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Medical Malpractice

When illness or injury forces you to see a physician or go to the hospital, you can generally be assured
that medical professional’s years of experience and training will result in excellent treatment. But in truth,
medical care providers are only human, and errors are aways possible. Medical malpractice occurs when a
negligent act or omission by a doctor or other medical professional results in damage or harm to a patient.

Negligence by amedical professional can include an error in diagnosis, treatment, or illness management. If such
negligence resultsin injury to a patient, alegal case for medical malpractice can arise against the doctor, if hisor her
actions deviated from generally accepted standards of practice; or the hospital for improper care or inadequate training,
such as problems with medications or sanitation; or local, state or federal agencies that operate hospital facilities.

Medical malpracticeisabroad category that encompasses any injury occurring to a patient because adoctor, nurse,
psychologist or other medical professional failed to perform hisor her duties according to acceptable medical practices
or standards of care. The definition of medical malpractice, in short, is an act of medical negligence that results in
undue injury to a patient. Medical negligence comesin awide variety of formsthat range from misdiagnosis, failure
to diagnose, surgical errors, failure to follow up with treatment, acquired infections or failure to monitor patient vital
signs.

In order to have a valid medical malpractice case, there are typically four fundamental elements that must be
present. They are:

1. Duty: Duty isalegal element that establishes arequirement between adoctor, nurse or other medical professional
and their patient to treat said patient to the accepted medical standard of care.

2. Medical negligence: Medical negligence is a medical professional’s deviation from the accepted medical
standard of care. For example, if a50 year old male patient comesinto a hospital with complaints of chest pain, there
are standards of care that would require the doctor to look into the symptoms further in order to rule out potential
heart disease and heart attack. These standards have been devel oped over hundreds of years of medical study to give
doctors “guidelines” on how best to treat patients with certain symptoms in order to minimize patient mortality and
maximize recovery. If adoctor or other medical professional does not adhere to these standards, then he or sheissaid
to be negligent.

3. Patient injury: Undue injury is a requisite of a meritorious medical malpractice claim. Medical malpractice is
aform of civil tort, and al tort claims require some form of damages for which to seek compensation or other legal
remedy.

4. Causation: The fourth part of building a good medical malpractice case is showing how the medical negligence
caused undue injury to the patient. For example, if a doctor fails to order further testing for a man complaining of
chest pains, then that man goes home and has a heart attack, it must be shown that the doctors negligence in failing
to diagnose heart disease lead to his heart attack.

Of course, in reality, medical malpractice cases are very complex. Thelawsarefairly straight forward, but proving
the entire element in practice is very difficult. It is important for anyone considering a medical malpractice lawsuit to
talk to an experienced medical malpractice attorney to evaluate the case and get real legal advice and options.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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DOES THE C-PEPTIDE LEVEL PREDICT REMISSION
PHASE IN TYPE 1 DIABETIC CHILDREN
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ABSTRACT

Objective: To study the C-peptide level for prediction
of remission phase and itsrole in management of newly
diagnosed type 1 diabetic children.

Methods: A cohort study was conducted on 64 newly
diagnosed type 1 diabetic children. Children were
classified into Group 1 (35 patients) who experienced
remission and Group 2 (29 patients) who did not
experience remission. Fasting plasma C-peptide,
fasting plasma glucose (FPG) and glycated hemoglobin
(HbAIc) were done for all patients.

Results: Prevalence of remission was 0.546 (35/64).
Fasting serum C-peptide of Group 1 at first, last visits
and Group 2 were 163.25+120.84, 358.25+184.67 and
86.70+63.51 pmol/l respectively;, p<0.05. Receiver
Operating Characteristic (ROC) showed that the
prevalence of remission phase was 0.594. Plotting ROC
curve for C-peptide among patients of both groups
showed Area Under the Curve (AUC=0.82). The ROC
decision plot curve of best C-peptide true predictive
values was 100-200 pmol/I.

Conclusions: Remission phase is prevalent in
newly diagnosed type 1 diabetes pediatric patients.

*Tawfeeq F.R. Al-Augbi, MB, ChB, FICMS, Head of Department of Nutrition, National Diabetes Center (NDC), Al-Mustansiriyah University, Al-Yarmook
Teaching Hospital Campus, Al-Yarmook, Baghdad, Iraq. E-mail: tawfeeqaugbi@yahoo.co.uk/tawfeeq_augbi@hotmail.com.

*Maan A.J. Bahrani, MB, ChB, DCH, FICMS, Head of Department of Pediatric, Al-Karkh General Hospital, Part-time Consultant NDC, Baghdad, Iraq.
*Noor T.T Al-Khalidy, BSc, MSc, Clinical Biochemistry Lab, National Diabetes Center (NDC), Al-Mustansiriyah University, Baghdad, Iraq.
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The C-peptide level is sensitive and specific test to
certain degree that we can trust its use to predict the
remission phase in newly diagnosed patients. The most
considerable readings found to be 100-200 pmol/l, as
prediction cut-off limit for diagnosis of honey moon
period. The C-peptide level may assist physician in
adjusting theinitial insulin dosage early after diagnosis
of type 1 diabetes mellitus.

INTRODUCTION

Type 1 diabetes mellitusis characterized by selective
and progressive autoimmune destruction of beta-cells of
the pancreas, before the development of clinical DM in
genetically susceptible individuals. Over the course of
the disease, some patients regain their ability to secrete
endogenous insulin to some extent for a period of few
months to years.! Moreover, the initial period of type
1 diabetes mellitus is of great importance, since early
metabolic adjustment has profound impact on long term
control.? Partial remission was defined as a requirement
of insulin <0.5 U/kg/day.®

C-peptide concentration was found to be within
normal levels in the patients under clinical remission
phase and in 75% of children during the first 6 months of
disease development.* Moreover, basal and stimulated
C-peptide secretion was higher in patients in clinical
remission than in those who were not.®

Endogenous insulin secretion is assessed and
determined by measurement of C-peptide,® which is
co-secreted with insulin in one-to-one molar ratio but
unlike insulin experiences little first pass clearance by
the liver. Measurement of C-peptide under standardized
conditions provides a sensitive, well accepted, and
clinically validated assessment of B-cell function.®

A better understanding of the remission phaseisvery
important because of the potential for pharmacol ogical
intervention to preserve this function and to evaluate
the natural course and characteristics of the remission
phase.”®

We tried to study the C-peptide level in newly
diagnosed type 1 diabetic children for prediction of the

remission phase and its role in management of diabetic
children.

METHODS

All patients and their families were informed about
the aim and the suspected benefit of the study before
obtaining their agreements for participation according
to the medical research and ethical regulations, thus an
oral consent was taken from all enrolled participants
and their families.

All the medical research ethics rules and instructions
adopted in National Diabetes Center (NDC) regarding
patient’s privacy, humanity and security; as well as the
medical research, laboratory data and investigation
results were strictly considered throughout al the steps
of study.

A six month cohort study, from 4" January to 30"
June 2009, was conducted for the newly diagnosed type
1 diabetes pediatric patients registered in the National
Diabetes Center (NDC)/Al-Mustansiriyah University,
Baghdad-Irag.

During the study period, the total number of pediatric
diabetic patients visits to the National Diabetes Center
(NDC)/Al-Mustansiriyah University, were 1555 visits.
Since the remission lasts from 2-3 months up to a year
or more and the study period was six months; for this
limitation of the study, our team tried in his design to
enroll only the newly diagnosed patients who consulted
NDC for treatment of type 1 diabetes for the first time
within the first week after diagnosis and followed up until
the end of study. Even the registered, newly diagnosed
type 1 diabetes mellitus, patients during the same period
were 96 patients; but only 64 children and their families
agreed to participate in the study. Consents of children
and their families were obtained prior to be enrolled
in the study. The newly diagnosed diabetic patients
were thoroughly interviewed, examined and followed
up during the period of the study by a team formed
of consultant pediatrician and clinical nutritionist
according to the standard medical and laboratory work
up which is adopted in the NDC. Participants were
asked, every visit, about any associated disease, side
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effect, complications, hypo and hyperglycemic events,
also they were examined physically and their height,
weight and BMI were measured.

All the newly diagnosed pediatric diabetic patients
enrolled in the study were started on Neutral Protamine
Hagedorn insulin (NPH insulin) therapy based on
several factorsto match the patients needs and lifestyle,
keeping in mind the patients age, weight, blood glucose
target and initial C-peptide levels. Insulin therapy was
started, 0.5-1 U/kg/day inthree divided doseswhich was
adjusted later according to blood sugar home readings
and attacks of hypo and/or hyperglycemia. Patientswere
seen after one week from the first visit and then monthly
by the same team; all patients were capable to consult
the NDC out of the usual follow up appointments when
needed.

Patients were classified into two groups; Group 1 (35
patients) experienced remission phase criteria (daily
required insulin dose <0.5 U/kg/day) and Group 2 (29
patients) who did not experience remission phasecriteria
(daily required insulin dose >0.5 U/kg/day) during the
study period.

Fasting blood sampels were taken from all patients
during their visitsfor laboratory analysisto measure the
fasting plasma C-peptide, fasting plasma glucose (FPG)
and glycated hemoglobin (HbA1c).

The C-peptide IRMA kit, Immunotech, A Beckman
Coulter Company, immunoradiometric assay kit for the
invitro determination of C-peptidein human used for the
measurement of C-peptidedirectly in serumand plasma;
depending on the principle of immunoradiometric assay
of C-peptide, “sandwich” type assay.®

Statistical analysis and reporting of obtained data
werecarried out by using Microsoft Excel - Windows X P
professiona program. Statistical tests were performed
using a null hypothesis of no difference with F-test; the
p-values were <0.05 for the levels of significance.

Receiver Operating Characteristic Curves (ROC)
analysiswas used for assessment of predictive accuracy
of test (sensitivity and specificity) for evaluation and

comparing data that produce the predictions. Analyse-
it for Microsoft Excel statistical software was used to
conduct the ROC related statistical tests.

RESULTS

The male/female ratio was 1/1.2. Mean age of the
newly diagnosed patients was 9.45+4.5 years, with age
range 2-17years. Patients' BM| was 18.153+4.12kg/m?.
Frequency of patients with positive family history of
diabetes was 14.06%. The prevalence of patients who
experienced partial remissionwas0.546 (35/64) andtotal
remission (insulin treatment was completely stopped)
was 0.031 (2/64). Prevalence of diabetic ketoacidosis
(DKA) in al patients, Group 1 and Group 2 before
starting insulin therapy were 23.43% (15/64), 25.71
(9/35) and 20.68 (6/29) respectively; no more events of
DKA was recorded after starting insulin therapy in both
groups. In Group 1 frequently experienced attacks of
hypoglycemia; about 40.0% (14/35) of themexperienced
at least one or more attacks of hypoglycemia during the
course of study; while there was no such attack noticed
among patients of Group 2. Thetotal daily insulin dose
required to achieve glycemic control for all the patients,
Group 1 and Group 2 at their first visit was 0.65+0.42,
0.45+0.12and 0.86+0.55U/kg respectively; while at the
|ast visit after three months, were 0.61+0.31, 0.32+0.16
and 0.82+0.20 U/kg respectively, (Table 1).

Fasting plasma glucose (FPG) of al patients
enrolled in the study at their first and last visits were
190.44+75.58 and 131.20+56.70 mg/dl respectively;
p<0.05, significant statistical difference. The glycated
hemoglobin (HbA1c) of Group 1 and Group 2 at thefirst
visit was 9.59+2.46 and 10.62+2.02%, and at the last
visit was 7.81+1.36 and 8.28+1.45% respectively; there
were high statistical significant differences between first
and last visit of both groups, p<0.05, (Table 2).

Fasting serum C-peptide level of Group 1 at first and
last visit and Group 2 at first visit were 163.25+120.84,
358.25+184.67 and 86.70+63.51 pmol/l respectively;
differences between Group 1 and Group 2 were
significant at first visit, p<0.05, and highly significant at
last visit, p<0.001, (Table 2).
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Group 1 Group 2 All vatients
(Honeymoon period) (No honeymoon period) P
Age (years)? 8.26+4.19 11.19+4.51 9.45+4.5
BMI (kg/m?)2 17.650+0.221 18.983+4.925 18.153+4.12
Family history of diabetes (%)° 10.52 19.23 14.06
DKA (%)° 25.71% 20.68% 23.43%
(before insulin therapy) (9/35) (6/29) (15/64)
Dose of insulin (First visit) 0.45+0.12 0.86+0.55 0.65x0.42
U/kg/d
(Ulkg/day) (Last visit) 0.32+0.16 0.82+0.20 0.61+0.31

BMI: Body mass index, DKA: Diabetes ketoacidosis, @ F-test, p-value>0.05, insignificant statistical difference, ® Chi-

test, p-value>0.05, insignificant statistical difference.

Table 1. Descriptive criteria of

Group 1 and Group 2.

Group 1 Group 2 All patients
(Honeymoon period) | (No honeymoon period) P
(First visit) 190.93+82.0 189.75+67.25 190.44+75.58
FPG (mg/dl) 2
(Last visit) 133.58+69.18 128.07+37.00 131.2456.70
(First visit) 9.59+2.46 10.62+2.02 10.18+2.26
HbAlc (%)?
(Last visit) 7.81+1.36 8.28+1.45 8.08+1.41
) (First visit)? 163.25+120.84 86.70+63.51 129.81+116.46
C-peptide
(pmol/l) .
(Last visit)® 358.25+184.67 | e | e

FPG: Fasting plasma glucose, HbA 1c: Glycated hemoglobin, @ F-test, p-value<0.05, ® F-test, p-value<0.001.

Table 2. Fasting plasma glucose, glycated hemoglobin and C-peptide level of
patients throughout the study period.

Receiver Operating Characteristic (ROC) Curves
showed that the prevalence of remission phase was
0.594 among the population of our study. Plotting the
ROC curve for the C-peptide level among patients
with and without remission phase showed the diagonal
segment of Area Under the Curve (AUC), true positive

rate (sensitivity) versusfa sepositiverate (1-specificity),
AUC=0.82, was quite good; it was close to the ideal
value of 1.0 and more than worst value of 0.5, (Table
3).

