturnal hypoxemia, which was defined as an SpO2 < 90% for more than

5% of the total sleep time (73.75+6.29 vs. 86.38+8.70; p<0.01). Nocturnal hypoxemia correlated with the severity of

lung disease, FEV1 (rs=-0.42; p=0.01), FVC (rs=-0.46; p=0.01), microarousal index (rs=0.32; p=0.01), and apnes
hypopnea index (rs=0.56; p=0.01).

Conclusions: In this sample of patients with CF and mild-to-moderate lung disease, nocturnal oxygenation correlatec
with the S-K score, spirometry variables, sleep macrostructure variables, and the apnea-hypopnea index.
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Food diversity in infancy and therisk of childhood asthma and allergies
Agidal) A yay L)) c¥lally gupl) ol jhad aa doliajl) Al jay (N30 goiil) A8

Nwaru BI, et al.
JAllergy Clin Immunol2014 Jan 25.

Background: Recently, the bacterial diversity of the intestinal flora and the diversity of various environmental factors

during infancy have been linked to the development of allergies in childhood. Food is an important environmental
exposure, but the role of food diversity in the development of asthma and allergies in childhood is poorly defined.

Objective: We studied the associations between food diversity during the first year of life and the development of

asthma and allergies by age 5 years.

Methods: In a Finnish birth cohort we analyzed data on 3142 consecutively born children. We studied food diversity

at 3, 4, 6, and 12 months of age. Asthma, wheeze, atopic eczema, and allergic rhinitis were measured by using the
International Study of Asthma and Allergies in Childhood questionnaire at age 5 years.

Results: By 3 and 4 months of age, food diversity was not associated with any of the allergic end points. By 6 months
of age, less food diversity was associated with increased risk of allergic rhinitis but not with the other end points. By
12 months of age, less food diversity was associated with increased risk of any asthma, atopic asthma, wheeze, anc
allergic rhinitis.

Conclusion: Less food diversity during the first year of life might increase the risk of asthma and allergies in

childhood. The mechanisms for this association are unclear, but increased dietary antigen exposure might contribute
to this link
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Glomerular filtration rate and urine osmolality
in unilateral ureteropelvic junction obstruction

quiladl galal alladl pdaadl Juash) ol s A Joal) Ldslag sl iyl Jina

Gheissari A, et al.
Adv Biomed Re2013 Oct 30;2:78.

Background: Renal maldevelopment, interstitial fibrosis, ischemic atrophy, decreased glomerular filtration rate

(GFR), and renal blood flow (RBF) are inevitable consequences of chronic kidney obstruction that only partially

improve after early intervention. There are only few studies that evaluated urine osmolality in affected kidney and its
correlation with short-term outcome.
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Materials and methods: Thirty patients (age<l year) with unilateral ureteropelvic junction obstruction (UUPJO)

were enrolled in this study. UUPJO was confirmed using Technetium 99 isotope scans and the patients were indicated

to be operated afterward. Urine and blood samples were obtained before, 24, 48, and 72 h after the surgery. T
serum level of blood urea nitrogen, creatinine, and glucose were measured. GFR, urine osmolality (measured a
calculated), and urine specific gravity were determined too.

Results: Cortical thickness of hydronephrotic kidney was significantly increased 6 months after the surgery. GFR was
significantly increased 72-h postsurgery compared to before operation. Neither means of calculated nor of measured

urine osmolalities were significantly different in various stages. The last calculated urine osmolality (72 h) had
significant correlation with the last measured osmolality (72 h); r=0.962, P=0.0001. The last GFR (72 h) had positive
significant correlation with GFR before the surgery and GFRs at 24 and 48 h postsurgery. Using regression tests, only

the before surgery GFR was the predictor of the last GFR(72 h).

Cocnclusion: In UUPJO the measured and calculated urine osmolality of the affected kidney did not differ. In
addition, GFR before surgery should be considered as the predictor of the GFR shortly after repair.
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Zinc mono-therapy in pre-symptomatic Chinese children with Wilson disease
Ozl JBLY) die dpdajal) 38 Aajpall A G aalis £1a ¥l B AL 5ajdall Aadlaal)

Abuduxikuer K, et al.
PLoS One2014 Jan 24;9(1):e86168.

Background: There is no official consensus regarding zinc therapy in pre-symptomatic children with Wilson Disease

(WD); more data is needed.

Objective: To investigate the safety and efficacy of zinc gluconate therapy for Chinese children with pre-symptomatic

WD.

Methods: We retrospectively analyzed pre-symptomatic children receiving zinc gluconate in a single Chinese cente
specialized in pediatric hepatology. Short-term follow-up data on safety and efficacy were presented, and effects of
different zinc dosages were compared.
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Results: 30 children (21 males) aged 2.7 to 16.8 years were followed for up to 4.4 years; 26 (87%) children had
abnormal ALT at baseline. Most patients (73%) received higher than the currently recommended dose of elemental
zine. Zinc gluconate significantly reduced mean ALT (p<0.0001), AST (p<0.0001), GGT (p<0.0001) levels after 1

month, and urinary copper excretion after 6 months (p<0.0054). Mean direct bilirubin levels dropped significantly

at 1 month (p=0.0175), 3 months (p=0.0010), and 6 months (p=0.0036). Serum zinc levels gradually increased

and reached a significantly higher level after 6 months (p<0.0026), reflecting good compliance with the therapy.

Complete blood count parameters did not change throughout the analysis period. 8 children experienced mild and
transient gastrointestinal side effects. The higher zinc dose did not affect treatment response and was not associatec
with different or increased side effects when compared to conventional zinc dose.

Conclusion: In our cohort, zinc gluconate therapy for Chinese children with pre-symptomatic WD was effective, and
higher initial dose of elemental zinc had the same level of efficacy as the conventional dose.
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Obstetrics And Gynecology
lastl) Gialya 15 sl

Hyster oscopic and lapar oscopic management of uterine defects
on previous cesarean delivery scars

ol Bt gl angl) LT JA o ASlad) Al cillenl) Qi e AlSaial dasyll qugal) s

LiC, etal
J Perinat Med 2013 Dec 4:1-8.

Objective: To examine the treatment of previous cesarean delivery scar defect after cesarean delivery and the
feasibility of laparoscopic uterine repair or hysteroscopic scar excision.
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Study design: A retrospective clinical study that took place from June 2009 to March 2013 and included 41 women
who had previously had cesarean deliveries.

Results: Seventeen women underwent a laparoscopic approach for the repair of scar diverticula, and 24 wome
underwent a hysteroscopic resection of fibrotic tissue overhanging underneath the diverticula. Most women
remained free of symptoms over a 3- to 16-month follow-up and 6 women became pregnant without pregnanc
complications.

Conclusion: Women with a history of cesarean delivery combined with irregular perimenstrual bleeding should
undergo combined hysteroscopy and ultrasound examination to detect latent scar defects. In diagnosed cases
those who desired future pregnancies and had a residual myometrial thickness of <3.5 mm or a defect that accounted

for >50% of the anterior uterine wall, laparoscopic surgical repair was performed with good postoperative anatomic
outcomes. Women with residual myometrial thickness of >3.5 mm or a defect that accounted for <50% of the anterior

uterine wall were treated with hysteroscopic surgery and had a relief of symptoms.

e Al Juafinl ff Gladl jlas e OaY) desdle (5205 Ayl 53Y50 ey AL Slpeadll x5 e dalles Tul tagl G
el s

Al Ay pad 33V Gl 8 oLl e 41 Ciiais 2013 1305 2009 b cm sl b Cupal daaly Ly Al 1éand) haad

El Gl diedll Lol mal) Jlatind el (0 24 Caiad WS daaill &) ~May Gl plaii pie dg)laal claal) (e 17 Camad cilidl)
GUDURT (g0 olaiy Jaa ian WS bt 1653 oy 5fiadll Al 558 DA Gl ) e yad Allay Ll aline s - anyll it e
el e 6 e KX

gl 358 rlsaVl andy any Jplaiil iy of Caalall J8 LS Cix e Rppead 335 Gilsm 3pns Sl bl oy elalifia)
Aaball am Bam A il Ghall iy aba Z3lal cla) (S eadill pday dies el Gailly Al LalS e 25y IS
e W ol aal s e %50< ISl oS 5f ale 3.5> Aiiie dyen) diline ASLew 2gag e Oliise Jeally L)) e
o gl (3ia3 we anll udathy dabally Liadles 28 ol pa)ll Jlas (00 %50> S5 Cue 35ms ol ale 3.5 dyea )l Ailinall ASLeud)
NP

3D pelvic floor ultrasound findings and severity of anal incontinence
Ligall 598 7 lsa¥l Jusaailly (agal) Luda)l & Asadlal) cilagagall G ABDlal)
@bl udead) Bady Sy A

Rostaminia G, et al
Int Urogynecol J 2013 Dec 6.

Introduction and hypothesis: The aim of our study was to determine the association between the severity of anal
incontinence and levator ani deficiency, anal sphincter defects, anorectal angle, and colonic motility abnormalities.

Methods: This was aretrospective study. Subjects were categorized into three groups: normal, minor anal incontinenc
and major anal incontinence according to their answers to the PFDI-20 questionnaire. 3D endovaginal ultrasound w
utilized to assess levator ani muscle and the anorectal angle. Levator ani muscle subdivisions were scored basec
avulsion from the pubic bone and muscle thickness, based on our previous work. 3D endoanal ultrasound was utiliz
to assess anal sphincters. Colonic motility abnormalities were defined as diarrhea, constipation or both.

Results: Ninety-seven patients were included in the analysis: 45 with major anal incontinence, 29 with minor
anal incontinence, and 23 continent women. On multivariate logistic regression, sphincter defect, anorectal angl
and colonic motility abnormalities were associated with anal incontinence severity. Women with an external ana
sphincter defect had a 20.36-fold chance of having severe anal incontinence compared with patients with no defe
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(OR=20.36, 95 % CI 5.4, 76.6); those with both defective sphincters had a 102.5-fold chance of having severe anal
incontinence (OR 102.5, 95 % CI 10.2, >999). Anorectal angle >170° was significantly associated with the severity

of anal incontinence (OR=4.07, 95% CI 1.53, 10.79), as was the presence of colonic mobility abnormality (OR=5.31,
95 % CI 1.86, 15.19).

Conclusions: 3D pelvic floor ultrasound can be an efficient tool for anal incontinence evaluation in women.

Anal sphincter defects, colonic motility abnormalities, and anorectal angle were associated with the severity of
anal incontinence. While there was a trend toward worsening levator ani deficiency among those with major anal
incontinence, this did not reach statistical significance.
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Diagnosis of pelvic inflammatory disease (PID): intra-operative findings and comparison
of vaginal and intra-abdominal cultures

&Jj}\ O A4yl dafall DA AiadMal) iy gagall :‘;..algﬂ‘f\ ‘;..ajai\ gl audlda
Ol Ja1 (s BAsala £55305 Asligeal

Schindlbeck C, et al.
Arch Gynecol Obste2014 Jan 29.

Introduction: Pelvic inflammatory disease (PID) is frequent in adolescents and younger women. Diagnosis is usually

based on the clinical findings, and the threshold for empiric antibiotic therapy should be low. However, at least in

cases of resistance toward therapy or deterioration of symptoms, laparoscopic evaluation can be helpful.

Methods: We searched the hospital charts for in-house patients who were treated for PID or tubo-ovarian abscess
between 2007 and 2010. In cases with both vaginal and intra-abdominal bacterial cultures, results of those were
compared.

Results: 73 patients with suspected PID or tubo-ovarian abscess were included. Median patients’ age was 40 years
(18-88), 18 of 73 (24.7 %) patients had an IUD at the time of consultation. 58 patients underwent laparoscopy or
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laparotomy. In 41 patients (70.7 %) tubo-ovarian abscess could be confirmed, four patients had differential gynecologic
diagnoses, and two patients appendicitis. In vaginal swabs, most frequent bacteria were Streptococcus sp. (28.5
Escherichia coli (22.2%), Enterococcus faecalis (15.9%), and Staphylococcus sp. (9.5%). In eight patients (11%
Chlamydia trachomatis could be found, there was no case of Neisseria gonorrhea. In 33 patients both vaginal a
abdominal cultures were available. In nine cases (27.3%), identical bacteria could be found, however, 11 cas
(33.3%) showed different results.

Conclusion: In severe cases of PID, laparoscopic evaluation and taking an intra-abdominal bacterial culture art
helpful for the confirmation of diagnosis, accurate microbiologic testing and specific therapy.
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N-butyl cyanoacrylateis very effective for massive haemorrhage during the perinatal period
3l Aasaall 54l A& yadl a3l el A& N-butyl cyanoacrylate sl 3juaiall 4uladl)

lgarashi $ et al.
PLoS One2013 Oct 11;8(10):e77494.

Objective: The liquid embolic agent n-butyl cyanoacrylate (NBCA) is a tissue adhesive used as an immediate an
permanent embolic agent when mixed with oil-based contrast medium. In this study, the preservation of fertility witk
TAE using NBCA for massive haemorrhage during pregnancy or the peripartum period and the utility of this therap
were investigated.

Methods: Cases from January 2005 to October 2010 in which TAE was performed for massive haemorrhage it
pregnant women, particularly during the peripartum period, were investigated.

Results: TAE was performed in 27 pregnant women. The embolic agent used was GS only in five cases, NBCA only

in 19 cases, and additional embolization with NBCA when the effect with GS was insufficient in three cases, one each

of abruptio placentae, cervical pregnancy, and uterine atony. A comparison of mean blood loss when each embo
agent was used for haemostasis showed a significant difference between cases in which GS only was used and cases

in which NBCA only was used. In a comparison of mean transfusion volume, a significant difference was seen
between cases in which both GS and NBCA were used and cases in which NBCA only was used. In a postoperati
follow-up survey, menses resumed in eight patients, including four patients who later became pregnant and three w
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delivered.

Conclusions. TAE with NBCA, which has an embolic effect unrelated to clotting dysfunction for massive haemorrhage
during the peripartum period, is a minimally invasive and very effective treatment method for patients with severe
DIC.
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Dietary fat intake and risk of epithelial ovarian cancer by tumour histology
el glaiall (e W Gansal) GUasu shdg £ )30 B acdl) ggiaa G ABDal)

Merritt MA, et al.
Br J Cancef014 Jan 28.

Background: Studies of fat intake and epithelial ovarian cancer (EOC) risk have reported inconsistent findings,

hence we hypothesised that associations may vary by histologic subtype.

Methods. We evaluated fat intake in a New England case-control study including 1872 cases and 1978 population-
based controls (1992-2008). Epithelial ovarian cancer risk factors and diet were assessed using a food frequency
guestionnaire at enrolment. Logistic regression was used to estimate associations between fat intake and EOC risk
and polytomous logistic regression was used to test whether associations varied by histologic subtype.

Results: We observed a decreased risk of EOC when comparing the highest vs lowest quartiles of intake of omega-3
(odds ratio (OR)=0.79, 95% confidence interval (CI) 0.66-0.96, P-trend=0.01) and omega-6 (OR=0.77, 95% CI

0.64-0.94, P-trend=0.02) and an increased risk with high consumption of trans fat (OR=1.30, 95% CI 1.08-1.57,
P-trend=0.002). There was no significant heterogeneity by tumour histologic subtype; however, we observed a strong

decreased risk for endometrioid invasive tumours with high intake of omega-3 (quartile (Q) 4 vs Q1, OR=0.58, 95%
Cl1 0.41-0.82, P-trend=0.003).

Conclusions: These findings suggest that higher intake of omega-3 may be protective for EOC overall and endometrioid

tumours in particular, whereas greater consumption of trans fat may increase risk of EOC overall.
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Surgery

dalall

Medically refractory gastroesophageal reflux disease in the obese:
what isthe best surgical approach?