Moreover, ROC decision plot curve of C-peptide
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Areaunder curve (AUC)

95% CI

SE

p-value

Conclusion

0.82

0.72t00.92

0.052

<0.0001

HO: Area <0.5. H1: Area > 0.5.

Honeymoon present
have higher values

CI: Confidence interval, SE: standard error, HO: nil hypothesis, H1: acceptance hypothesis.

Table 3. Area under the curve of Receiver Operating Characteristic

curve and statistical parameters of C-peptide.

C- peptide True True . .
. . . Predictive | Predictive True True False False
(Positive test>cutott) Positiverate | 95% CI | negativerate | 95% CI " . " .
. L value (+) value (-) positive | negative | positive | negative
(pmol/l) (Sensitivity) (Specificity)
0.907 0.000
0.01 1.000 0.000 0.594 38 0 26 0
to 1.000 t00.132
0.598 0.482
100.00 0.763 0.692 0.784 0.667 29 18 8 9
t0 0.886 t0 0.857
0.310 0.749
150.00 0.474 0.923 0.900 0.545 18 24 2 20
t0 0.642 10 0.991
0.218 0.749
200.00 0.368 0.923 0.875 0.500 14 24 2 24
to 0.540 t0 0.991
0.154 0.868
250.00 0.289 1.000 1.000 0.491 11 26 0 27
t0 0.459 to 1.000
0.077 0.868
300.00 0.184 1.000 1.000 0.456 7 26 0 31
10 0.343 to 1.000
0.001 0.868
350.00 0.026 1.000 1.000 0.413 1 26 0 37
t0 0.138 to 1.000

CI: confidence interval.

Table 4. Coordinate of receiver operating characteristic curve at
different cutoff levels of C-peptide.

true predictive value versus different positive test cutoff
values was done and showed prevalence of positive and
negative predictive values; the best predictive values
were between C-peptide levels of 100-200 pmol/l,
(Table 4).

DISCUSSION

Features of diabetes do not become evident until
the majority of B-cells are destroyed (~80%); at this
point, residual functioning beta cells still exist but are
insufficient in number to maintain glucose tolerance;
C-peptide level reflects the state of residual B-cell
function.’® Lombardo et.al, 2002, found in his study
in Italy that honeymoon frequency and duration are
strictly conditioned by both residual beta-cell function

and insulin resistance at onset of T1DM; he found that
more than 80% of the children experienced partial
remission; it lasted more than 12 months in 41.7% and
at least 24 months in 16.4%." In Turkey, 2001, Bober
found that 56.5% of type 1 diabetics entered partial
remission;® in Kuwait Majedah Abdul-Rasoul, 2006,
found partial remission rate was 68.9% (71/103) and
total remission rate was 4.22% (3/71);'? while in Saudi
Arabia, Salman 1991, found that partial remission rate
was 30.4% (35/115), total remission rate was 1.7%
(2/115).2% In our study we found that the prevalence
of partial remission was 54.6% (35/64) and the total
remission rate was 3.1% (2/64). Early diagnosis and
rigorous insulin therapy at the time of diagnosis may
explain these differences between studies and may
have an impact on the beginning and the duration of
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remission; moreover, Heinze et.al. found that age and
sex were another two important variables for remission
which cannot be influenced at all.*

The prevalence of DKA in both Group 1 and Group
2 in our study was nearly equal; while, Majedah (2006)
found that all children who did not present with DKA
entered remission compared with 63.2% of those
who presented with DKA.? This difference might
be explained on the bases of early or delayed start of
insulin therapy and seeking medical advice; we noticed
in our study in Group 2 even those who experienced
DKA their subsequent insulin dosage went down from
the initial one but not to the level of partial remission,
suggesting some residual B-cell function; Sochett et. al.
found that median C-peptide concentration at diagnosis
was low reached a maximum a 1-3 months and
declined gradually to 1 year.®® This explains the decline
in glucose levels during the first several months after
diagnosis asinsulin therapy removes the toxic effects of
chronic hyperglycemia on B-cells and enhances glucose
uptake.'®

Fasting plasma C-peptide levels of Group 1 and
Group 2 showed significant statistical difference at
the first visit, F-test, p<0.05. Patients of Group 1 who
experienced remission showed higher C-peptide level
than the Group 2 which improved and raised up after
starting insulin therapy; similar to what Heinze and
Pelkonen found in their studies,** the higher C-peptide
level of Group 1 and the raise achieved after insulin
therapy showed difference between first and last visit of
high statistical significance, F-test, p<0.001 due to the
improvement in B-cell function.’¢

Receiver Operating Characteristic (ROC) Curves
analysis of C-peptide test among Group 1 and Group
2 showed good higher values (Tables 3 and 4) and area
under the curve (AUC) be 0.82, with 95% confidence
interval of 0.72to 0.92, p-value<0.0001, in conclusion
it means that C-peptide test is sensitive and specific test
to certain degree that we can trust its use to predict or
suspect development of the remission phase in newly
diagnosed patients; so in order to decide about the cut-
off point of C-peptide level, to differentiate between

positive and negative values and to predict the remission
phase the readings from 0.01 up to 350 Pmol/l were
compared, (Table 4). We found that C-peptide level at
a cut-off point of 100 pmol/l was sensitive (0.763 with
95% C.I 0.598-0.889) and specific (0.692 with 95%
C.I 0.482-0.857) near from what Komulainen et.al.’®
found in his study; the serum C peptide concentration
of 0.10 nmol/l (100 pmol/l) or more was associated with
a favorable metabolic situation. Agnieszka Zmystowska
et.al. (2007)**found that the threshold of C-peptidelevel
for prediction of clinical remission during first year of
T1DM was 0.141 pmol/mL (141 pmol/l ); however we
decide in our study to examine the cut-off point of 200
Pmol/l, although it was less sensitive (0.389 with 95%
C.10.218-0.540) but we got high specificity (0.923 with
95% C.I 0.749-0.991); therefore we decided about a
cut-off limit of 100-200 pmol/l to predict the remission
phase with confidence, because this range of cut-off
is well-matched with the results obtained in our study
to differentiate between Group 1 and Group 2 and to
predict the remission phase depending on the C-peptide
level.

We considered what Oscar Escobar et al®® and Alice
et.al.? recommended as an initia insulin dose 0.5-1.0
U/kg/day with close monitoring; but we noticed that the
early insulindosesto achievefull control, of patientswho
gotremission, high C-peptide level, were <0.5 U/kg/day;
while those who didn’t suppose to get remission, low
C-peptide level, were > 0.5 U/kg/day. Good control was
achieved by noticing the decline in HbAlc, at last visit,
of both groups which correspond to Chase et.al. criteria
to redefine the remission phase, as an insulin dose <0.5
U/kg/day and HbA 1¢ below 8%, likewhat happened in
Group 1. Close monitoring and short interval follow up
for patients with high C-peptide level, Group 1, to fine
tune their insulin dosages and decrease or stop attacks
of hypoglycemia helped us to learn that subsequent
insulin dosage coincides with C-peptide level, negative
correlation; the higher the C-peptide level the lower
the insulin requirement was. So we were able safely to
suggest the use of C-peptide level for judging and fine-
tuning theinsulin dosage during follow upsin remission
phase. These notes, which learned from our trial, helped
us to have a better glycemic control from the start and
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lessen hypo and/or hyperglycemic attacks and to gain
patients and families compliance from the beginning of
treatment. Elizabeth et.al.,?2in her study got the same
conclusion but in different approach they considered the
measurement of urinary C-peptide excretion asasimple
technique that may be useful in assessing endogenous
insulin production in TIDM patients; in group of well
controlled TADM patients, those receiving high doses of
insulin had low or negligible C-peptide excretion, while
most patients with low exogenous insulin regquirement
had near normal urinary C-peptide excretion.

As a limitation, in our study in which we tried to
predict remission phase and to have better understanding
about the whole course of remission, because of the
time limit of the study (six months), we were unable to
follow the patients till the end of the remission phase
and know for how long wasiit.

CONCLUSIONS

Remission phase is prevalent in newly diagnosed
type 1 diabetes pediatric patients. The C-peptide level
is sensitive and specific test to certain degree that we
can trust its use to predict the remission phase in newly
diagnosed patients.

The most considerable readings found to be 100-200
pmol/l, as prediction cut-off limit for diagnosis of honey
moon period.

The C-peptide level may assist physician in adjusting
the initial insulin dosage early after diagnosis of type 1
diabetes mellitus.

RECOMMENDATIONS

It is important to perform the C-peptide test for all
newly diagnosed pediatric patients to predict those who
supposed to experience remission and decide about their
initial insulin dosage.
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ABSTRACT

Objective: Potts Puffy Tumor (PPT) is uncommon
serious complication of frontal sinusitis. Our aim
is to study the current status of the incidence of this
complication in Mosul city in North of Iraq, evaluate
the benefit of early diagnosis by high index of suspicion
and Computed Tomography with or without contrast
and the effectiveness of simple non-invasive surgical
procedure in management of patients with (PPT) and

protect from serious sequelae and necessity to invasive
surgical intervention.

Methods: In thisstudy, we reviewed the management
of 42 patients with Potts Puffy Tumor in Mosul general
teaching hospital and Al-Rahma Hospital (Mosul-Iraq),
over a period of 17 years (January 1989 to December
2006).

Results: Twenty thousand patients were reported to
have sinusitis in out patients consultant clinic in these
hospital during this period, only 2000 patients were
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admitted to hospital with complication of sinusitis
(10%), only 42 from these patients diagnosed as Potts
Puffy Tumor (2.1%,).

Conclusions: The prevalence rate of Potts Puffy
Tumor in our locality ismorethan observedin devel oped
countries. There is a definite need for early diagnosis
and management in order to save patients and prevent
serious sequelae.

INTRODUCTION

Sinusitisisacommon diseasein children; fortunately,
serious intracranial complications are relatively
uncommon in the era of antibiotics. Potts Puffy Tumor
(PPT) is one of these complications.

Complication of sinusitis occurswhen sinusinfection
extends beyond the mucous membrane lining. In pre-
antibiotic era, complications were common, high
mortality and morbidity requires radical surgery on the
involved sinus. The incidence of this complication of
sinusitis (most commonly caused by Streptococcus,
Haemophilus influenza, Staphylococcus and Klebsiella)
has significantly decreased in the post-antibiotic era. It
most often presents between the age of 10 and 20 years.
The resultant epidural abscess is thought to be related
to the emissary veins that connect the frontal and dural
sinuses.

Potts Puffy Tumor is uncommon complication of
sinusitisinthe eraof antibiotic. Clayman et al*2 reported
(3.7%) incidence of complications in a study of 649
patient with sinusitis. Despite antibiotic, the treatment
failure can occur as a result of lack of local therapy.
PPT present with intermittent or progressive soft tissue
swelling of the forehead due to edema,® accumulation
of pus,*® or granulation tissue over the infected bone.
High index of suspicion is important for early and
successful treatment. Computed tomography with or
without contrast is an important and highly specific
diagnostic modality. Management of PPT requires
multidisciplinary approach.

METHODS

Forty two patients with Potts Puffy Tumor were
included in this hospital based study in Mosul general
teaching hospital and Al-Rahma Hospital (Mosul-Iraqg),
over a period of 17 years (January 1989 to December
2006).

For every patient included in this study, a detailed
history and physical examination was done. All patients
were presented with fever, bilateral nasal obstruction,
headache, rhinorrhea, fluctuant, and expanding soft
tissue mass on forehead (Figure 1). In most of the
patients, symptoms preceded by flu. Table 1 shows

Age (years) Gender "
i Tot

AT <20 20> p-value Male Femde | pvalue
diagnosis

No. (%) No. (%) No. (%) No. (%) No. (%)
Maxillary 1500 (7.5) | 2800(14.0) | 0.000 | 2200(11.0) | 2100(105) | 0.000 | 4300 (21.5)
Ethmoid 1100(5.5) | 1400(7.0) | 0283 | 1400(7.0) | 1100(55) | 1.000 | 2500 (12.5)
Frontal 1900 (9.5) | 2000(10.0) | 0.000 | 2500(125) | 1400(7.0) | 0.00 | 3900 (19.5)
Pan sinusitis 4500 (22.5) | 4800 (24.0) | 0000 | 5100(255) | 4200(21.0) | 0.002 | 9300 (46.5)
Totdl 9000 (45.0) | 11000 (55.0) | ----- 11200 (56.0) | 8800 (44.0) | - 2000 (100.0)
Sinusitis with 780(39.0) | 1220(61.0) | 0000 | 1080(54.0) | 920(46.0) | 0.058 | 2000 (10.0)
complication
Potts Puffy Tumor 202y || 23(0.12) 19(0.1) 0.920 42 (0.21)

Table 1. Distribution of patients on study in relation to age, gender and preliminary diagnosis.

11




Journal of the Arab Board of Health Specializations VVol.12, No 4, 2011

distribution of patients in relation to age, gender and
preliminary diagnosis. All patients were examined and
were subjected to computed tomography with or without
contrast depending on the presence of intracranial
lesion or not in order to confirm the diagnosis and plan
for surgical intervention, CT scan findings of different
patients shown in (CT scan figures 1, 2, 3, and 4).

Treatment started with heavy antibiotics depending
on the swab for culture and sensitivity taken from the
nose and later from the sinus, and surgical intervention
in al the patients were done under general anesthesia
included bilateral antral wash out, drainage of the
forehead collection and trephination of frontal sinus
(Figures 2, 3, and 4).

Postoperatively, patients kept on same antibiotic
regimen, irrigation with normal saline of frontal sinus
through small catheter inserted in the sinus during the
operation, removed after clear wash out come from
the nose. Only one patient needs frontal craniotomy
in the neurosurgical unit for drainage of intracranial
collection not responding to above measures. After two

weeks the patients reassessed, recovery was complete,
cosmetically excellent scar hardly visible (Figure 4).

RESULTS

During the 17 years period, 20000 patients (constitute
33% of all patients consult the otolaryngology
departments) where diagnosed in the otolaryngology
outpatient consultation clinics to have sinusitis.