Ol Mo Niaal) L jall ganall Galdl) pla & S Aa)ad) 4\l

Pagé MP, et al.
Surg Endosc 2013 Dec 6.

Background: Obesity is a recognized risk factor for gastroesophageal reflux disease (GERD). Traditional antireflux

surgery (fundoplication) may not be appropriate in the morbidly obese, especially when other effective alternative
exist (bariatric surgery).

Methods: A 13-item survey was designed to elicit professional opinions regarding the treatment of medically
refractory GERD in obese patients. Members of the Society of American Gastrointestinal and Endoscopic Surgeot
(SAGES) were randomly selected and emailed a link to an online survey.

Results: A total of 550 surgeons were contacted via email, and 92 (17 %) completed the survey. Of the respondent
88 % perform laparoscopic antireflux surgery, 63 % perform bariatric surgery, and 59 % perform both. Overall, 77 %
completed a minimally invasive surgery fellowship. In response to the queRtoud you perform a laparoscopic
fundoplication in a patient with medically refractory GERD and a BMbX$, surgeons were less likely to offer
fundoplication at a higher body mass index (BMI). The majority of respondents felt that laparoscopic Roux-en-Y
gastric bypass was the best option (91%), followed by laparoscopic sleeve gastrectomy (6%). Many had a morbid
obese patient with a primary surgical indication of GERD denied a bariatric procedure by their insurance compan
(57 %), and 35 % of those surgeons chose to do nothing rather than subject the patient to a fundoplication. Responde
uniformly felt that bariatric surgery should be recognized as a standard surgical option for treating GERD in the obes
(96%).

Conclusion: When surgical treatment of GERD is indicated in an obese patient, bariatric surgery is the optimal
approach, in the opinion of surgeons responding to our survey. Unfortunately, third-party payers often decline t
provide benefits for a bariatric procedure for this indication. Additional data is necessary to confirm our belief that the
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opinions elicited through this survey are consistent with the standard of care as defined by the medical community.
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Parathyroid surgery in the elderly: should minimally
invasive surgery be abandoned?

¢ 930 ALE Aafall oe AT qiag 0o J Sl e (3 clla dals

Mekel M, et al.
Ann Surg Oncol 2013 Dec 4.

Background: Single adenoma is the cause of 80 % of primary hyperparathyroidism (PHPT) resulting in wide
acceptance of minimally invasive parathyroidectomy (MIP). The incidence of PHPT increases with age. Little
information is available regarding the prevalence of multiglandular disease (MGD) in older patients.

Methods. The records of 537 patients that underwent parathyroid surgery between January 2005 and October
2012 at two endocrine surgery referral centers were retrospectively reviewed. Comparison was performed between
patients younger than 65 and older than 65 years of age. Clinical variables included preoperative laboratories and
imaging, extent of neck exploration, number of glands excised, and intraoperative parathyroid hormone levels during
surgery.

Results: There were 374 (70%) patients in the younger age group (YG) and 163 (30%) patients in the older age
group (OG). The mean age was 50+0.5 and 71+0.4 years, respectively. There was no difference between the groups
in terms of gender or laboratory results. MGD was significantly more common in the OG (24% vs. 12%; p=0.001)

and similarly MIP was less commonly completed in the OG (49% vs. 68%; p<0.001). Cure rates were comparable

between the OG and YG (93% vs. 95%; p=0.27). In the OG, patients with MGD had significantly smaller glands as

compared to patients with single adenomas in this group (33167 vs. 920+97 mg; p=0.006, respectively).
Conclusions: MGD in PHPT was found to be more prevalent in older patients. Planning a bilateral neck exploration
should be considered in older patients, especially when a relatively small gland is suggested by imaging or encountered
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during surgery.
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Extending theindicationsfor primary nerve surgery
in obstetrical brachial plexus palsy
Ll gadsil) acaal) §piial) JLa eNla & dbad) Cuand) Aol cililbiind g

Bade SA, et al.
Biomed Res Int 2014;2014:627067.

Purpose: This study identifies a small subset of patients with obstetrical brachial plexus palsy who, while they do not

meet common surgical indications, may still benefit from primary nerve surgery.

Methods: Between April 2004 and April 2009, 17 patients were offered primary nerve surgery despite not meeting
the standard surgical indications of the authors. The authors performed a retrospective analysis of these 17 patie
using prospectively collected data.

Results: This group of 17 patients were identified as having poor shoulder function at about 9 months of age despite

passing the Cookie Test. Fourteen patients underwent surgical intervention and three families declined surgery. /
patients in the operative group regained some active external rotation after surgery. Five patients in this group ha
required further interventions. Two of the three patients for whom surgery was declined have had no subseque
spontaneous improvement in active external rotation.

Discussion: The commonly used indications for primary nerve surgery in obstetrical brachial plexus palsy may not
adequately identify all patients who may benefit from surgical intervention. Patients who pass the Cookie Test but

have poor spontaneous recovery of active shoulder movements, particularly external rotation, may still benefit from

primary nerve surgery.
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Age at diagnosis predictslocal recurrence in women treated with breast-conserving
surgery and postoper ative radiation therapy for ductal carcinomain situ
@ o dddlaall dafall clalleal) oludl) sie adagall GuSilly 5l B padlddll die jead) g
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Kong |, et al
Curr Oncol 2014 Feb;21(1):e96-e104.

Purpose: The main goal of treating ductal carcinoma in situ (dcis) is to prevent the development of invasive breast
cancer. Most women are treated with breast-conserving surgery (bcs) and radiotherapy. Age at diagnosis may be a
risk factor for recurrence, leading to concerns that additional treatment may be necessary for younger women. We
report a population-based study of women with dcis treated with bcs and radiotherapy and an evaluation of the effect
of age on local recurrence (Ir).

M ethods: All women diagnosed with dcis in Ontario from 1994 to 2003 were identified. Treatments and outcomes were

collected through administrative databases and validated by chart review. Women treated with bcs and radiotherapy
were included. Survival analyses were performed to evaluate the effect of age on outcomes.

Results: We identified 5752 cases of dcis; 1607 women received bes and radiotherapy. The median follow-up was 10.0

years. The 10-year cumulative Ir rate was 27% for women younger than 45 years, 14% for women 45-50 years, and
11% for women more than 50 years of age (p<<0.0001). The 10-year cumulative invasive Ir rate was 22% for women

younger than 45 years, 10% for women 45-50 years, and 7% for women more than 50 years of age (p<0.0001). On
multivariate analyses, young age (<45 years) was significantly associated with Ir and invasive Ir [hazard ratio (hr) for

Ir: 2.6; 95% confidence interval (ci): 1.9 to 3.7; p<0.0001; hr for invasive Ir: 3.0; 95% ci: 2.0 to 4.4; p<0.0001]. An

age of 45-50 years was also significantly associated with invasive Ir (hr: 1.6; 95% ci: 1.0 to 2.4; p=0.04).

Conclusions. Age at diagnosis is a strong predictor of Ir in women with dcis after treatment with bcs and
radiotherapy.
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Comparing results of clinical versus ultrasonographic examination
in developmental dysplasia of hip
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Arti H, et al.
J Res Med Sci 2013 Dec;18(12):1051-5.

Background: Developmental dysplasia of hip (DDH) is one of the congenital anomalies in newborns that if not
diagnosed and treated on time can lead to a severe disability. Although clinical examination is a very useful way fc
screening, but in some patients, a confirmatory diagnostic method such as ultrasonography is needed. The aim of

the present study is to compare the sensitivity and specificity of clinical examination and ultrasonography in early
detecting of DDH.

Materials and methods: A total of 5800 of newborns were examined by orthopedic surgeon as a screening
method. The newborns with risk factors or suspicious on clinical examination were introduced to repeat clinical an
ultrasonographic examination of hip. The results were collected and recorded by a check list and then the sensitivi
and specificity of clinical examination were calculated.