Table 1 shows the preliminary diagnosis depending
on the history, examination and plain X-ray of the
sinuses and the age group of the patients. Nine thousand
patients were below the age of twenty years constitute
(45%) of the patients, (56%) of these patients where
males. Two thousand patients (10%) were admitted to
the hospital with diagnosisof complications of sinusitis,
Table 2 showsthe different complication in our patients,
780 patients (39%) of them where below 20 years of
age. Forty two patients (2.1%) of those admitted with
sinusitis complication was diagnosed as case of Potts
Puffy tumor which constitute (0.21%) of all patients
diagnosed to have sinusitis, (Table 2 and 3).

Age (years) Gender Total
Complication <20 20> p-value Male Female p-value No. (%)
0.
No. (%) No. (%) No. (%) No. (%) ’
Intracranial 80 (4.0) 70 (3.5) 0.000 80 (4.0) 70 (2.8) 0.865 150 (7.5)
Extracranial 340 (17.0) 460 (23.0) | 0009 | 450(225) | 350(17.5) 0.099 800 (40.0)
i’igg"n‘? 4 360 (18.0) 690(345) | 0000 | 550(27.5) | 500(25.0) 0127 | 1050 (52.5)
Total 780 (39.0) 1220 (61.0) | - 1080 (54.0) | 920 (46.0) | - 2000 (100.0)
Putts Puffy
Tumor VXX ) [ A — 23 (1.16) 19 (1.0) 0.920 42 (2.2)

Table 2. Distribution of patients with complication in relation to age and gender.

Age (years) Gender
- . . Total
Preliminary diagnosis 20< 20> Male Femae | p-vaue
No. (%) | No.(%) | No. (%) No. (%) | No. (%)
Extracranial 32 (76.0) | ---- 32 (76.0) | 18(43.0) | 14(33.0) 0729
Extrawith intracranial 10(24.0) | - 10 (24.0) 5(12.0) 5(12.0) '
Putts Puffy Tumor 42 (100.0) | - 42 (100.0) | 23(55.0) | 19(45.0)

Table 3. Distribution of patients with Potts Puffy Tumor in relation to age and gender.
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Figure 3.

Figure 4.

Figures of one of our patients showing preoperative, operative and postoperative.

DISCUSSION

Complication of sinusitis occur when sinus infection
extends beyond the mucous membrane lining.
Complications were common in pre-antibiotic era, high
mortality and morbidity requires radical surgery on the
involved sinus. After antibiotics introduction, incidence
markedly decreased.® Inappropriate therapy will cause
masking of symptoms with delay in diagnosis and
treatment.”

Pott’s Puffy Tumor was first described by Sir

13

Percivall Pott in 1760.2 Thisinitial description included
the subgaleal abscess and associated osteomyelitis
appearing as a puffy, indolent tumor of forehead, (75%)
in al case of osteomyelitis have been observed that
the condition could be seen secondary to underlying
infection in the sinuses (most often frontal) or after
injury.

Pott’s puffy tumor have been described mostly in
teenagers.®* Extension of frontal sinusitis is possible
in three ways namely; the first route, via posterior plate
of frontal bone causing epidural collection which may
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1. Axia CT with contrast shows epidural
collection.

3. Axia CT scan shows an epidural abscess secondary
to acute frontal sinusitis.

2. CT shows complete opacification of the frontal
sinus and erosion of the septum separating the right
and left frontal sinuses.

4, Axia CT with no contrast extra cranial collection.

CT scan of different patients showing different findings.

progress in to abscess, subdural and meningitis, the
second route is through the anterior table resulting in
superiosteal abscessPottsPuffy Tumor andthethirdroute
whichisinferiorly causing intraorbital abscess®'21* In
our patients, the disease extend through first, second,
and/or third route causing epidural, subperiosteal
collection, and/or intraorbital abscess (Figure 5).

Computed tomography scan is the most definitive
modality for diagnosis of Potts Puffy Tumor and
when combined with contrast, it is the best choice for
visualizing both intracranial as well as extracrania
complications.*+*

14

Management of Potts Puffy Tumor requires
multidisciplinary approach. Theliberal useof antibiotics
aonemay mask theclinical featuresthat herald the onset
of intracranial complications.*5*318 Different surgical
approachesincludefrontal trephine, antral wash out, and
external frontal frontoethmoidectomy, compined frontal
sinus trephine and functional sinus endoscopy with or
without frontonasal duct a stent has been reported.®

In our study, some patients developed an early
intracranial and extradural collection, however early
intervention in a form of frontal sinus trephination
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Figure 5. One of our cases showing
intraorbital abscess.

and bilateral antral wash out with proper antibiotics
for fourteen days were adequate to avoid further
deteriorationsand aneedfor invasivesurgical procedure.
Recovery acheived in few days by this simple surgical
intervention and no cosmetic deformity occurs.

CONCLUSIONS

Although Potts Puffy Tumor is considered a rare
entity in the era of antibiotics. High index of suspicion,
early diagnosis and management could save patients
from serious sequel ae and necessity of invasive surgical
intervention.
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male patients with COPD and 40 male controls. All
patients were subjected to: pulmonary function tests
(FVC% of predicted, FEV % of predicted, FEVI/FVC%

ABSTRACT

Objective: The aim of the work is to study the degree

of declining in bone mineral densities (BMD) in Chronic
Obstructive Pulmonary Disease COPD patients and
the correlations of decrease in BMD to body mass
indices (BMI), smoking indices, staging of COPD, and
respiratory muscle strengths (RMS).

Methods: This study was performed on fifty three

ratio), calculation of body mass index, respiratory
muscle strength and Dual Energy X Ray Absorptiometry
(DEXA).

Results: There were significant negative correlations
between DEXA spine and hip (T score and Z score)
and smoking indices (p=0.020, 0.002, 0.020 and 0.002
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respectively) and stages of COPD (p=0.000, 0.001,
0.000 and 0.004 respectively). There were significant
positive correlations between DEXA spine and hip (T
score and Z score) and BMI (p=0.001, 0.022, 0.000 and
0.001 respectively). There were significantly positive
correlations between DEXA spine and hip (T score and
Z score) and RMS (p=0.000, 0.000, 0.003 and 0.003
respectively). COPD patients without and with steroid
treatment had 4.29 and 9.69 greater probability of low
BMD than control. About 75.5% of COPD patients
had low BMD (26.4% for osteopenia and 49.1% for
0S8teoporosis)

Conclusions: Low BMD was found in 75.5% of
COPD patients. Low BMD in COPD patients were
associated with: higher smoking indices, higher stages
of COPD, lower BMI, lower RMS and steroid use, so
COPD patients with theses risk factors must be screened
with DEXA.

INTRODUCTION

In the care of patient with Chronic Obstructive
Pulmonary Disease (COPD), the primary focus of
the physicians is respiratory function. However, as
COPD progresses and the patient becomes debilitated,
osteoporosis is a common finding,® with progressive
loss of bone mass, the patient is at high risk of vertebral
or hip fractures. Fractures cause significant morbidity
such as pain, worsened respiratory functions, decreased
mobility and even mortality.?

Progressive kyphosis due to thoracic vertebral
fractures may decrease lung volumes, causing
restrictive ventilatory defects.® In addition, respiratory
muscle function significantly impaired.* While fractures
occur more often in patients with advanced COPD,®
recognition of the problem early in the course of lung
disease should occur so that preventive measures can be
instituted before fractures develop.®

Theaim of thework isto study the degree of declining
in bone mineral densities (BMD) in COPD patients and
the correlations of decrease in BMD in COPD patients
to body mass indices (BMI), smoking indices, staging
of COPD, and respiratory muscle strengths (RMS).
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METHODS

This study was performed on fifty three male patients
with COPD with mean age (58+7.46) years and mean
BMI 25.34+5.19, and 40 male controls with matched
age and BMI (mean 52.60+9.02 years and 28.88+5.94
respectively) This study was carried out at Thoracic
Medicine Department in collaboration with clinical
Pathology and Radiology departments, Mansoura
University Hospitals, Egypt.

All patients were fulfilling the criteria of COPD
according to GOLD, 2004 (irreversible obstructive
airway disease i.e. FEV1/FVC<70% and <12%
improvement in FEV1 expressed as percentage of
predicted after inhalation of B, agonists) and clinically
stable COPD condition.”

Subjects were excluded from thestudy for coexisting
rena impairment, liver impairment, thyroid diseases,
rheumatologic disease, also subjects were excluded
if they had ever been treated with bisphosphonates,
ergocalciferol, levothyroxine,  chronic  lithium,
heparin, chronic phosphate binders, phenothiazines,
methotrexate, D-penicillamine, or gold. None of the
subj ects were receiving treatment with androgens.®

All patients were subjected to:
- Full history taking with stress on age, specia habits
specially smoking and alcohol intake. history of bone
ache, history of fractures, duration of COPD, concurrent
illness, therapeutic history especially steroid intake.
- Physical examinations with stress on central cyanosis,
shape of the chest, breath sounds and chest wheezes,
kyphosis, scoliosis, pathological fractures.
- Laboratory tests including complete blood picture,
liver function tests serum creatinine, arterial blood
gases, random blood sugar.
- Plain chest X-ray.
- Pulmonary function tests: Forced vital capacity
(FVC)% of predicted, forced expiratory volume in
the first second (FEV )% of predicted, FEVI/FVC%
ratio were measured by standard spirometric technique
(Spiro-Jaeger, Germany), the highest value from at least
three spirometric maneuvers was selected.
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- Caculation of body mass index: The used method
for estimation of the body mass index was the weight-
height index according to the following equation.

(BMI =weight (kg)/height? (m?).

- Respiratory muscle strength: By using the (Micro
Medical Limited P. box 6 Rochester Kent ME, A2
England) for measuring maximal inspiratory pressure
(MIP) and maximal expiratory pressure (MEP). The
respiratory muscle strength (RMS) was calculated as
follows: RMS=(MIP+MEP)/2 according to Aldrich et
al., 1982.

- Dual Energy X ray Absorptiometry (DEXA): Bone
mineral density (BMD) was measured by DEXA using
a densitometer (DPX —IQ — Lunar USA),

T score: a standard deviation score for a subjects BMD
relative to the peak BMD attained for hisor here gender.
Z score: A standard deviation score for a subjects BMD
relative to age and gender.*

BMD status T score

Normal Above —1

Osteopenia —-1to-2.5
Osteoporosis Below -2.5

Severe Below —2.5 and one or more fragility
osteoporosis fractures

Table 1. Shows the World Health Organization
definition of osteoporosis and interpretation.*®

Data was analyzed using SPSS (Statistical Package
for Social Sciences) version 10. Qualitative data was
presented as number and percent. Comparison between

groupswasdoneby Chi-squaretest. Normally distributed
data was presented as mean+SD. Pearson’s correlation
coefficient was used to test correlation between variables.
p<0.05 was considered to be statistically significant.

RESULTS

This study included 53 clinicaly stable COPD
patients divided into 4 groups according to GOLD
2004, 6 cases were mild, 16 cases were moderate, 15
cases were severe and 16 cases were very severe. The
mean smoking indices were 39.76+28.54 pack-years
and mean BMI were 25.34+5.19.

There were negative correlations between DEXA
spine and hip (T score and Z score) and the age of
COPD patients but with no statistical significance
(p=0.587, 0.985, 0.060, 0.527, respectively). Therewere
statistically significant negative correlations between
the DEXA spine and hip (T score and Z score) and the
smoking indices and stages of COPD (p=0.000, 0.000,
0.020, 0.002, 0.000, 0.001, 0.000, 0.004 respectively).
There were statistically significant positive correlations
between the DEX-A spine and hip (T score and Z
score) and the BMI (p=0.001, 0.022, 0.000 and 0.001
respectively), Table 2.

There were statistically significant positive
correlations between DEXA spine and hip (T score
and Z score) and MIP (p=0.000, 0.001, 0.011, 0.014
respectively) also there were statistically significant
positive correlations between DEXA spine and hip (T

Smoking indices
Age (years Stage of COPD BMI (Kg/m?
e ge (years) (Pack/Years) ag (Kg/m?)
r p r p r p r p
Tscore | -0.076 | 0587 | -0.487 | 0.000* | -0.478 | 0.000* | 0.454 | 0.001*
Spine
Zscore | -0.003 | 0.985 | -0.474 | 0.000* | -0.377 | 0.001* | 0.314 | 0.022*
Tscore | -0.260 | 0.060 | -0.319 | 0.020* | -0.471 | 0.000* | 0.594 | 0.000*
Hip
Zscore | -0.089 | 0527 | -0414 | 0.002* | -0.368 | 0.004* | 0.547 | 0.001*

Table 2. Correlations of DEXA spine and hip versus demographic data
of all studied COPD patients.
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score,and Z score) and MEP (p=0.000, 0.000, 0.001,
0.001 respectively). There were statistically significant
positive correlations between DEXA spine and hip (T
score and Z score )and RMS (p=0.000, 0.000, 0.003,
0.003 respectively), Table 3.

The prevalence of osteopenia and osteoporosis in
COPD patients by using T score spine were 26.4% and
49.1% respectively while by using T score hip were
30.2% and 22.6% respectively, the total prevalence of
osteopenia and osteoporosis by using T score spine and
hip was 26.4% and 49.1% respectively, Table 4.

According to T score spine and hip there were
significant higher percentage of osteopenia and
osteoporosis in COPD patients who received steroid
therapy versus who had not received steroid therapy

respectively p=0.000) and (37.5% versus 19.1% and
31.3% versus 9.5% respectively p=0.015), Table 5.

The total prevalence of low BMD in COPD patients
is 75.5%. COPD patients without and with steroid
treatment had 4.29 and 9.69 greater probability of low
BMD (osteopenia and osteoporosis) than controls,
Table 6.