Results: Of 5701 newborns (11402 hips) who were studied by two methods of clinical examination and ultrasonograph:
(by Graf method), the overall incidence of DDH was 29 per 1000. Only 94 hips (13.5%) of 694 disordered one:
according to clinical examination were involved on ultrasonographic evaluation. A total of 240 hips of 334 (72%)
involved hips according to ultrasonography (Graf type llb or more) were diagnosed normal on clinical examination
considering ultrasonography as a gold standard method of evaluating DDH, the sensitivity and specificity of clinical
examination were calculated 28.1% and 94.5%, respectively.

Conclusion: According to the present study, ultrasonogeraphic examination has a high valuable in screening of DDF
and the clinical examination done by an experienced orthopedic surgeon has an acceptable value in primary screen
of DDH in developing countries for detecting of healthy neonates, but if the newborn has a risk factor or is suspiciou
on clinical examination, it will be necessary to get assistance from ultrasonography by an experienced sonographe
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Pulmonary Diseases
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The effect of positive expiratory pressure (PEP) therapy on symptoms, quality of life and incidence
of re-exacerbation in patients with acute exacer bations of chronic obstructive pulmonary disease
£al) ABlES Bage ugh igan Blal) Lo g (LaleY) Ao PEP o) gl il dpdlaal) il
Crajall bl g8l elall e Balad) gdll dape die

Osadnik CR, et al.
Thorax2013 Sep 4.

Background: Positive expiratory pressure (PEP) is a technique used to enhance sputum clearance during acute
exacerbations of chronic obstructive pulmonary disease (AECOPD). The impact of PEP therapy during acute
exacerbations on clinically important outcomes is not clear. This study sought to determine the effect of PEP therapy
on symptoms, quality of life and future exacerbations in patients with AECOPD.

Methods: 90 inpatients (58 men; mean age 68.6 years, BREB% predicted) with AECOPD and sputum expectoration

were randomised to receive usual care (including physical exercise)PEP therapy. The Breathlessness, Cough anc
Sputum Scale (BCSS), St George’s Respiratory Questionnaire (SGRQ) and BODE index (Body mass index, airflow
Obstruction, Dyspnoea, Exercise tolerance) were measured at discharge, 8 weeks and 6 months following discharge,
and analysed via linear mixed models. Exacerbations and hospitalisations were recorded using home diaries.
Results: There were no significant between-group differences over time for BCSS score [mean (SE) at discharge 5.2

(0.4) vs 5.0 (0.4) for PEP and control group, respectively; p=0.978] or SGRQ total score [41.6 (2.6) vs 40.8 (2.8) at
8 weeks, p=0.872]. Dyspnoea improved more rapidly in the PEP group over the first 8§ weeks (p=0.006), however

these benefits were not observed at 6 months. Exacerbations (p=0.986) and hospitalisations (p=0.359) did not differ

between groups.

Conclusions. We found no evidence that PEP therapy during AECOPD improves important short-term or long-term
outcomes. There does not appear to be a routine role for PEP therapy in the management of such individuals.

Sl5 «CCOPD gojall alaal) (g5l elall pe salall Cagill A aol) A1) el axdinds 4458 PEP olag)) op3l) Jaiall yiiay rdiad) 441
Larally dadlaall il apaas ) Auhall ods Cangd salad) Costl) DS elall Al Ayl il e dadbed) oda 530 Cagprall g2 e
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Cardiovascular Diseases
Agle o)) Al )Y

Elevated frequencies of circulating th22 cell in addition to th17 cell and th17/th1 cell
in patients with acute coronary syndrome
Balad) LISy dajdlial) Ly die Glhel) A th1/th17 WAl th22:4h17 WA jilgs 3ak)

Zhang L, et al
PL0S One 2013 Dec 3;8(12):e71466

Background: Atherosclerosis is a chronic inflammatory disease mediated by immune cells. Th22 cells are CD4(+)

T cells that secret IL-22 but not IL-17 or IFN-y and are implicated in the pathogenesis of inflammatory disease.

The roles of Th22 cells in the pathophysiologic procedures of acute coronary syndrome (ACS) remain unclea
The purpose of this study is to investigate the profile of Th22, Th17 and Th17/Th1 cells in ACS patients, including
unstable angina (UA) and acute myocardial infarction (AMI) patients.

Design and methods: In this study, 26 AMI patients, 16 UA patients, 16 stable angina (SA) patients and 16 healthy
controls were included. The frequencies of Th22, Th1l7 and Th17/Thl cells in AMI, UA, SA patients and healthy
controls were examined by flow cytometry. Plasma levels of IL-22, IL-17 and IFN-y were measured by enzyme-

linked immunosorbent assay (ELISA).

Results: Th22, Th17 and Th17/Th1 cells were significantly increased in AMI and UA patients compared with SA

patients and healthy controls. Moreover, plasma IL-22 level was significantly elevated in AMI and UA patients. In
addition, Th22 cells correlated positively with IL-22 as well as Th17 cells in AMI and UA patients.

Cocnclusion: Our findings showed increased frequencies of both Th22 and Th17 cells in ACS patients, which suggest

that Th22 and Th17 cells may play a potential role in plaque destabilization and the development of ACS.

SN ShEl sk (+)CD4 At LA Th22 WAl s . iselial) LAY adand 55 Liaje Lulgil 213 (sammnl) Caloaill Jiay sungd) 4508
Ganslspill 8 Th22 WAl o0 iy e lall ZplgiV) dpcalpal) b laysn agiiy (IEN-y Lle gyl 5 IL-17 556 Y \esly) IL-22
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Plasma GranzymeB in ST elevation myocardial infarction versus
non-ST elevation acute coronary syndrome
ST skl £ 1)) aa Apll) Alanl) ¢ Lilia) uape dic LD & Granzyme B cilygica
ST Aadadl) g L)) ¢y g9 salad) A0<y) Aajlial) pudasas 455l8a

El-Mesallamy HO, et al.
Mediators Inflamm 2013;2013:343268.

Objective: The proapoptotic protein, granzyme B (GZB), was identified as a contributor to the atherosclerotic plaque
instability and recently as inflammatory activator. We studied the release kinetics of GZB and other markers of
inflammation such as high sensitivity C reactive protein (hsCRP), interleukin 18 (IL-18), and fractalkine (FKN) in

the early phase after acute cardiac events in different ACS subgroups.

Methods. Thirty-six nondiabetic patients with ACS were compared to 12 control subjects. According to ACS
diagnosis, the patients were classified into 22 patients with ST elevation myocardial infarction (STEMI) and 14
patients with non-ST elevation myocardial infarction or unstable angina (NSTEMI/UA). Blood samples were taken
on day 1 (day of onset) and day 3 to measure hsCRP, IL-18, FKN, and GZB by ELISA.

Results: Patients with ACS showed significantly higher GZB, IL-18, and FKN levels than the controls. STEMI group

showed significantly higher GZB levels than NSTEMI/UA group. On day 3, FKN levels displayed a significant
decrease, while GZB levels were significantly increased. IL-18 levels were more or less constant. GZB levels were
positively correlated with IL-18 (r=0.416, P<0.01) and FKN (r=0.58, P<0.001).

Conclusions: Unlike IL-18 and FKN, plasma GZB may be a marker of ACS disease severity.

e LS dpapaall Aol 4008 aae 8 aalue dalaS — i) Al (4555 a5~ (GZB) granzyme B s aad 5 rdanl) i
(NSCRP il e C el 55 ) Jia (5891 ZuleiV) cileslylly GZB s el Gy i iU JodeS 0553 e
LLISY) oDl pmpe (e Adlite dpejd Clegana G salall Ll Clgal) s S skl 8 (FKN) fractalkings 18-cuSslsy)

Salad)
Bl ZLISY) Al el e . Ll s (e 12 ga Sl e 82l BLISY) 2Dl amye (e 36 dlie caci i) 35k
ie ganas o(Liapa 22 cileiy STEMI de gana) ST iakiill b g i) g dulil) Alimal o Liin) e pana 10550 pana () (oaiapall Ciayioct i i
Fager cilie 31 40 (L 14 cilesiy UA/STEMI desans) Jiisall e acall GUia 5 ST aakill 8 g il (50 Llill Aliaal) ¢ Liia)
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Gastroenterology

Use of thiopurines and risk of colorectal neoplasia in patients with inflammatory bowel diseases
Y gorall p1al) e die Asadiial) Apiglesl) cfpdiill gl ladg thiopurines aladil

Gong J, et al.
PLoS One2013 Nov 28;8(11):e81487.