DISCUSSION

Chronic obstructive pulmonary disease (COPD)
is a progressive disease of adulthood and older age.
While the initial treatment is focused on relieving the
symptoms due to the impairment of the lung function, a
variety of systemic effectsbecomeobviousasthedisease
progresses.®* Osteoporosis has been recognized as one

(34.4% versus 14.3% and 62.2% versus 28.6%  of the systemic effects of COPD and debate continues
MIP MEP RMS
DEXA
r P r p r p
T score 0.490 | 0.000* 0.516 0.000* 0.523 0.000*
Spine
Z score 0.453 | 0.001* 0.483 0.000* 0.491 0.000*
T score 0.348 | 0.011* 0.426 0.001* 0.397 0.003*
Hip
Z score 0.337 | 0.014* 0.438 0.001* 0.403 0.003*

Table 3. Correlation of DEXA (spine and hip) and repiratory muscle
power in COPD patients.

Norma BMD Osteopenia Osteoporosis Total
T score
No % No % No % No %
T score spine 13 245 14 26.4 26 49.1 53 100
T score hip 25 47.2 16 30.2 12 22.6 53 100
T score spine and hip 13 245 14 26.4 26 49.1 53 100

Table 4. Prevaence of normal BMD, osteopenia and osteoporosisin COPD patients
according to WHO classification.
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Normal BMD | Osteopenia | Osteoporosis Tgtglg
(n=53) Statistic
No % No % No % No %

T score | NO steroid 12 57.1 3 14.3 6 28.6 21 39.6 | Chi =19.996
PN T Steroid 1 31 | 11| 344 | 20 | 625 | 32 | 594 | P=0.000*
Tore | Nosteroid | 15 | 714 | 4 | 191 2 9.5 21 | 396 | chi=8413
hip Steroid | 10 | 313 | 12 | 375 | 10 | 313 | 32 | 594 | p=0015*
Table 5. Steroid therapy in different BMD COPD patients according to T score
of the spine and hip.

Norma BMD Low BMD Total Relative risk
No | % No | % | No % (RR)
COPD patients 13 245 40 75.5 53 100
COPD without steroid 12 | 571 9 | 429 | 21 | 100 4.29
treatment
COPD with steroid 1 31 | 31 | %9 | 32 | 100 9.69
treatment
Control 36 90 4 10 40 100

Table 6. BMD in COPD patients versus control group.

(reduced physical activity due to dyspnea, reduced
skeletal muscle mass and changes in body composition,
systemic inflammation), of the therapy used during the
disease (corticosteroid treatment), and of the natural
the chronic inflammatory lung disease and lung damage
(reduced physical activity due to dyspnea, reduced
skeletal muscle mass and changes in body composition,
systemic inflammation), of the therapy used during the
disease (corticosteroid treatment), and of the natural
changes due to ageing (hypogonadism, reduced muscle
mass, inactivity).® Environmental factors and habits
from earlier inlife also contribute to the pathogenesis of
osteoporosis. When fractures occur as acomplication of
osteoporosisthe quality of life of such patients, who are
aready restricted because of the lung disease, is further
reduced. Therefore, awareness amongst healthcare
providers and early diagnosis should trigger preventive
and therapeutic measures that could avoid or reduce the
consequences of osteoporosis.*
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There were negative correlations between DEXA
spine and hip (T score and Z score) and the age of
COPD patients but with no statistical significance (p=
0.587, 0.985, 0.060, 0.527 respectively). Thisillustrates
that the age of the studded groups did not significantly
affect the degree of BMD.

In our study, there were statistically significant
negative correl ations between the DEXA spine and hip
(T scoreand Z score) and the smoking indices of COPD
patients (p=0.000, 0.000, 0.020, 0.002 respectively).
This illustrate that osteoporosis is associated with
increase in the smoking indices and this was in
accordance to Seeman et al, 1983 who reported a 2.3-
fold increased risk of vertebral fractures among long
term smokers. Also Slemenda et al, 1989 reported that
lumbar spine BMD was 12% lower in smokers who
have smoked more than 20 pack-years compared to
nonsmokers.
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There were statistically significant negative
correlations between the DEXA spine and hip (T score
and Z score) and stages of COPD (p=0.000, 0.001,
0.000 and 0.004 respectively). This was in accordance
to Vrieze et a, 2007 who reported decreasing BMD
with increasing GOLD stages. This illustrate the
intimate relation between progress of COPD and the
development of osteoporosis.

In our study, there were statistically significant
positive correlations between the DEXA spine and hip
(T scoreand Z score) and the BMI (p=0.001 0.022, 0.000
and 0.001 respectively). This illustrates that decrease
in BMI was associated with increase in the risk of
osteoporosis. Thiswasin accordanceto Igbal et a., 1999
who reported that there was positive correl ation between
BMI and hip Z score (r=0.346, p<0.001). Also between
BMI and spine Z score (r=0.202, p<0.01). Also thiswas
in accordance to Dubois et al., 2002 who reported that
Pearson correlation coefficients (r) between BMI and
the lumbar spine T score was 0.40, and between BMI
and the T score hip was 0.60, (p<0.001 for all sites).

There were statistically significant positive
correlations between the DEXA spine and hip (T
score and Z score) and MIP (p=0.000, 0.001, 0.011,
and 0.014 respectively), MEP (p=0.000 for all) and
RMS (p=0.000, 0.000, 0.003, 0.003 respectively). This
illustrate that the decrease in RM S was associated with
increase in osteoporosis. Thiswas supported by the fact
that the decrease in RM S is associated with decrease in
the activity of the patients which is a known risk factor
for osteoporosis.?

The prevalence of osteopenia and osteoporosis in
COPD patients according to WHO classification by
using T scorespine were 26.4% and 49.1% respectively,
while by using T score hip were 30.2% and 22.6%
respectively. This approach what reported by Dubois et
al., 2002 who reported that the prevalence of osteopenia
and osteoporosis was 27% and 21% at lumbar spine,
31% and 22% at hip, respectively. Also lonescu and
Schoon; 2003 reported osteoporosis was found in 21%
at lumbar spine, 22% at the hip. In our study the total
prevalence of osteoporosis by using T score spine and
hip was 49.1% and this was in accordance to Katsura
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and Kida; 2002 who reported that the total prevalence
of osteoporosis was 50% in COPD patients and in
accordance to Adler et al., 2003 who reported that the
prevalence of osteoporosis was 44.9% in COPD patients
and within the range according to Biskobing, 2002 who
reported that osteoporosis was within the range between
36 to 60% of patients with COPD. In our study, the
total prevalence of osteopenia by using T score spine
and hip in COPD patients were 26.4%, this was slightly
lower than the range 35%-72% according to Biskobing,
2002.Thetotal prevalence of low BMD (osteopeniaand
osteoporosis) was 75.5% which approach Jorgensen
et al 2007 who reported 68%. This illustrate the high
prevalence of low BMD in our study and previous
studies and so highlight the magnitude of the problem
of low BMD in COPD patient and subsegquent necessity
of need for increasing the awareness of physicians for
searching for low BMD in COPD patients.

According to T score spine there were significant
higher percentage of osteopenia and osteoporosis in
COPD patientswho received steroid therapy versuswho
had not received steroid therapy (34.4% versus 14.3%
and 62.2% versus 28.6% respectively) (p=0.000 ). This
wasinaccordanceto Duboiset al., 2002 whoreported that
the percentages of osteopeniaand osteoporosisin COPD
patients treated with steroid were higher than those not
treated with steroid (36% versus 34% and 41% versus
16%). According to T score hip there were significant
higher percentages of osteopenia and osteoporosis in
COPD patientswho received steroid therapy versuswho
had not received steroid therapy (37.5% versus 19.1%
and 31.3% versus 9.5% respectively) (p=0.015 ). This
was in accordance to Dubois et al., 2002 who reported
that the percentages of osteopenia and osteoporosis in
COPD patients treated with various regimens of steroid
were higher than those not treated with steroid (38%
versus 35% and 33% versus 16%). Also in accordance
to F. de Vries et al 2007 who reported a significant
risk factor for fracture in COPD patients on systemic
steroids. COPD patients without and with steroid
treatment had 4.29 and 9.69 greater probability of low
BMD (osteopenia and osteoporosis) than control. This
illustrate that COPD and steroid use is associated with
increased risk of osteopniaand osteoporosis.
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Limitations of this study include the small number
of studied COPD patients and not surveying the serum
testosterone level asarisk factor for low BMD.

CONCLUSIONS & RECOMMENDATIONS

From this study we can conclude that: 75.5% of
COPD patients had low BMD (26.4% for osteopenia
and 49.1% for osteoporosis). Low BMD in COPD
patients were associated with: higher smoking indices,
higher stages of COPD, lower BMI, lower RMS and
steroid use, so COPD patients with theses risk factors
must be screened with DEXA.

From this study we recommend use of calcium
and vitamin D for COPD patients at increased risk of
osteopenia and osteoporosis. Also multicenter studies
of COPD patients are needed for better assessment
of the prevalence of osteoporosis in COPD patients
by surveying large number of COPD patients and
for use of bone markers like bone formation markers
(osteocalcin, akaline phosphatase and its bone
isoenzymes and procollagen peptides), bone resorption
markers (urinary hydroxyproline, pyridinium cross—
links, urinary galactosyl hydroxylysine, telopeptides
of type—1 collagen, tartarate resistant acid phosphatase,
bone siaoprotein and urinary calcium) and serum
testosterone for early detection of osteoporosis.
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ABSTRACT

Objective: The aim of this study is to compare
the different outcomes of laparoscopic with open
appendectomy and ascertain their therapeutic benefits,
if any, in the overall management of perforated acute
appendicitis.

Methods: Data was collected from 60 cases admitted
to a governmental hospital in South Africa over a one
year interval (2009) with an intraoperative diagnosis of
perforated acute appendicitis, 31 of them were managed
laparoscopically (LA) while the other 29 cases were
approached by an open appendectomy (OA).

VAl i il Aladal) )

Results: The procedure duration was significantly
higher in the laparoscopic group (120 minutes for
LA as opposed to 60 minutes for OA),; the rate of
intraabdominal sepsis was found to be lower in the LA
group (6.4% for LA compared to 13.7% for OA). Both
groups showed no significant statistical difference in
the hospital length of stay. Also it was observed that the
age, symptoms’ duration, clinical presentation and the
white blood cell count (WBC) were influencing factors
to the outcome measures of the OA group.

Conclusions: We conclude that perforated
acute appendicitis can be managed successfully
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laparoscopically. It is safe, feasible; less influenced by
preoperative findings and shows a trend towards less
postoperative complications and can be considered
as the procedure of choice for perforated acute
appendicitis.

INTRODUCTION

Appendicitis was first recognized as a disease entity
in the sixteenth century and was called perityphlitis.
McBurney described the clinical findings in 1889 and
appendectomy remains the most frequently performed
emergency abdominal procedure.! The lifetime risk of
acute appendicitis for men and women is 8.6% and 6.7%
respectively, minimal access surgery has been proved
to be a useful surgical technique, and new standards
have been established for various indications. Patient
comfort is a greater consideration in the 21st century.
The acquisition of recent technology and skills now
affords a better choice of the mode of surgery.?

Although the role of laparoscopic technique in the
treatment of perforated acute appendicitis remains
controversial as many researches have reported higher
rates of intraabdomina sepsis, longer operative time
and increased cost compared to open appendectomy,®
still there is a need for more extended studies; such
cases represent a unique challenge.

Theaim of thisstudy wasto comparethe effectiveness
and safety of laparoscopic and conventiona “open”
appendectomy in the treatment of perforated acute
appendicitis. The following parameters were evaluated
for both laparoscopic and open procedures.

Method of patients' selection.
Operative technique.

Operating time.

Intra-operative complications.
Postoperative pain.

Time until resumption of diet.
Postoperative morbidity.

Intensive care unit and hospital stay.
Quality of life analyses.

Cost.
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METHODS

This study was conducted as a retrospective review
of 60 cases with perforated appendicitis complicated
from acute appendicitis admitted to a governmental
hospital in South Africaover aone year interval (2009),
the exclusion criteriaincluded: all cases of generalized
purulent peritonitis from causes other than acute
appendicitis, cases with localized pus collection and
finally all cases of complicated appendicitis without the
presence of generalized purulent peritonitis.

All the 60 casesinvolvedinthestudy hadtheir clinical
and histopathological records subsequently retrieved
from hospital records.

Thirty one patients had been managed by |aparoscopic
appendectomy approach, with each patient; (as it was
done for the 29 cases of the OA group as well) kept
in supine position, after prophylactic antibiotics
(rocephine- ceftriaxone 2 g and flagyl-metronidazole 0.5
g infused slowly one hour before surgical procedures),
then general anaesthesia induced. The abdomen was
prepared and draped in a sterile fashion so as to expose
the entire abdomen.

Laparoscopic appendectomy was performed using
a 30 degree laparoscope inserted through a 10 mm
infraumbilical port. Pneumoperitoneum was established
by insufflating the abdomen with carbon dioxide by an
open technique through the infraumbilical port. Two
additional ports (10 mm and 5 mm) are placed as well,
one at the suprapubic region and the other at the left
lower quadrant respectively.

Pus aspirated, the bowel loops manipulated in cases
of interloop pus collections. Examination of the bowel
was commenced from the ileocaecal junction up to the
ligament of Treitz as this was feasible laparoscopically.
The appendix is removed from the abdominal cavity
through the 10 mm suprapubic port or a retriever bag.
Four quadrants irrigation with warmed isotonic saline
was done to complete the procedure making sure that
recto-vesicle pouch in males or pouch of Douglas in
females were visualized and irrigated.
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In the open approach, the appendix was accessed
through a McBurney or Rocky-Davis right lower
quadrant incision made over the area of maximum
tenderness. The abdominal wall muscles are splitted
in the direction in which the fibers ran. Pus evacuated,
appendix was then identified, mobilized, ligated and
removed. These were followed by athorough irrigation
of the abdominal cavity with isotonic saline. Finally the
wound closed in layers.

All cases were managed postoperatively in the
intensive care units if they are haemodynamically
unstable, or insurgical wardsfor stable cases. Antibiotics
were continued postoperatively inall patientswith sepsis
(Rocephine- ceftriaxone 1 gm twice daily in addition
to Flagyl- metronidazole 0.5 gm infusions Three times
daily) until the patients recovered completely. Drainage
of intra-abdominal pus was achieved by ultrasonic-
guided procedure leaving a drainage tube which was
removed after few days depending on the absence of
fever, return of WBC level to normal and the subsequent
ultrasound studies.

RESULTS

There were 60 cases of appendectomies with
generalized purulent peritonitis involved in this study,
al of them had caused by perforated acute appendicitis.
Of these, 29 patients underwent an open appendectomy
and 31 patients had been managed by laparoscopic
appendectomy. No deaths occurred in this study. The
data analysis results of OA and LA groups are shown
inTable 1.

As shown in the table, the study populations were
comparable in both groups: 17 males/12 females for
OA group and 18 males/13 females for LA group; in
addition to that mean duration of symptoms was the
same in both groups as well (3 days).

The mean theater duration was remarkably shorter in
the OA group (one hour) than that in the LA group (two
hours).

There were 2 cases of postoperative intra-abdominal
sepsis in the LA group (6.4%) compared to 4 cases in
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the OA group (13.7%). A single case of pneumonia was
recorded in the OA group as one of the complications,
in addition to two cases of localized wound infection.

Variables Open procedure L-aparoscopic
procedure
Number of cases 29 31
Average age (years) 20 22
Sex 17 Males/12 18 Males/13
Females Females
Average symptoms 3 3
duration (days)
Average WBC 14.7 15.8
duration (o) 10 20
Average ICU duration 37 5
(days)
Average hospital stay S 6
(days)

Table 1. Data analysis.

As it was found, there was a statistical significant
influence on the theater duration (p-value=0.005) and
postoperative intra-abdominal sepsis (p-value=0.009)
between the two groups of patients. The outcome
measures and complications are shown in Table 2.

As it has been shown that those patients who
underwent successful laparoscopic  appendectomy
have a better postoperative recovery. The reduced
trauma to the anterior abdomina wall is a very
significant factor in post-surgical discomfort. The better
mobility of the abdominal musculature and the earlier
ambulation, reduce the risk of the early post-operative
complications.

Thecost of each procedure demonstrated an economic
advantage to the hospital of open appendectomy. In
contrast, laparoscopic appendectomy represents a better
economic choice for the patient.

DISCUSSION

Acute appendicitis is the most common causes of
acute abdomen requiring surgery, if left untreated it can
perforate. The progression from an acute appendicitisto
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Variables OA group LA group p-value
Theater duration (minutes) 60 (40-80) 120 (90-150) 0.005
Average |CU duration (days) 37 2 0.01
Intra-abdominal sepsis (cases) 4 2 0.009
Wound infection 2 0 -—--
Pneumonia 1 0
Hospital stay (days) 7 6 0.2

Table 2. Postoperative course and complications.

a perforated appendicitis is rapid, sometimes occurring
within 6-12 hours. The risk of perforation within 24
hours of symptom onset is less than 3%; after 48 hours,
the risk of perforation increases to greater than 70%.*

Open appendectomy is the ‘gold standard’ for the
treatment of acute appendicitis. Laparoscopic approach
came only into play in 1983; described by Kurt Semm?®
has now widely practiced and gained universal approval.
Although it is a generally safe operation, postoperative
complications occur in few patients. Reports of early
studies were equivocal with few studies evaluating
analgesic requirements and the length of hospital stay.

Laparoscopic appendectomy has gained lot of
attention around the world. However, the role of
laparoscopy for appendectomy, one of the commonest
indications, remains controversial. Several controlled
trials have been conducted, some are in favour of
laparoscopy, others not. The goa of this review was
to ascertain that if the laparoscopic appendectomy is
superior to conventional, and if so what are the benefits
and how it could it be instituted more widely. Thereis
alsodiversity inthe quality of therandomized controlled
trials.5 The main variablein thesetrials are following
parameters:

- Number of patientsin trial.
- Withdrawal of cases.

- Exclusion of cases.

- Blinding.

- Intention to treat analysis.

- Publication biases.

- Local practice variation.

- Prophylaxis antibiotic used.
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- Follow-up failure.

Without proper attention to the detail of all the
parameters it is very difficult to draw a conclusion.
It has been found among the surgeons that; there is a
hidden competition between |aparoscopic surgeons and
the surgeons who are still doing conventional surgery,
and this competition influences the result of study. One
should always think of laparoscopic surgery and open
as being complimentary to each other.

A successful outcome requires greater skills from the
operator. The result of many comparative studies have
shown that outcome of laparoscopic appendectomy
was influenced by the experience and technique of the
operator. Minimal accesssurgery requiresdifferent skills
and technological knowledge. With a clear diagnosis
of complicated appendicitis, the skill and experience
of the surgeon should be considered for the selection
of operating method. Surgeons should perform the
procedure with which they are more comfortable.

Acknowledging that appendectomy by virtue of its
small incisionisalready atypeof minimal accesssurgery,
and any advantage of laparoscopic appendectomy over
open appendectomy is likely to be small and difficult to
prove, getting aconsensus on the choice of the operative
approach among surgeons will be difficult.

From this study, the outcome measures of open
appendectomy depended on several factorsincluding the
age, the duration of symptoms, the clinical presentation
and the patient’sWBC. However, the outcome measures
of laparoscopic appendectomy were influenced only by
the patient’s age as shown in Table 2. The implication
of this is that in the interpretation of data comparing
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the outcome measures between open appendectomy
and laparoscopic appendectomy, we should be fully
aware that these individual outcome measures are
affected by the preoperative parameters, and these
same preoperative parameters exhibit different effects
based on the surgical approach. We do believe that the
skepticism on laparoscopic appendectomy has solely
based on its complications; which unfortunately are
dependant on other factors.

CONCLUSIONS

We conclude that perforated acute appendicitis can
be managed successfully laparoscopically. It isfeasible,
safe, less influenced by preoperative parameters and
shows a trend towards | ess postoperative complications
and should be considered the procedure of choice for
complicated purulent perforated appendicitis.
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ABSTRACT ranged from 15-70 years. Twenty one patients have type

2 diabetes only while the other fifteen were have diabetes

Objective: The aim of this study is to investigate
the role of HCV infection in the development of type 2
diabetes through the assessment of IFN-y, TNF-a and
IL-10 serum levels.

Methods: Thirty six known type 2 diabetes patients
attending the endocrine and diabetes center in Baghdad
for check-up were underwent this study. Their age

with HCV infection. Thirteen healthy individuals
without any signs or symptoms of disease were also
included in this study as healthy controls. Serum levels
of cytokines including IFN-y, TNF-a and IL-10 were
analyzed by ELISA immunoassay.

Results: Higher serum levels of IFN-y and TNF-o. were
observed in the investigated HCV patients with diabetes
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(43.87 pg/ml, 68.1 pg/ml, respectively) compared to type
2 diabetes patients (19.75 and 55.10 pg/ml, respectively)
and controls (8.08 and 31.4 pg/ml respectively). The
statistical analysis revealed a significant difference
between these three groups (p=0.01). The mean serum
levels of IL-10 were significantly elevated in type 2
diabetes group as compared to HCV patients with type
2 diabetes and control groups (28.7, 10.32, 15.78 pg/ml
respectively, p=0.05).

Conclusions: The overproduction of proinflammatory
cytokines (IFN-y, TNF-a) and the low IL-10 level could
play a crucial role in pathogenesis of HCV that leads to
type 2 diabetes via increasing the insulin resistance.

INTRODUCTION

Hepatits C virus (HCV) infection and type 2 diabetes
(T2D) are two common disorders with a high impact on
health worldwide. Hepatitis C virus mainly affects the
liver, but also several tissues outside the liver have been
reported to be involved, resulting in awide spectrum of
extrahepatic manifestations.?

The most frequent and clinically important endocrine
HCV are thyroid disorders and type 2 diabetes mellitus
(T2D).2 A link between hepatitis C virus infection and
development of diabetes mellitus remains contraversal.
Most controlled studies have suggested a significant
association, the proportion of HCV-positive persons
among diabetics being two- to seven- fold compared to
controls.®# Seropositivity rates of HbsAg and anti-HCV
were 5.1% and 3.2% in diabetic patients, and were 3.8%
and 1.3% in control group respectively.> Mason et al.,
found that the prevalence of HCV antibodies in T2D
population ranges between 1.78 and 12.1%.° The same
authors found that 52% of persons with both HCV and
T2D had risk factorsfor HCV infection before the onset
of diabetes, whereas none had risk factors for HCV
infection after the onset of diabetes. In another study,
the prevalence rate of HCV infection was 11% among
Nigerian type 2 diabetic patients.”

Cross sectiona and case-control studies support a
role of hepatitis C asafactor impliesin the devel opment
of T2D in high risk patients (male patients, older than
40 years and overweight).® The high prevalence of
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both diabetes and impaired fasting glucose (IFG)
found in HCV-infected patients suggests that they
should be considered a high risk group for diabetes
development.®

Cytokines such as tumor necrosis factor (TNF-a)) and
interleukin (IL-6) have been related with inflammation.
Several reports have shown an increase in serum levels
of TNF-a and its receptors in addition to IL-6 and IL-10
levelsin HCV-infected patients.’o

The am of this study is to investigate the role of
HCV infection in the development of type 2 diabetes
through the assessment of IFN-y, TNF-a and IL-10 in
the serum.

METHODS

Our study was carried out according to the ethical
standards for human experimentation. After explaining
the aim of the study and the possible need for blood
tests, written informed consent were obtained and
ethical clearance granted. The subjects included in the
research project were 36 known type 2 diabetic patients
attending the center of endocrinology and diabetes in
Baghdad (which is a government center belongs to
ministry of health) for check-up from January to May
2009. Their age ranged from 15-70 years. Twenty
one patients have diabetes type 2 only while the other
fifteen were have diabetes with HCV infection. Oral
communication with those patients showed that about
seven of them were experienced HCV before have
diabetes. Thirteen healthy individuals without any signs
or symptoms of disease were also included in this study
as healthy controls.

Five milliliters of venous blood were collected
from each patient and healthy individual. The blood
was alowed to clot, and aliquot of sera samples was
dispensed into tubes and stored at -20°c prior use.

The diagnostic rapid test kit was used to analyze
the samples for HCV antibodies. This is a rapid
chromatographic immunoassay for the qualitative
detection of antibody to HCV in serum (Acon
|aboratories, USA).
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Type 2 diabetes patients | HCV patients with diabetes Healthy controls
Parameters
Mean SE Mean SE Mean SE
IFN-y (pg/ml) 19.75 3.79 43.87 5.34 8.08 12
TNF-a (pg/ml) 55.10 6.1 68.1 10.8 314 31
IL-10 (pg/ml) 28.7 59 10.32 12 15.78 1.9

Table 1. Mean serum levels of hIL-10, hTNF-a, and hIFN-y in type 2 diabetic
patients, HCV patients with diabetes and healthy control groups.

Circulating plasma levels of IFN-y, TNF-a, and IL-10
were measured by sandwich ELISA using commercial
kits according to the manufacturers instructions. These
kitsincludes:

- Human IFN-y Bioassay ELISA Kit:
Biological).

- Human Necrotic Factor Alpha TNF-a Bioassay ELISA
Kit: (USA Biological)

- Human IL-10 Bioassay ELISA Kit:
Biological).

(USA

(USA

Student t-test was used to measure the differences
between two means. The results were expressed as
means * standard error (SE), using MiniTab program.

RESULTS

Serum level of hIFN-y: The mean serum levels of
IFN-y was observed in the investigated HCV patients
with diabetes who showed higher means (43.87
pa/ml) than Type 2 Diabetic patients (19.75 pg/ml) and
controls (8.08 pg/ml). The statistical analysis revealed
a significant difference between these three groups
(p=0.001, 0.01 and 0.000, respectively), Table 1.

Serum level of TNF-a: The estimated levels of
TNF-a in the sera of the HCV patients with diabetes
were higher than Type 2 Diabetic group (68.1 vs. 55.1
pg/ml, respectively), but these values are not significant
(p=0.306), but when compared with the values of
control group (31.4 pg/ml) they were significantly
higher (p=0.002), Table 1.

Serum level of hlL-10: Table 1 demonstrated the
mean serum levels of IL-10 in the studied groups. The
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mean value of serum IL-10 for Type 2 Diabetic patients
group was significantly higher than HCV patients with
diabetes (28.7 vs. 10.32 pg/ml, respectively, p=0.006).
Type 2 Diabetic patients showed also significant
elevation in IL-10 serum levels compared with controls
(15.78 pg/ml) (p=0.047). A statisticaly difference
of mean IL-10 concentration appears between HCV
patients with diabetes and control groups (p=0.024).

DISCUSSION

Although HCV is hepatotropic virus it has also been
identified in extrahepatic tissues including kidney, lung,
testis, peripheral blood mononuclear cells, and also in
the pancreas.? The present data demonstrated that the
serum levels of TNF-a and IFN-y were higher in HCV
patients with diabetes. Several reports have shown an
increase in serum levels of TNF-a in HCV patients with
diabetes.®®

Two main hypothesis are considered to explain the
mechanism of this disorder, primary cytopathic effect
of the virus and secondary induced autoimmunity.
Many studies suggest that a possible immunological
TH1 pattern could be the pathophysiological base of
the association of HCV infection with T2D. Activation
of TNF-a system in HCV-infected patients could be
related to the immune response that is characteristically
mediated by the TH1 cells.”® These lymphocytes secrets
IFN-y as the predominant cytokines which is able to
enhance the production of TNF-a and its two receptors
(TNFR1 and TNFR2) by macrophages including those
infiltrating the liver from systemic circulation and the
Kupffer cells*® HCV infection of pancreatic beta cells
may act by upregulating CXCL 10 secretioninthesecells
that is responsible for TH1 lymphocyte recruitment.
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TH1 response leads to increase IFN-y and TNF-a
production that in turn stimulates CX CL 10 secretion by
the target cells, thus perpetuating the immune cascade,
and may lead to the appearance of T2D in genetically
predisposing subjects.?