Objective: Inflammatory bowel disease (IBD) is commonly treated with thiopurines such as azathioprine and
mercaptopurine for the maintenance of remission. Studies examining chemopreventive of these medications
colorectal neoplasm in IBD patients have yielded conflicting results. We performed a meta-analysis to assess the role

of thiopurines for this indication.

M ethods: We performed a systematic search of PubMed, Web of Science, EMBASE and Cochrane to identify studie
reporting colorectal neoplasm from IBD patients treated with thiopurines and conducted a meta-analysis of poole
relative risk (RR) using the random effects model.

Results: Nine case-control and ten cohort studies fulfilled the inclusion criteria. The use of thiopurines was associated

with a statistically significant decreased incidence of colorectal neoplasm (summary RR=0.71, 95% CI=0.54-0.94,
p=0.017), even after adjustment for duration and extent of the disease, but there was high heterogeneity among stuc
(I (2)=68.0%, p<0.001). The RR of advanced neoplasm (high-grade dysplasia and cancer) was 0.72 (95%CI=0.50-

1.03, p=0.070) and that of cancer was 0.70 (95% CI1=0.46-1.09, p=0.111) for thiopurine-treated patients. Heterogene
of the studies was affected by the sample size (</>100 cases) and whether the patients had longstanding colitis (>7

years).

Conclusion: The current meta-analysis revealed that thiopurines had a chemopreventive effect of colorectal neoplasn
and a tendency of reducing advanced colorectal neoplasms in IBD. Due to the heterogeneity of included studies, the
results should be interpreted with caution.

e dkasladll @llyy mercaptopuring azathioprineJis thiopurinesi, sab Bl 05 IBD (i) (gsmall ool ellay s diagd) caa
1Al anye ie Apagiinall Al oI il e 3y50Y) o3¢d Alal A e lialinly il 3 cluhal) pedl 28 LAl g sagll Alla
Lk 13gd Ladlly thiopurinesiyssl s auiil es dalad el 5 2ag)laie il calael AN (gsnal)

Al Q1) gl el Al @lulall massl Cochrang EMBASE <Web of SciencePubMed je agie duny eha) 5 1iad) 3ok
zisat plaaiuly RR STl o) Slall iles Julat s5ms ae thiOPUIINESiisely cpalleall a1 sond el iy tie Aadiond)
LA sdall 5t
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Proton pump inhibitor therapy and potential long-term harm
) saad) Ao Alaiaal) Alad) SV 0 gig ) Adiiae cilladiey Apdlall

Corleto VD, et al.
Curr Opin Endocrinol Diabetes Obes 2013 Dec 4.

Purpose of review: This review summarizes the recent literature on the potential side-effects of proton pump
inhibitors (PPIs) and known interactions with the metabolism/absorption of other drugs.

Recent findings: Data confirm that PPIs are a very well tolerated drug class. Their high safety, efficacy and wide
distribution lead to overuse, inappropriate dosage or excessive duration of treatment. Despite the absorption
of micronutrients or other plausible effects on the development of bacterial infections linked to PPI-induced
hypochlorhydria, it is difficult to demonstrate an association between PPI and specific symptoms. A possible negative

effect of PPIs on bone integrity appears weak, but hypomagnesemia is likely a PPI drug class effect. A higher risk
of Clostridium difficile infection and other infectious diseases such as small intestinal bacterial overgrowth and
spontaneous bacterial peritonitis remain controversial in PPI users. However, the careful use of PPIs in cirrhotic or
otherwise fragile patients is mandatory. Short-term or long-term PPl use may trigger microscopic colitis, and the
management of this condition may include PPI withdrawal. The effect of PPIs on stimulating exocrine or endocrine
gastric cell proliferation is poorly understood. A diagnostic delay or masking of diseases such as gastrinoma is
difficult to evaluate.

Summary: Short-term standard dose PPI treatment is low risk. Long-term PPI use may complicate health conditions
by various mechanisms linked to PPIs and/or to hypochlorhydria.
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Neurology
Lpanll ) yY)

Randomized trial of IV valproate vs metoclopramide vs ketorolac for acute migraine
salad) 488l il ketorolac s metoclopramidey valproate 45 ga sl aladiad) Jea dlpde duly

Friedman BW, et al.
Neurology 2014 Feb 12.

Objecive: We compared the efficacy of TV valproate with metoclopramide and with ketorolac in patients presenting

to an emergency department (ED) with acute migraine.

Methods: This was a double-blind comparative efficacy trial. Patients were randomized to 1,000 mg sodium
valproate, 10 mg metoclopramide, or 30 mg ketorolac, each administered as an IV drip over 15 minutes. The prima
outcome was improvement in headache by 1 hour, measured on a verbal 0 to 10 scale, at baseline and 60 mint
later. Important secondary outcomes included (1) need for rescue medication in the ED, and (2) sustained heada
freedom.

Results: Three hundred thirty patients were enrolled over 30 months beginning in October 2010. Baseline characteristic
were comparable among the 3 arms. On the primary outcome, patients receiving IV valproate improved by a mean
2.8 (95% confidence interval [CI]: 2.3, 3.3) on the 0 to 10 scale; those receiving IV metoclopramide improved by 4.7

(95% CI: 4.2, 5.2); and those receiving IV ketorolac improved by 3.9 (95% CI: 3.3, 4.5). On the secondary endpoints
69% (95% CI: 60%, 78%) of patients receiving valproate required rescue medication, compared with 33% (95%
Cl: 24%, 42%) of metoclopramide patients and 52% (95% CI: 42%, 63%) of those assigned to ketorolac. Sustaine
headache freedom was achieved in 4% (95% CI: 0%, 7%) of those randomized to valproate, 11% (95% ClI: 5%, 179
of metoclopramide patients, and 16% (95% CI. 9%, 23%) receiving ketorolac. In the metoclopramide arm, 6% (95%
Cl: 3%, 12%) of patients reported feeling »very restless» after investigational medication administration.
Conclusions: Valproate was less efficacious than either metoclopramide or ketorolac. Metoclopramide demonstrated
superiority to ketorolac on several endpoints.
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Rheumatology And Orthopedics
alanll (bl 45850 bl

Activated IL-22 pathway occurs in the muscle tissues of patients with polymyositis
or dermatomyositisand is correlated with disease activity

Laal) LGl gl udape dis Ablaad) Aas) B 1L -22 S sl Aol (g phal) Jads
Al Allady ATDIe g cDaally Alal) lgill

F aicciC, et al.
Rheumatology (Oxford?014 Mar 5.

Objective: The aim of this study was to assess the expression of IL-22, IL-22 receptor 1 (IL-22R1), IL-22 binding
protein (IL-22BP) and p-STAT3 in muscle tissue from patients with PM and DM.

Methods: Levels of IL-22, IL-22R1, IL-22BP and STAT3 mRNA were quantified by RT-PCR. The expression of
IL-22, IL-22R1, IL-22BP and p-STAT3 was also analysed using immunohistochemistry.

Results: Significant modulation of the IL-22 pathway was observed in inflammatory myopathic tissues. In particular,
a significant overexpression of IL-22 at the protein but not the mRNA level was observed in PM/DM tissues and was
correlated with myositis activity. [L-22R1 aberrant expression was also observed among infiltrating mononuclear
cells and necrotic muscle cells. IL-22BP, which inhibits IL-22 signalling, was expressed only in some muscle fibres
in PM/DM patients.