In fact, in chronic hepatitis C patients, an increased
intrahepatic TNF-a response, which results in insulin
resistance(lR) andahighrisk of devel oping T2D hasbeen
described.®31° Hepatic fibrosis and inflammation appear
to play key roles in the increase the insulin resistance
in patients with chronic HCV infection.'” Interactions
between the HCV core protein and intracellular lipid
metabolism pathways as well as induction of insulin
resistance are the suspected molecular mechanisms.®
Therefore, it seems that insulin resistance mediated by
proinflammatory cytokines, but not a deficit in insulin
secretion, is the main pathogenic mechanism involved
in the pathogenesis of diabetes associated with HCV
infection.!920

The results of this study indicated a high level of
serum IL-10 in T2D patients as compared to the HCV
patients with diabetes. On their study, Van Exéel et a,
found that low IL-10 production capacity was reported
to be associated with the development of metabolic
syndromeand T2D .2t Interestingly, | L-10ischaracterized
as a potent B-cell activator and enhances MHC class
Il expression on B-cells which in turn accelerates the
disease progress.? The anti-inflammatory cytokine
IL-10, is known to exert a protective role in hepatic
damage caused by viruses, alcohol and autoimmunity.
Its main biological function seems to be the limitation
and termination of inflammatory responses and the
regulation of differentiation and proliferation of several
immune cells. %

CONCLUSIONS

It seems that the overproduction of proinflammatory
(IFN-y) and inflammatory (TNF-a) cytokines in
addition to low level of IL-10 could play a crucia role
in pathogenesis of HCV that leads to T2D. Knowledge
of the pathogenic mechanisms involved in diabetes
associationwith HCV infectionwill enableusnot only to

32

further identify those patients at high risk of developing
diabetes but also select the best therapeutic option.
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INCIDENTAL RENAL TUMOURS IDENTIFIED DURING
LIVING-DONOR NEPHRECTOMY

g piall e N Jlatio) o] diaall (s 20i€a) 4K ), f
Assem Nasser, MD

).Adl.‘! ‘Q.AALC ]

ABSTRACT

Objective: Renal tumours are considered relative contraindications for kidney donation. Severe shortage of
donation sources (living or cadaveric) leads to use the marginal organs as kidney containing tumours. The aim of
our study is to evaluate the idea of using tumour-contained kidney for donation on condition that the tumour small-
sized and low-grade. The age of recipient, his performance status and duration of preoperatively hemodialysis, all of
the above mentioned are important factors in taking decision.

Methods: Between January 2007 and December 2009, 288 kidney transplant operations have been done. All of them
are from living donors (relative and non-relative). A comprehensive evaluation has been performed for living donors
preoperatively (clinical examination, laboratory tests and radiologic investigations). Radiologic investigations
include, in addition to ultrasound, traditional angiogram and multislices computed tomography CT.

Results: During the nephrectomy from living donors we have discovered three cases of renal tumours (1% of
donors). All of them were not diagnosed preoperatively. Frozen section has not been performed. We went on with
nephrectomy, partial nephreatomy has been done and the specimens were sent to pathologic analysis. We have
transplanted the kidney after having the informed consent of the patients family. Pathologic analysis revealed
malignant tumor with negative surgical margins in the three cases. The first patient died one week postoperatively.
Graft nephrectomy has been performed for the second patient 24 hour after getting pathology. The third patient
managed by watchful waiting.

Conclusions: Asaresult of severe shortage of kidneys available for donation and the increased number of patients
suffering from end stage renal failure on the waiting list for transplantation, it may be a good option to transplant
kidneys containing small-sized low-grade tumours keeping in mind that we can not rule out certainly the tumours
recurrence locally or by distant metastases.
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Doctorate in Urology, Faculty of Medicine, Damascus University, Damascus, Syria. E-mail: dr.chamssuddin@gmail.com.

34



Journal of the Arab Board of Health Specializations VVol.12, No 4, 2011

sl Jlsfiod e Cale 550 2my BISIL gl Ui San e
s 1 Slafly Ll (e HES0 aa Lila 573, Ll Gl OSy
oy (el Jeall ol o U asiiig) ol VU Llias g5
G Gpnaly Aaal) Lnidiag aaal) Bua ahs¥) o2 05S f
76, gsadll Jlall e 48l 33y Funaal) 4dllag 321 ee licY)

Eaadl 3
5 Bl e B g5 53y b B g5 s 288 bal &
(0l s coldl) elial cpeyiia e

e Lo by Uyias Uy (e il gl Jaldi aai ¢ ha) o0
Wgall 34 zls¥l bl ) Gilayl deledl clelaiiu)
oo bl sawia (gysma ik ppeat o) (gl QB Gyl s
(%19.7 i) caa i 53 57 e 52 288 (4 (e 2n - Alilla sk (i
i 3peal 35 el 5 ¢(%80.3 L) cuf i loyita 2314
11 i ladl yulatiy IS Jlatinly (%93.7 i) Liayye 270 xic
b i Al Jie e IS Jlatialy (%3.8 Gy Layse
vie o lafinyl ae Cialy ((%2.7 Al (ape 8 die Gl pla
sy o D6 e il

i ehal Agall 38 #lsaYl Auhall ) ALaYl Leledl
) aaxie (gysma il gy gl il Gl

L oY s el Galis) aball Jeal) o0 5zl
53 Al daball 08 K e lgasens (emal) (o %1 Ao
b1 Jlafind &5 & (e s Aplaall LI liagivl Js saasall 423
S ey el ) cliall Jlly sl Al e
Lk ahsl agmg ampal) il il a8V dablge 3T ey
O gl 2my IV Gyl g0 a8 dple Calsa ae
elu 24 amy U Gyl 8 de el AN Cilaginly da)al
iilye ot G imyyall Ll ¢ oampall il Angin seda ye

3Ly goll AxSaal) SH dae 8 00l el Capn clalidia)
s (U] Al e Al ) pal (e Al dalyall oinye 220
aaall ysa A Al Bliad) AL Jlenind auliall e 055
o sl CVENL S Lacase apsl) oS o Lale sl dmiing
el dniine el

-

Aadial)

Gl Clbiind slias el e Alysla 55l 250 L)Y e
el jalian b aall) il of V) 2L £ )5 cliles gyl
i) U Al e golSl sl i dae 5L,

3 & payAl 2 &) apdl 168 papd
i 22 s 34 i, 57 Uanall e

il £ S Capal (uia
Aapdl ik i e e sl A Ay
a ey« PO, Jaall day  Sialind sam il ylanal ) . .
s dale Ala La dale Al ale @l ¢guy abal Uanpall daladl Al

. Al Jlall clgaad) dae
S Sl 3 w12 @ -
- - S

Clear cell carcinoma Clear cell carcinoma

dals Cilsa as 0.8 a5l paa

fple Gl w12 yfll aaa

Papillary cell carcinoma

qb}("“o'7(vﬁn(‘¥‘&;ﬁ‘h€)§ wﬂ\@ﬂ\@

bl Jasdl (e

-1 dsp -1 Zap | oy Al
i Aol 24 aayde gy hall KN Jlatind i :
) yall 48 ~ § s yall 48) RECI VR
o=l 0 . Ged| % e - o= 0 o
ol e el il Aai sehs (g well 48 >
il (e dcay el Caalias alall e gsml 2y Gyl 3l
ol Bplic a3 A4l dalag @sadl) Jail) Y (oapyall 350 danal JU bl ol g Casnsy dagll

L)

35

oIS a3 Aleaall LK ¢ )3 L 5 3 Call Aabeiall clicall 1 Jyaal



Journal of the Arab Board of Health Specializations VVol.12, No 4, 2011

claliiu)

IS Jad Al Al Aliane dudall o3 Lgayks ) 5K e

Alad) L e 5] I gn e cilall ol s e
A dgn o LS gl Aylladll IS b 2l i) (e o
Blall asge 38 8 il capsll Sl 35k Lgilda (s et
S5 03 Uil Lgiay clubally Shall (o L3S s Jla JS e
3 Gyl daidie anall $ysua o)k ladl S Jlaiad of e
il Laind) L85l Ay A (e Al An e Jam Dl 058

gl age ey S5 ()

gabal

1. Delmonico F, Dicken SC. Kidney transplantation
principles and practice. In :Buckholtz B, editor. Medical
evaluation of the living donor. 6" ed. Philadelphia:
Sauders Elsevier:2008. p.99-104.

2. Davis CL, Delmonico FL. Living—donor kidney
transplantation: A review of the current practice for live
donor. J Am Soco Nephrol 2005,16:2098-110.

3. Warnecke G, Wood KJ. Living donor kidney
transplantation. Transplantation 2005;80(11):1639.

4. Bycroft JA, Benaragam KS, Green A, et al. Incidental
renal cell carcinoma identified during laparoscopic live-
related donor nephrectomy. J R Soc Med 2010;1(4):
1258.

5. Fuggle SV, Allen JE, Johanson RJ, et al. Factors affecting
graft and patient survival after live donor kidney
transplantation in UK. Transplantation 2010,;89:694-
701.

6. Brook NR, Gibbons N, Johnson DW, et al. Outcomes
of transplants from patients with small renal tumours.
Live unrelated donors and dialysis wait-listed patients.
Transplant Int 2009;23:476-83.

7. Sener A, Uberoi V, Bartlett S, et al. Living-donor renal
transplantationof graftswithincidental renal massesafter
ex-vivo partial nephrectomy. BJU Int 2009;104:1655-
60.

8. Russo P, Huang WC, EPkin EB, et al. Partial nephrectomy
versus radical nephrectomy in patients with small
renal tumours: Is there a difference in mortality and
cardiovascular outcomes? J Urol 2009;181:55-61.

36

gt

daty) AyslS oY Vs I (adin aball Jeadl ol S
s aball Janll U8 Lo bl e LaiinV | 22 (S5 4l (%1
1 Jsaad)

Adaliall

e sagasall U Jlafin) aey S g5 e JaY) ddilge 30
DA Al A S e 05 o Jleialy el aas ool (el
o) ey 85 oS al LY frozen section sxiaal) dcjall
4854l o)), wedge resection shals by I Jlatiul &
dels 48 aay el il il Capel Loyl Aglla e iy
Bl dsaall BB3sn0e a5

gl Dipe 2 A5y IV Gapall daall Al @y
&gy deal JU it (S jpal Cu sl deall e
Al aggdy ANy N Gy pall wa adapal) ppil) il Al
G o e ey ial)l B Gl o alaly B eyl Gl
Aoy el I Jlatinl & Jally S5e JSG Gl a5 23
A dapd) WAl s geaall Jill ) papall aley
) Jlatinl o lelaly Gils o8 AL Leaas e gy Sl
DA 018 Lehe Jualinal apll (S Jlaialy pgale ga ey 3al)
e S ol GLISY )50 Aaglic ela) ae A0S plily okl
cosll Ol e AW LD Jaee G Wla amy cV
Jeall e het 23 555 3 %100 survival free-tumour
Labal)

Sgia (32Y1) Gapall OIS Jlaall 138 35 siall oyl plane 3
paidiall shall a5 axiial) o jee Canys Al sha 8558l (ggal) Jlaill Cany
and) 8By Lappall 8 Ayl o3 35S0l Ll b Ll Teal
8y 581 daall Jd (ggaall Jlaill o e sinsa g dinn dalall Leillag
-Gl Aagliall (3aisi CASE report 3,0l Al dayyall o3 Jany Lea
partial nephrectomy eudll 480 Jlaiin) ol 3)LaY) e W Y
oy 453 0L 532l ysall oY1 3 Wiy Ul ela) siny
57, sl capuilly Capll e 5k il o



Journal of the Arab Board of Health Specializations VVol.12, No 4, 2011

MRI STUDY OF TETHERED SPINAL CORD IN PEDIATRIC POPULATION
JUlY) sie wwdaliaall Gl dsaiiall e laall Jaal) 4y

Muhammad Joumma Muhammad, MD

Agd 4RG> Ag>d 1

ABSTRACT

Objective: Theaimof thiswork is to study tethered cord syndrome by magnetic resonance imaging (MRI), because
it iswidespread congenital spinal cord malformation in our country.

Methods: The applied research studied 400 children by lumbosacral magnetic resonance imaging (MRI), they
have different problems and symptoms (nervous, urologic and vertebral or dermal anomalies).

Results: The magnetic resonance imaging (MRI) study showed that the most common congenital spinal cord
malformation was tethered cord syndrome (67.4%). The rate of female malformations are higher than males
(56.2%), the highest was between I day and 4 year old children (70.3%). Most cases were accompanied with another
malformations (84.5%).

Conclusions: Tethered cord syndrome should be always kept in our minds for every child has dermovertebral
anomalies, local nervous or urologic symptoms. Magnetic resonance imaging (MRI) considered the perfect way to
discover these malformations.
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PH MONITORING IN SYRIA FROM 2004-2010
20105 2004 sle o s 3 JEhY) die gyall dagen (uld Vs Jilas
Mahmoud Bozo, MD.

¢1gu 39020 .2

ABSTRACT

Objective: PH monitoring is considered as the best diagnostic modality of gastro-esophageal reflux, introduced in
Syria in 2004 in private and in 2009 in public hospitals. The aim of this pilot study is to analyze the PH monitoring
tests cases, the indications, the results and parameters analysis, and do the proposals.

Methods: All cases of PH monitoring from 2004 to 2010 in Syria in pediatric patients were reviewed. Age, gender,
indications, results of the different parameters were analyzed.

Results: Thirty patients, 11 males and 19 females, mean age 72.4 months, the most prevalent indication was the
recurrent pneumonia (34%), the asthma and the recurrent upper respiratory infections presented only 20%. Forty

perecent presented with one symptom, 60% form two symptoms or more. The test was positive in 73% and negative
in 27%. The mean number of reflux episodes >5 min was 189.3, and the mean of total time pH <4 was 26.6.

Conclusions: The demanded tests are too limited, the most frequent cases are not the asthma or upper respiratory
infections. The parameters analyzed are compatible with the international parameters.
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DICLOFENAC-INDUCED ACUTE RESPIRATORY
DISTRESS SYNDROME (ARDS)
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ABSTRACT

Diclofenac is one of the most common drug in use
for relieving the pain and discomfort. It's popular uses
make it's rare side effects of the injectable form appear
more frequently and in a dangerous form. One of these
is the respiratory distress which may be fatal. Our case
may reflect that many cases may be lost especially in
rural areas and no one will noticeit.