Conclusion: Our findings indicate that the IL-22 pathway is activated in inflammatory myopathic tissues and may be
involved in the induction of muscle inflammatory processes and muscle necrosis.
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Endocrinology
<
The effects of green tea consumption on metabolic and anthropometric indices
in patientswith type 2 diabetes
L) Sl g SN clpdal) o il gL Jal cfyil
Seal) plall S Jaall) paje 2o

Mousavi A, et al
J Res Med Sci 2013 Dec;18(12):1080-6.

Background: This study aims at investigating the possible effects of different daily doses of green tea (GT) intake
for eight weeks on certain anthropometric, metabolic, and oxidative stress biomarkers of diabetic patients.
Materials and methods: This randomized clinical trial included 63 patients with type 2 diabetes (30 males and
33 females). After a two-week run-in period without green tea, they were randomly assigned into one of the thre
groups, with a different daily intake of green tea; four cups of green tea per day (n=24), two cups of green tea per d
(n=25), and the control group (n=14) with no green tea intake for two months. At baseline and after the interventior
blood tests, dietary, and anthropometric variables were assessed. The patients were instructed to maintain their us
dietary intake and normal physical activity.

Results: Consumption of four cups of GT per day caused a significant decrease in body weight (73.2 to 71.9)
(P<0.001), body mass index (27.4 to 26.9) (P<0.001), waist circumference (95.8 to 91.5) (P<0.001), and systolic

blood pressure (126.2 to 118.6) (P<0.05) in this group. No significant change was seen in the other groups and

between group comparisons. The metabolic and oxidative stress parameters did not show any significant differences

within and between groups.

Conclusion: Drinking four cups of green tea led to a significant reduction in weight and systolic blood pressure.
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Serum vitamin-D predictsinsulin resistance in individuals with prediabetes
@Al £ Aasia daja B Galdl) die (gD Laglially 530 3 Juadl & D Galidl) g 5ia g0

Dutta D, et al
Indian J Med Res 2013 Dec;138(6):853-60.

Background & objectives: Patients with diabetes and vitamin-D insufficiency have increased insulin resistance.

Similar observations among individuals with prediabetes are not well documented. The aim of this study was to
find the occurrence of vitamin-D insufficiency/deficiency among individuals with prediabetes and to evaluate the
relationship between vitamin-D status and insulin resistance.

Methods: One hundred fifty seven individuals with prediabetes who fulfilled all the inclusion and exclusion criteria
underwent clinical examination, anthropometric measurements (waist circumferrence, waist-hip ratio, waist-height
ratio) and blood sampling after overnight fast for estimation of fasting blood glucose, fasting insulin, 25(OH)
vitamin-D, intact parathyroid hormone (iPTH) and lipid profile. One hour post 75 g glucose (1hPG) blood glucose

during oral glucose tolerance test was measured.

Results: Vitamin-D deficiency/insufficiency was found in 115 (73.25%) individuals with prediabetes. Severe
vitamin-D deficiency (<10 ng/ml) was seen in 14.65 per cent individuals. Individuals with the lowest vitamin-D

levels (<10 ng/ml) had the highest insulin resistance (HOMAZ2-IR: 2.04+0.67). Serum 25(OH)D had a statistically
significant inverse correlation with insulin resistance (HOMAZ2-IR; r=-0.33; P=0.008), and positive correlation

with insulin sensitivity (QUICKI; r=0.39; P=0.002), after adjusting for BMI and HbAlc. There was no correlation
between vitamin-D status and estimated beta cell mass (HOMA-). The mean waist-height ratio among individuals

with prediabetes was 0.57 (normal<0.5) indicating a high risk of cardiovascular morbidity. Individuals with elevated
1hPG>155 mg/dl had significantly higher BMI and worse insulin resistance, and 1hPG correlated well with 2 hour

post glucose blood glucose (r=0.57; P<0.001).

Interpretations & conclusions: Vitamin-D deficiency/insufficiency may have some role in the development/
worsening of insulin resistance in individuals with prediabetes in our country who have a high cardiovascular risk.
Prospective studies on a large group of individuals need to be done to confirm the findings.
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Allergic And Immunologic Diseases
Cmenilly de Ll o)yl

Peanut, milk, and wheat intake during pregnancy is associated
with reduced allergy and asthmain children

JULY) sie gadly Lol B el ge @85 Jaal) YA geallly qulal) ¢ Alagad) Jodl) J gl

Bunyavanich S, et al.
J Allergy Clin Immunol 2014 Feb 9.

Background: Maternal diet during pregnancy may affect childhood allergy and asthma.

Objective: We sought to examine the associations between maternal intake of common childhood food allergen
during early pregnancy and childhood allergy and asthma.

Methods: We studied 1277 mother-child pairs from a US prebirth cohort unselected for any disease. Using fooc
frequency questionnaires administered during the first and second trimesters, we assessed maternal intake of common
childhood food allergens during pregnancy. In mid-childhood (mean age, 7.9 years), we assessed food allergy, asthr
allergic rhinitis, and atopic dermatitis by questionnaire and serum-specific IgE levels. We examined the associations
between maternal diet during pregnancy and childhood allergy and asthma. We also examined the cross-sectiol
associations between specific food allergies, asthma, and atopic conditions in mid-childhood.

Results: Food allergy was common (5.6%) in mid-childhood, as was sensitization to at least 1 food allergen (28.0%)
Higher maternal peanut intake (each additional z score) during the first trimester was associated with 47% reduced

odds of peanut allergic reaction (odds ratio [OR], 0.53; 95% CI, 0.30-0.94). Higher milk intake during the first
trimester was associated with reduced asthma (OR, 0.83; 95% CI, 0.69-0.99) and allergic rhinitis (OR, 0.85; 95% C
0.74-0.97). Higher maternal wheat intake during the second trimester was associated with reduced atopic dermati
(OR, 0.64; 95% CI, 0.46-0.90). Peanut, wheat, and soy allergy were each cross-sectionally associated with increas
childhood asthma, atopic dermatitis, and allergic rhinitis (ORs, 3.6 to 8.1).

Conclusion: Higher maternal intake of peanut, milk, and wheat during early pregnancy was associated with reduce
odds of mid-childhood allergy and asthma.
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Hematology And Oncology

b1y a2l alyal

Tumor-stromaratio is an independent predictor for survival in early cervical carcinoma
pal) e Aillages (oa BSLY Jabiall (B LA a5 jaiaS Ayl Aaall) A

Liu J, etal
Gynecol Oncol 2013 Nov 9.

Objective: Tumor-stroma ratio (TSR) has recently been identified as an independent prognostic parameter for several

solid tumors. The aim of the present study was to evaluate the prognostic role of TSR in early cervical cancer.
Methods: A cohort of 184 patients who had surgery for early stage cervical cancer (FIGO [International Federation
of Gynecology and Obstetrics] stage 1A2-11A) were enrolled in this study. TSR was estimated on hematoxylin-eosin-
stained tissue sections from the most invasive part of the primary tumor. Patients with less than 50% stroma were
classified as stroma-poor and patients with>50% stroma were classified as stroma-rich. The relationship between

TSR and survival time was statistically analyzed.

Results: The disease-free survival and overall survival rates were 88.44% and 92.52%, respectively, in the stroma-
poor group, and 62.16% and 70.27%, respectively, in the stroma-rich group. Both the disease-free and overall
survival rates in the stroma-poor group were significantly better than those in the stroma-rich group (p=0.001). In a
multivariate analysis, TSR was further confirmed as a signifcant prognostic factor for disease-free survival (hazard

ratio 3.125; p=0.005) and overall survival (hazard ratio 3.464; p=0.003), independent of tumor size, FIGO stage and
lymph node metastasis.

Conclusion: Our study identified that TSR was an independent prognostic factor of early cervical cancer. Patients

with stroma-rich tumors had worse prognosis and higher risk of relapse compared with those with stroma-poor
tumors. Considering its simplicity and availability for conventional clinical pathology, TSR may serve as a new
prognostic histological characteristic in early cervical cancer.
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Diagnostic value of preoper ative serum carcinoembryonic antigen
and carbohydrate antigen 19-9 in colorectal cancer
) Asiall sdiuall (e dahal) 38 Alaaal) il giuall duadidal) dadl)
pdiinally & 9gSl) Glayw <N (B O-19 sl adiually

Polat E, et al.
Curr Oncol2014 Feb;21(1):e1-7. doi: 10.3747/c0.21.1711.

Background: Since the first introduction of tumour markers, their usefulness for diagnosis has been a challenging
guestion. The aim of the present prospective study was to investigate, in colorectal cancer patients, the relationst
between preoperative tumour marker concentrations and various clinical variables.

Methods: The study prospectively enrolled 131 consecutive patients with a confirmed diagnosis of colorectal
carcinoma and 131 age- and sex-matched control subjects with no malignancy. The relationships of the tumo
markers carcinoembryonic antigen (cea) and carbohydrate antigen (ca) 19-9 with disease stage, tumour differentiati
(grade), mucus production, liver function tests, T stage, N stage, M stage were investigated.

Results: Serum concentrations of cea were significantly higher in the patient group than in the control group
(p=0.001); they were also significantly higher in stage iii (p=0.018) and iv disease (p=0.001) than in stage i. Serum
concentrations of cea were significantly elevated in the presence of spread to lymph nodes (p=0.005) in the patient

group. Levels of both tumour markers were significantly elevated in the presence of distant metastasis in the patient

group (p=0.005 for cea; p=0.004 for ca 19-9).

Conclusions. Preoperative levels of cea and ca 19-9 might provide an estimate of lymph node invasion and distar
metastasis in colorectal cancer patients.
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Urology And Nephrology

o) Slealls LN )yl

Association of serum calcium with level of blood pressurein type 2 diabetic patients
@Sl lall U Jaail) ape die adl) b (g giay Juaall agaadlS cp B

Behradmanesh S, et al.
JNephropathoR013 Oct;2(4):254-7.

Introduction: Hypertension and diabetes are two common diseases and they affect the same major target organs.
Objectives: In this study, we sought to investigate the probable association of serum calcium with levels of systolic
and blood pressure in a group of type 2 diabetic (T2D) patients.

Patients and methods: A total of 60 patients with T2D were enrolled to the study. To determine serum creatinine,
calcium and hemoglobin Alc (HbAlc), venous blood samples were obtained in the fasting state.

Results: Among 60 participants, 56.7% were female. Mean of ages was 57+8.3 years. Mean of systolic and diastolic
blood pressure were 133+13 mmHg and 84+7.4 mmHg, respectively. Mean of serum calcium was 9.0£0.4 mg/dl. In
this study, there was no significant difference of serum calcium and HbA 1c between males and females. A significant

inverse correlation of serum calcium with level of diastolic blood pressure (r=-0.261, p=0.046) was seen (adjusted
for duration of diabetes). Moreover, a negative correlation of systolic blood pressure with level of serum calcium was
existed, however, this correlation was not significant (r=-0.232, p=0.080) [adjusted for duration of diabetes].

Conclusions. We found a significant inverse correlation of serum calcium with level of diastolic blood pressure. We

propose to more attention to serum calcium during the treatment of hypertension in diabetic patients.
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Psychiatry
L:,’_uéﬂ\ t._\LJ\

Pharmacologic treatment of depression in the elderly
Obeaall aie QLESI Auigal) dallaall

Frank C.
Can Fam Physician 2014 Feb;60(2):121-6.

Objective: To discuss pharmacologic treatment of depression in the elderly, including choice of antidepressants
titration of dose, monitoring of response and side effects, and treatment of unresponsive cases.

Sources of information: The 2006 Canadian Coalition for Seniors’ Mental Health guideline on the assessment ar
treatment of depression was used as a primary source. To identify articles published since the guideline, MEDLIN
was searched from 2007 to 2012 using the terms depression, treatment, drug therapy, and elderly.

Main message: The goal of treatment should be remission of symptoms. Improvement of symptoms can be monitorec
by identifying patient goals or by use of a clinical tool such as the Patient Health Questionnaire-9. Treatment shoul
be considered in 3 phases: an acute treatment phase to achieve remission of symptoms, a continuation phas
prevent recurrence of the same episode of illness (relapse), and a maintenance (prophylaxis) phase to prevent fut
episodes (recurrence). Initial dosing should be half of the usual adult starting dose and be titrated regularly uni
the patient responds, until the maximum dose is reached, or until side effects limit further increases. Common sic
effects of medications include falls, nausea, dizziness, headaches, and, less commonly, hyponatremia and QT inter
changes. Strategies for switching or augmenting antidepressants are discussed. Older patients should be treatec
at least a year from when clinical improvement is noted, and those with recurrent depression or severe symptor
should continue treatment indefinitely. Treatment of specific situations such as severe depression or depression with
psychosis is discussed, including the use of electroconvulsive therapy. Criteria for referral to geriatric psychiatry ar
provided; however, many family physicians do not have easy access to this resource or to other nonpharmacolog
clinical strategies.

Conclusion: The effectiveness of pharmacologic treatment of depression is not substantially affected by age
Identification of depression, choice of appropriate treatment, titration of medications, monitoring of side effects, and
adequate duration of treatment will improve outcomes for older patients.
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Der matology
alall al e

Effectiveness and safety of topical emollientsin the treatment of PUVA-induced pruritus
Aadleally Ao jaal) dsal) dpdlas (B L gal) il haall aladin) Aadluy dyllad
(PUVA) psoralen e daudid) 548 dadll

Turan E, et al.
Adv Clin Exp Med2013 Sep-Oct;22(5):715-720.

Background: In this study we tried to assess the efficacy of topical emollients in the treatment of patients with
PUVA-induced pruritus.

Material and methods: 41 patients over 18 years of age, who received PUVA treatment in the phototherapy unit,
were included in the study. Patients were randomly divided into two groups; Group | was administered with a 4%
urea lotion and Group Il was administered with liquid petrolatum. The follow-up period was minimum 4 weeks.
During the first 2 weeks, patients were administered topical emollients and received PUVA treatment together. The

next 2 weeks, they continued PUVA treatment without any medication.

Results: When time-dependent changes in the visual analogue scale scores for pruritus of both groups were considered,
both treatment methods were found to be remarkably successful (p<0.0001). In addition, an insignificant group-time
interaction was identified (p=0.753).

Conclusions: Topical emollients were found to be effective in the treatment of PUVA-induced pruritus. Both forms
of medication can be successfully administered and increase the patient's compliance with medication.
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Ophthalmology
el al ey

Relation of smoking, drinking, and physical activity
to changesin vision over a 20-year period

Lale 20 530 J3A Ll b i) ga ) Jaliilly Jgasll J gl ¢ ol ¢y ABlal)

Klein R, et al.
Ophthalmology2014 Feb 27.

Objective: To describe the relationships of lifestyle characteristics to changes in vision and incidence of visual
impairment (VI) over a 20-year period in the Beaver Dham Eye Study (BDES).

Design: Longitudinal, population-based cohort study.

Participants: A cohort of 4926 persons aged 43 to 86 years participated in the baseline examinations in 1988-199(
and 3721, 2962, 2375, and 1913 persons participated in follow-up examinations in 1993-1995, 1998-2000, 200:
2005, and 2008-2010, respectively.

M ethods: Best-corrected visual acuity (BCVA) measured by a modified Early Treatment Diabetic Retinopathy Study
protocol.

Main outcome measure: Change in number of letters read correctly and incidence of VI based on BCVA in the better
eye assessed at each examination over a 20-year period.

Results: The 20-year cumulative incidence of VI was 5.4%. There was a mean loss of 1.6 letters between examination
with a 20-year loss of 6.6 letters. While adjusting for age, income, and age-related macular degeneration (AMLC
severity, being a current or past smoker was related to a greater change in the numbers of letters lost. Persons \
had not consumed alcoholic beverages over the past year and sedentary persons had higher odds of incident
than persons who drank occasionally or who were physically active. For example, in women with early AMD anc
annual household income less than $10 000, the estimated 20-year cumulative incidence of VI in those who drank
occasionally and were physically active was 5.9% compared with 25.8% in women who had not consumed alcohol
beverages over the past year and were sedentary.