INTRODUCTION

The acute respiratory distress syndrome (ARDS) isa
life threatening condition with mortality rates of about
40-60%.2? Treatment strategies, with the exception
of low tidal volume mechanical ventilation, have had
little impact on outcomes.® ARDS is defined as an
acute condition characterized by bilateral pulmonary
infiltrates and severe hypoxemia in the absence of

evidence for cardiogenic pulmonary edema. By these
criteria, the severity of hypoxemia necessary to make
the diagnosis of ARDS is defined by the ratio of the
patient's arterial oxygen partial pressure (PaO,) to the
fractional concentration of oxygen in the inspired air
(FI0,), PaO,/FIO,. INARDS, thisratio islessthan 200.*
The acute phase of ARDS usually resolves completely.
Less commonly, residual pulmonary fibrosis occurs, in
which the alveolar spaces are filled with mesenchymal
cells and new blood vessels.

Non-steroidal anti-inflammatory drugs (NSAID) are
most commonly used to combat the symptomsassoci ated
with diseases such asrheumatoid arthritis, osteoarthritis,
ulcerative colitis, and collagen diseases. Their analgesic
properties aso help to relieve back pain, joint pain, and
other types of musculoskeletal pain, as well asthe pain
caused by external and surgical wounds.®
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However, little attention has been paid to the potential
of NSAID to cause drug-induced pneumonitis, which
is extremely rare. We report herein an unusual but
notable case of diclofenac induced pulmonary failure
occurring after intramuscul ar injection of diclofenac for
arthralgia.

CASE PRESENTATION

Twenty two year old male, single, cloths sedler,
Yemeni, cigarette smoker, presented to the emergency
room (ER) with severe shortness of breath associated
with productive cough of pinkish frothy sputum.

Patient relatives reported that his complaint started
suddenly after receiving one IM injection of diclofenac
for his dull aching left upper limb pain one day before
arriving to ER. There was no history of fever, wheeze,
chest pain or paroxysmal nocturnal dyspnea.

Hehasal so used drugs, including diclofenacinjection
for relieving his left upper limb pain once before 9
months ago without a physician prescription. Hisfamily
history was irrelevant.

Clinical examination reveaded a young mae
with average body weight, looked severely ill and
in respiratory distress. There was cyanosis, profuse
sweating, respiratory accessory muscles use, cold
extremities, palpable symmetrical weak pulse with no
neck veins congestion and no skin lesions.

Vital signswere: PR 120bpm, RR 35 cpm, temperature
37° C and undetected BP.

The chest examination was remarkable for bilateral
distributed coarse crepitations al over the chest.
Cardiovascular examination was normal apart from
tachycardia. Abdominal examination findings were
normal.

Theinitial laboratory test results were as follow:
Hb 21 g/dl, HCT 54, WBC 16000.
Arterial Blood Gases (ABG) was. PH=7.38,
PCo,=30.7 mmH, PO,=44 mmHg, 3S0,=80%,
HCO,=17.6 mmol/l. Chest X-ray asseenin Figure 1.

The patient was admitted to emergency room
intensive care unit (ERICU) with undetected BP and
uncorrectable hypoxiawith O, mask at 15 Lpm. Patient
was sedated, intubated and connected to mechanica
ventilation with the following data:

Mode is A/C, TV=600 ml, RR=14 cpm,
S0,=98-100%, PEEP=10 cmH, 0.

Fi 0,71,

And put on:

- Nasogastric tube, nil per oral and central IV
catheter

- Methyl-prednisolone 1g/250 cc NS IV stat and
Noradrenaline 30 microgram/min IV infusion

- Hydrocortisone 100 mg TDS.

- Sedation and muscle relaxant

- Antibiotic cefuroxime 750 mg IV BD and

Figure 1. Chest X-ray for the first day.
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Figure 2. Chest X-ray for the second day.
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azithromycin 500 mg tab BD.
- Ranitidine (Zantac) 50 mg IV TDS.

In the second day, patient hypoxia corrected with
ventilator data as follow:

Mode is A/C, TV=600 m, RR=14 cpm, Fio,=0.4,
S0,=98-100%, PEEP=5 cmH.

ABG was. PH=7.35 PCO,=35.5 mmHg, PO,=75
mmHg, SO,=85%, HCO,=20 mmol/l, FIO,=0.4.

And repeated ABG after 12 hours was PH=7.37,
PCO,=38, PO,=90, SO,=91%, HCO,=22, FIO,=0.4.

However his BP is partially corrected with
noradrenaline alone and his RFT (renal function tests)
revedled a pre-rena azotemia athough he has good
urinary output (1350 cc/day). And given one unit FFP
(fresh frozen plasma) 1V stat., Albumin 5% 250 cc IV
stat., Normal Saline 250 cc IV stat., and tapering down
noradrenaline till stop.

Trial for weaning was succeeful and he was extubated
safely. Chest X-ray shown in Figure 2.

In the third day, patient hypoxia and BP were
corrected. RFT was normalized. The patient became
in good condition and with nasal cannula -~ABG were

Figure 3. Chest X-ray for the third day.
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PH=7.41, PCO,=37, PO,=98, SO,=98%, HCO,=23.
Chest X-ray for the third day was illustrated in
Figure 3.

DISCUSSION

ARDS is characterized by the development of acute
dyspnea and hypoxemia within hours to days of an
inciting event, such as trauma, sepsis, drug overdose,
massive transfusion, acute pancreatitis, or aspiration.

Differential diagnosis were including acute severe
infection, acute respiratory failure and diclofenac
induced ARDS.

In many cases, the initial event is obvious, but in
others the underlying cause may not be so obvious.

The NSAID-induced pneumonitis can occur from
treatment is started.® Acute 2 weeks to 6 months after
continuous eosinophilic pneumonia may be an adverse
effect of non-steroidal anti-inflammatory drugs.>® With
no evidence of infection, acute eosinophilic pneumonia
was diagnosed by exclusion.

Twenty four cases of pneumonitis caused by NSAID
such as sulindac, naproxen, and fenbufen were noted,>®
and also by mesalazine.®8

Thereareonly few case reports of diclofenac-induced
pulmonary damage described by Khalil 93, Kazuhiro
2002, and Kohlhaufl 2003. Kazuhiro,® 2002, presented
a man of 72 years used diclofenac suppositories 25
miligrams suppositories for the wound pain after
lobectomy. Kohlhaufl 2003,° presented a 62 years
woman, used diclofenac emulgel for arthroses.

Our case characterized by its young age, hyperacute
development within hours after aninjectable single dose
of the diclofenac sodium.

The patient described dramatically illustrates the
potential severity of thisadversereactionand emphasizes
the need for increased awareness of this complication of
drug therapy.
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CONCLUSIONS

We conclude that ARDS may be induced by the

injectable forms of diclofenac. It is an acute illness that
may result in acutelife-threatening respiratory failure. It
usually affects young healthy individuals and simulates
severe community acquired pneumonia. Due to the
differing treatments, it isimportant to distinguishARDS
from infectious pneumonia. Other causes of respiratory
distress should be excluded aways. Treatment with
corticosteroids could be life-saving as ARDS responds
easily and uniformly to corticosteroids.
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Case Report
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MULTIPLE MAGNET INGESTION IN A CHILD
(GASTRO-COLIC FISTULA)

NS Gane Hsuli — duhaling alual saed g3 Alla
Abdulgadir Maghded Zangana, CABS-FICS-MD; Mohammad Majeed, FICMS
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ABSTRACT

We report a case of a 12-year mentally retarded
boy presented with clinical features of acute abdomen
admitted to the Emergency Departement Erbil Teaching
Hospital. Explorative laparotomy showed wit gastro-
colic fistula following ingestion of multiple magnet
pieces before ten days; this case report highlights the
diagnostic challenge and the need for early surgical
intervention in children with foreign bodies ingestion
and especially when multiple magnets are ingested

INTRODUCTION

The accidental ingestion of foreign bodies is
a common clinical problem encountered in early
childhood but ingestion of magnets is extremely rare.
When multiple magnets are ingested, physically they
may attract each other and cause pressure necrosis
through the bowel wall and eventually lead to serious
lethal complications like obstruction, perforation, and
fistula formation an example is the present case. Review

of literature shows that multiple magnet ingestion is an
unexpected health hazard in children that can lead to
significant gastrointestinal morbidity.*?

CASE PRESENTATION

Wereport 12-year old mentally retarded boy presented
with a ten days history of diffuse upper abdomina
pain with vomiting and fever. The vomiting eventually
became feculent. On clinical examination, he was
pyrexial with a soft, distended abdomen in the upper
abdominal region. There was no percussion tenderness
or guarding. A plain radiograph of the abdomen revealed
multiple opague cylindrical structures in the upper
abdomen (Fig 1). On closer questioning it transpired
that he had ingested multiple large powerful magnets,
largest onemeasuring 3.5x1.5 cm, on separate occasions
aweek beforehisillness. Thewhite blood cell count was
16000; the blood biochemistry was grossly deranged
(sodium 129 mmol/I, potassium 3.3 mmol/l, chloride 82
mmol/l, urea 22.4 mmol/l, creatinine 128 umol/l).

*Abdulgadir M. Zangana, CABS, FICS, MD, Department of surgery, Hawler Teaching Hospital, Erbil, Irag. E:mail:dragzangana@yahoo.com
*Mohammad Majeed, FICMS, Department of surgery, Hawler Teaching Hospital, Erbil, Irag.
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Following fluid resuscitation, antibiotics, and
nasogastric drainage, a laparotomy was performed.
There was no obvious peritoneal contamination. On
careful palpitation multiple metalic pieces inside the
stomach and mid transverse colon were identified. The
magnetshad adheredtooneanother, formingacylindrical
structure that was moving free in the lumen of stomach
and transverse colon (Figure 2). Exploration through
the lesser sac revealed a large gastro-colic fistula, tract
of fistula resected and the bowel wall repaired and the
peritoneal cavity was lavaged with normal saline.

In the postoperative period he was serioudly ill. He
had a prolonged postoperative ileus requiring total
parenteral nutrition for aweek. Ultimately, however, he
made a full recovery and he was discharched home on
the tenth postoperative day, and he has no complaints 3
months after the procedure.

DISCUSSION

Foreign body ingestion is common but multiple
magnet ingestion is rare.! When more than one magnet
is ingested, gastrointestinal complications may occur.
The magnets are attracted to each other across the bowel
wall and this may lead to pressure necrosis, perforation,
fistula formation, or intestinal obstruction.?®

Foreign body ingestion in 80% of cases involving
children between the ages of 6 months and 3 years.
Commonly ingested objects include coins, toy parts,

Figurel. Plain X-ray of theabdomen of 12-year mentally
retarded child revealed multiple opague cylindrical
structures in the upper abdomen.
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jewellery, batteries, needles and pins, and fish and
chicken bones. In 80-90% of cases, usually nonmagnetic
FBs spontaneous passage through the gastrointestina
tract occurs once the foreign body has entered the small
bowel 34 so that surgical intervention is not usually
necessary. Upper gastrointestinal FBs are amenable
to retrieval by endoscopy?® or Foley balloon catheter
extraction.’

On the other hand multiple magnet ingestion is
especially hazardous, because individual magnets tend
to interact through the bowel wall. A review of the
published literature revealed previous cases of children
aged 2-3 years in whom obstruction, perforation, fistula
formation, and adhesions occurred.®” Magnets attract
one another forcefully, and through pressure necrosis
can cause seriousbowel injury. Inall previously reported
cases, surgical intervention was necessary.’

Unless the objects are large or sharp, they usually
pass through a child's digestive system without health
conseguences. However, the U.S. Consumer Product
Safety Commission (CPSC) has reported 20 cases of
severe outcomes following ingestion of powerful rare-
earth magnets.®

CPSC has become aware of toy products containing
small, powerful rare-earth magnets that pose unique
health hazards to children. Since 2003, CPSC staff
members have identified one death resulting from
ingestion of these magnets and 19 other cases of

manets in side transverse

calone colic fistnia

,_-:'L'I: nl't

= ftnla

Figure 2. Demonstration on the X-ray the site of gastro-
colic fistula, with pressure necrosis of stomach wall and
transverse colon wall by severe magnets traction.



Journal of the Arab Board of Health Specializations VVol.12, No 4, 2011

Figure 3. Postoperatve reforming picture of the magnets
swallowed showing magnets attract one another
forcefully between stomach and transverse colon
with fistula formation.

injuries requiring gastrointestinal surgery.* All children
swallowed more than one magnet, except one child who
ingested a magnet and another metal object. Most of the
magnets had been dislodged from toys. One patient died
following volvulus, bowel necrosis, and sepsis. The
other 19 patients had some combination of thefollowing:
perforations, volvulus, bowel resection, ulcerations,
peritonitis, and magnets embedded in the stomach
lining. The CPSC hasrecalled sometoys (e.g., magnetic
building sets) and isworking with the American Society
for Testing and Materials International Toy Safety
Standard subcommittee to address these risks.®

If the ingested FB is revealed on a plane radiograph
and the position becomes fixed on serial radiographs,
there should be suspicious of ingestion of multiple
magnets. In multiple magnet ingestion, once symptoms
of increasing abdominal pain or signs of intestinal
obstruction or perforation develop then prompt
exploratory laparotomy should be performed.”®

CONCLUSIONS

Multiple magnet ingestion, compared to a single
magnet, is a distinct clinical situation that needs to
be managed differently. Two X-ray views should be
considered. Multiple magnet ingestion can lead to
serious gastrointestinal complications, and awareness

Figure 4. Postoperative magnet pieces separated
from each other after removal with some
other nonmagnetic foreign bodies.

among clinicians and the public of the health hazards
may improve the outcomes.
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Medical Case

Cysticercosis
didal) clwstf ¢ha

A 67-year-old man was referred to the hematol ogy department for evaluation of monoclonal gammopathy.
As part of hisworkup, a skeletal survey was performed. The study did not show any lytic bone lesions, but
numerous “rice grain” calcifications were seen throughout the body (with the exception of the hands and feet),
with their long axes oriented in the plane of the muscle fibers (Panels A and B). This appearance is highly
suggestive of cysticercosis. The patient was asymptomatic at the time of presentation but reported that as an
adolescent he had had muscle pain for which he had never been treated. The patient grew up without indoor
plumbing, in aregion where the domestic breeding of pigswas a frequent practice and the likely cause of
his infection. The patient reported no past or present neurologic symptoms. Cysticercosisis caused by the
hematogenous dissemination of larvae from the pork tapeworm, Taenia solium. The eggs are typically ingested
through contaminated food or water. Common sites of involvement include the central nervous system, which
can lead to neurologic symptoms, and the muscles, which can lead to muscle pain. No therapy
for cysticercosis was given.
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Ivo Ricardo da Silva Ferreira, M.D, Sara Pinto Magalhaes, M.D.
Centro Hospitalar do Porto, Porto, Portugal
N Engl J Med 2011, 365:e41. November 24, 2011. Images in Clinical Medicine
Transglated by Samir Aldaldati, MD
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Public Health
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Antioxidantsin the chemoprevention of colorectal cancer and colorectal adenomas
in the general population
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Papaioannou D, et al.
Colorecta Dis 2011 Oct;13(10):1085-99.