Conclusions. Three modifiable behaviors-smoking, drinking alcohol, and physical activity-were associated with
changes in vision. Further evidence that changes in these behaviors will result in less loss of vision is needed beca
of the expected increase in the burden of VI due to the aging of the population.

Beaveriu)s & 4 20358 P il aalfi digang dyp)ll Ao 455Ul clyilly sball Lo pailiad Gu 4D yaat rdagl) Ciw
.Dham

sk Al AlSl Ay dagd) Jaad

ke o Tnclil) ciliasadll 3 15SLE Tin 86-43 o aslec] Lads 4926 (e i5Se Al Aie dubal) ciled tia) B ¢ sSLal)
«2000-1998:1995-19934lsef o clidll b Aaliall ciliasad b 155l Lads 1913, 2375 2962 (37215 <1990-1988
.ol Je 2010-2008 2005-2003

Jard) g Sal) Al Plicy 3,50 Aallaall duslys meie DA e BCVA Jiadl) dasiad) jeadl saa (uld 5 :éadl §ob

ool dnsiaall jeadlsas o ol VI jeadl (8 aalil) Ciging mma S0 5o all Cagpal) aae 8l Qo8 5 s Agend l) il (uld

94



Journal of the Arab Board of Health Specializations Vol.15, No.1, 2014

LbZOaM&ﬁuaﬂdséwﬁw:&ﬁbM;\J\uﬂ
& sanas (lasadll gl 1.6 lsia dudans 5)led Ciina 965.4 Lle 2odhujg}mnm@}st}n Eisaall Jaxa &y C_,u.m
b el Alagipall Kl ol yualy ¢ sald) J3all ¢ yeall Aully Joaaill o) (sl i uﬁeecx Lile 20520 A dllen) Cipal 3lua
g_,uJM\ bl o cpal) (alad¥) o dansl Baskiall Cagpall ae (8 ST s Cagaa e Jash) (il Al ) Aulls sl aga o 230
Ol e Al jeadl 8 aalil) Gigaad ST daa )l sl OIS AKal) G slal) daai 50 (alaidVls duhall Bl el DA 4 asl)
RSBl S5 e S I (o Luall (sl Tangd JBal) oo (led Aliall) Ll s laal oalazlig BNIICCNUTI PN UP P
Jsasll Jsls xie %5, 9¢Lutc 20 e o el palil gpail) oS Eganl) Jare o Y52 1000050 (g5 Jad gn sanlly Laisal
ol Al P Sl Ll agag ares JsaSll J5lo aae die %025, 8. 43l Ailall cillaliall dusylaey LAV cpall Cpu
Slo Jsanll iy gyl 8 bl ae Sl Laliilly Jea€l) Jl e cpanll Aually Joamill AL 48 sl ool D0 il s clalinay)
p Alls Aoty juadl aalp CVs fae A AaB gl 30l Aam Gl jeadl aalyi e sl (8 dalgadl oda & Baadll o0 e dilia) WY
il (B jeal)

Intravitreal fasudil combined with bevacizumab
for treatment of refractory diabetic macular edema

48l Aakall) dadg (e Bainall e dallaa 3 bevacizumab g ALl alasl el fasudil cis

Nourinia R, et al.
J Ophthalmic Vis Re2013 Oct;8(4):337-40.

Purpose: To evaluate the effect of intravitreal injection of a Rho-associated protein kinase (ROCK) inhibitor (Fasudil,
Asahi Kasei Pharma Corporation, Tokyo, Japan) combined with intravitreal bevacizumab (IVB) on refractory diabetic
macular edema (DME).

Methods: This prospective, interventional case series included 15 eyes of 15 patients with DME unresponsive to
previous IVB injections. Eligible eyes underwent intravitreal injection of 0.025 mg Fasudil and 1.25 mg bevacizumab.
Best corrected visual acuity (BCVA) and central macular thickness (CMT) were evaluated before and 4 weeks after
treatment.

Results: Mean age was 64.6+7.3 (range, 49-79) years and mean number of previous IVB injections was 2.8. Mean pre-
injection BCVA was 0.84+0.35 LogMAR, which was improved to 0.49+0.29 LogMAR four weeks after intervention
(P=0.003). Mean CMT was decreased from 448+123 um before treatment, to 347+76 um at four weeks (P=0.001);
no adverse event was observed during the study period.

Conclusions: Intravitreal ROCK inhibitors seem to entail structural and visual benefits in eyes with DME refractory

to IVB monotherapy.
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Anaesthesia And Intensive Care Medicine
a)S).d\ Auud\} }A;J\

Shoulder-tip pain during cesarean section under combined spinal-epidural anesthesia
Lhlal) (g gh Sodd) didial) padal) ik 5l 4y padl) cilled) JNA S 593 & alY)

Kikuchi C, et al.
Masui2014 Feb;63(2):149-52.

Background: Although shoulder-tip pain during cesarean section has been reported, little is known about this entity
We investigated the incidence of shoulder-tip pain in patients undergoing cesarean delivery under combined spin:
epidural anesthesia (CSEA). Next, we studied whether head-up position during surgery reduced the incidence
shoulder-tip pain due to prevention of the spread of blood and amniotic fluid from the subphrenic space.

Methods. Women with ASA physical status | or || undergoing elective or emergency cesarean delivery under CSEA
at our hospital were enrolled in this study. In all women, it was investigated whether shoulder-tip pain occurred o
not during and after cesarean delivery. In some of the parturient women in this study, 2 to 5 degree head-up positi
was employed during the operation (head-up group). We compared the frequency of shoulder-tip pain in the head-
group with that in women who were maintained in a horizontal position (horizontal group).

Results: One hundred and twelve of the 242 women recruited to this study experienced shoulder-tip pain. The pai
was usually mild to moderate and was relieved in a few days, but 14 patients experienced severe pain as “can |
breathe”. One hundred and twenty-six of the 160 women lying on an operating table in a head-up position wer
classified as a head-up group. Shoulder-tip pain was less frequent in the head-up group than horizontal group (50/126

vs. 62/164, P<0.05).

Conclusions. This study showed that women undergoing cesarean section under CSEA experience shoulder-ti
pain with great frequency. Head-up position during surgery decreases shoulder-tip pain during and after cesare
delivery. The results suggest that one of the causes of this pain is the presence of blood or amniotic fluid in the
subdiaphragmatic region.
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Otorhinolaryngology
syaially calVly N1 Lal

High-dose amoxicillin with clavulanate for the treatment of acute otitismedia in children
Juky) sie sl gl o) cilgdl) Axlles A clavulanate g amoxicillin ¢w dddle djn aladial)

Chu CH,et al.
ScientificWorldJournal 2014 Jan 6;2013:965096.

Objective: This study uses the acute otitis media clinical practice guideline proposed in 2004 as a reference to
evaluate whether antibiotics doses that are in line with the recommendations lead to better prognosis. The study also
attempts to clarify possible factors that influence the outcome.

Study design: Retrospective cohort study.

Subjectsand methods: A total of 400 children with acute otitis media were enrolled. The dosage of amoxicillin was
considered to be appropriate when in accord with clinical practice guidelines, that is, 80-90 mg/kg/day. The outcome

was defined according to the description of tympanic membrane on medical records. Multivariate logistic regression

was used to analyze the relationship between antibiotic dosage and prognosis after adjusting for baseline factors.
Results: The majority of prescriptions were under dosage (89.1%) but it was not noticeably associated with outcome
(P=0.41). The correlation between under dosage and poor prognosis was significant in children below 20 kg with

bilateral acute otitis media (odds ratio 1.63; 95% Cl 1.02-2.59, P=0.04).

Conclusion: Treating acute otitis media in children, high-dose amoxicillin with clavulanate as recommended in the
clinical practice guideline was superior to conventional doses only in children under 20 kg with bilateral diseases.
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