Aim: Antioxidants, such as vitamin A, C and E, selenium and B-carotene, have been proposed as possible agents in
the chemoprevention of colorectal cancer and have been the subject of recent trials and reviews. This review aimed
to assess the present evidence on the effect of antioxidants on the incidence of colorectal neoplasms in the general
population.

Methods: A systematic review of randomized controlled trials was undertaken comparing antioxidants alone or in
combination with other agents vs placebo. The following databases were searched for published and unpublished
literature: Cochrane Library, MEDLINE, PreMEDLINE, CINAHL, EMBASE, Web of Science, and Biological
Abstracts and Research Registers. Studies were quality appraised and extracted. Meta-analysis was performed.
Results: Twelve studies were identified as relevant. In the nine comparing antioxidants with no antioxidants
(n=148922), there was no difference in the incidence of colorectal cancer [relative risk (RR) 1.00, 95% confidence
interval (Cl) 0.88-1.13]. One study assessed the effect of antioxidants on adenoma formation (n=15 538) and did
not demonstrate a statistically significant effect (RR 1.47, 95% CI 0.97-2.23). Of 14 discrete analyses for different
combinations of antioxidants, only one reported a statistically significant increase in relative risk of adenoma
formation in participants receiving vitamin E (RR 1.74, 95% CI 1.09-1.79, P=0.02) or vitamin E plus -carotene (RR
1.63, 95% CI 1.01-2.63, P=0.04). Effectiveness did not seem to differ between healthy populations, participants with
cardiovascular risk factors or popul ations exposed to smoking or asbestos.

Conclusion: The review demonstrates that antioxidants (vitamin A, C and E, selenium and 3-carotene), as single agents,
in combination with other antioxidants or in combination with other agents, are not effective in the chemoprevention
of colorectal neoplasiain the general population. This questions their involvement in future randomized controlled
trials of chemoprevention in colorectal cancer.
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Molecular assaysin the diagnosis of neonatal sepsis
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Pammi M, et a.
Pediatrics 2011 Oct;128(4):€973-85.

Background: Microbia cultures for diagnosis of neonatal sepsis suffer from low sensitivity and reporting delay.
Advances in molecular microbiology have fostered new molecular assays that are rapid and may improve neonatal
outcomes.

Objectives: We assessed whether molecular assays have sufficient sensitivity (>0.98) and specificity (>0.95) to
replace microbial culturesin the diagnosis of neonatal sepsis and explored heterogeneity by use of subgroup analyses
based on the type of assay, gestational age of the neonate, and type of sepsis onset.

M ethods: We performed the systematic review as recommended by the Cochrane Diagnostic Test Accuracy Working
Group. Electronic bibliographic databases, conference abstracts, personal files, and reference lists of identified
articles were searched. We included studies of case-control or consecutive series design, which evaluated molecular
assays (index test) in neonates with suspected sepsis (participants) in comparison with microbial cultures (reference
standard). Two reviewers independently assessed the methodol ogic quality of the studies and extracted data.
Results: A bivariate random-effects model was used for meta-analysis of the 23 included studies, and summary
estimates of sensitivity and specificity with 95% confidence intervals (Cls) were generated. Mean sensitivity and
specificity were 0.90 (95% CI: 0.78-0.95) and 0.96 (95% CI: 0.94-0.97), respectively. Real-time polymerase chain
reaction (PCR) and broad-range conventional PCR had higher sensitivity and specificity than other assays. Sufficient
data were not available to evaluate gestational-age and sepsis-type subgroups.

Conclusion: Molecular assays do not have sufficient sensitivity to replace microbial cultures in the diagnosis of
neonatal sepsis but may perform well as“add-on” tests.
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Systematic review of gastrointestinal injury caused
by magnetic foreign body ingestionsin children and adolescence
O yally JULY) sie dpaudaliiall Ay il aluad) g3 e Aaalil) 4geal) Lunal) DU Lagia daalie

LiuSQ, etal.
Zhonghua Wei Chang Wai Ke Za Zhi 2011 Oct;14(10):756-61.

Objective: To study the diagnosis and treatment of gastrointestinal injury caused by magnetic foreign body ingestions
in children.

Methods: A literature search was performed to identify all the studies related to gastrointestinal tract injury caused by
ingesting magnetic foreign body using databases including Google, Medline, I S| Web of Knowledge, Ovid, Wanfang
data, VIP, CNKI, degree dissertation, meeting abstracts, and request for document delivery. Language was limited
to English, Chinese, Japanese, and Korean. Parameters studies were age at diagnosis, gender, country, regional
distribution, number of magnetic foreign bodies, source of magnetic foreign bodies, clinical features, diagnosis, and
method for foreign body removal.

Results: A total of 98 cases of magnet ingestion were identified from 17 countries and regions. There were 94 patients
under the age of 18, with most children younger than 5 years old (62.2%,61/98). The age at peak incidence was 3 years
old (16.3%, 16/98). Magnetic foreign bodies ingested included toys (74.5%), medical apparatus (8.2%), accessories
(4.1%), and others (6.2%). The number of bodies ranged from 2 to 100. Eleven (11.2%) patients were complicated
with allotriophagia or autism. Delay diagnosis and treatment existed in all the patients to varying extents, of whom
one died from severe infection. Exploratory laprotomy showed a wide range of bowel damage from the esophagus
to the colon, including perforation and intestinal fistula. Intestinal damage was the most common injury (51.0%),
followed by intestine-colon fistula (15.3%). All the patients required bowel resection with anastomosis or fistula
repair except for 2 children who were managed by endoscopic removal of the foreign bodies.

Conclusion: Ingesting more than one magnet will lead to severe gastrointestinal injury. Early diagnosis and surgical
intervention are important. More precautious measures should be taken for children aged younger than 5 years old.
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Phar macother apy review of chronic pediatric hypertension
JULY) gal cadall (Alpdd) gl Jajdd Agal) Aadleall das)ye

MeyersRS, et al.
Clin Ther 2011 Oct 7.

Background: The number of antihypertensive agents on the market has increased dramatically over the past 20
years. Many of these agents are used to treat children and adol escents with hypertension despite there being relatively
limited data available supporting such use. Recent |egislation has helped to increase the number of studies conducted
in children, but many clinical questions remain unanswered.

Objective: Thegoalsof thisarticlewereto review the currently available antihypertensive agents used in the treatment
of pediatric hypertension and to assist clinicians in selecting the most appropriate treatment.

Methods. Searches of MEDLINE and International Pharmaceutical Abstracts through July 2011 were conducted.
Search terms used included child, pediatric, hypertension, and the following drugs: captopril, enalapril, lisinopril,
fosinopril, losartan, valsartan, irbesartan, candesartan, olmesartan, amlodipine, nifedipine, isradipine, felodipine,
propranolol, metoprolol, labetalol, minoxidil, furosemide, spironolactone, chlorothiazide, hydrochlorothiazide,
hydralazine, and prazosin. Clinical trial data were reviewed and evaluated and were limited to English-language
articles.

Results: A total of 45 observational and randomized controlled trials were identified and summarized in this review.
The angiotensin-converting enzyme (ACE) inhibitors, angiotensin receptor blockers (ARBS), and calcium channel
antagonists (CCAs) had the strongest data to support their use in pediatric patients. ACE inhibitors and ARBs
are preferred agents for children with renal disease and have a favorable safety profile. Many trials, including 2
comparative trials, supported the use of CCAs, particularly amlodipine, in children.

Conclusions: Trials in all 3 classes suggested their efficacy as well as a tolerable adverse-effect profile. More trials
in children are needed, particularly with newer antihypertensive agents. Comparativetrials of different agents are the
most lacking.
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Usefulness of magnetic resonance cholangiopancreatography
in pancreatobiliary abnor malitiesin pediatric patients
JULY (5 Ll i) Ayghual) 3gddd) AdS (B pawhalinall il dyghiall (5 bl (ulapSil) o guai 230

Huang CT, et al.
Pediatr Neonatol 2011 Dec;52(6):332-6.

Background: Magnetic resonance cholangiopancreatography (MRCP) is an innovative and noninvasive technique
for evaluating the biliary tree and pancreatic duct in children. The aim of this study was to assess the usefulness of
MRCP as a noninvasive method to evaluate the biliary system in children.

Methods: We retrospectively reviewed the records of patients undergoing MRCP between October 2002 and May
2007 for suspected biliary system abnormalities. MRCP findings were compared with other imaging modalities,
operative findings, and clinical endpoints.

Results: Complete data were available for 60 patients (35 girls, 25 boys, mean age 2 years, 33 children less than 1
year old). Ultrasound was performed in all 60 patients. Twenty-two patients had choledochal cyst, and 19 had a thin
or invisible gall bladder. Endoscopic retrograde cholangiopancreatography was donein two patients. The sensitivities
and specificities of MRCP for diagnosing choledochal cyst and biliary atresia were 100.0% and 100.0% and 86.7%
and 100.0%, respectively. Surgery was performed in 37 patients, including 21 with a choledochal cyst, 14 with biliary
atresia, and 1 with a pancreatic duct stone.

Conclusion: MRCPis useful method for evaluation of the pancreaticobiliary system in pediatric patients. It yields a
high degree of accuracy in the diagnosis of hiliary atresia and choledochal cyst.
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Coenzyme Q10 content in follicular fluid and its relationship
with oocyte fertilization and embryo grading
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Turi A, etal.
Arch Gynecol Obstet 2011 Dec 3.

Background: No data are available on the presence and content of Coenzyme Q10 (CoQ10) in human follicular fluid
and itsrole.

Objective: To assess the presence and concentration of CoQ10 in human follicular fluid in relation to oocyte
fertilization.

Methods: CQ10 content was measured in follicular fluid obtained from 20 infertile women undergoing ovarian
stimulation program for invitro fertilization. CoQ10 level swere assayed by high-performance liquid chromatography
system and normalized for follicular cholesterol and protein levels. Oocyte morphology and embryo grading were
assessed.

Results: CoQ10/Protein levels resulted significantly in mature versus dysmorphic oocytes. Similarly, CoQ10/
Cholesterol was significantly higher in grading I-II versus grading III-IV embryos.

Conclusions: This study is the first demonstration of the presence of CoQ10 in the human follicular fluid. Although
the biological and endocrine mechanism of CoQ10 in the follicular fluid and its correlation with oocyte and embryo
development is unclear, anew step may be the administration of CoQ10 in infertile women to eval uate the biological
and reproductive outcomes.
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Exercise during pregnancy and the gestational age distribution
Jaall jae £368 aa Jaadl A lail) dslas 4B

OweKM, et d
Med Sci Sports Exerc 2011 Dec 2.

Purpose: To examine the associations between exercise performed at different time points during pregnancy and
gestational age in a population based cohort study.

Methods: Dataincluded 61,098 singleton pregnancies enrolled between 2000 and 2006 in the Norwegian Mother
and Child Cohort Study (MoBa), conducted by the Norwegian Ingtitute of Public Health. Self-reported exercise
was collected from two questionnaires in pregnancy weeks 17 and 30. Gestational age was determined based on
expected date of delivery according to ultrasound, as registered in the Medical Birth Registry of Norway. We used
logistic regression to analyze preterm (<37 completed weeks) and post-term birth (>42 weeks). Comparison of mean
gestational age (GA) by exercise levels were estimated by general linear model.

Results: Mean GA for women exercising 3-5 times a week in week 17 was 39.51 (95% CI 39.48-39.54) compared
to 39.34 (39.30-39.37) completed weeks for non-exercisers (p<0.001). Mean differences remained for all
categories of exercise after adjusting for confounding with the greatest mean difference between exercising
3-5 times per week in week 17 and non-exercisers (equals 1 day). Similar mean differences in GA were
observed by exerciselevelsin week 30. The greatest protective effect on risk of preterm birth were observed
for women exercising 3-5 times a week in weeks 17 or 30 (aOR=0.82; 95% CI 0.73-0.91; and 0.74; 0.65-
0.83, respectively) compared to non-exercisers. Whereas, women exercising 1-2 or 3-5 times per week in
week 17, were dightly more likely to have a post-term birth (aOR=1.14;1.04-1.24; aOR=1.15;1.04-1.26,
respectively). Mean GA did not differ by type of exercise performed during pregnancy.

Conclusion: Exercise performed during pregnancy shifted the gestational age distribution slightly upwards resulting
in reduced preterm births and slightly increased post-term births.
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Effect of progestin compared with combined oral contraceptive pillson lactation
glay) o A idall 4sadll Jasdl ade g aa Al Gt g ) Sl

Espey E, et al.
Obstet Gynecol 2011 Dec 2.

Objective: To estimate the effect of progestin-only compared with combined hormonal contraceptive pills on
rates of breastfeeding continuation in postpartum women. Secondary outcomes include infant growth parameters,
contraceptive method continuation, and patient satisfaction with breastfeeding and contraceptive method.

M ethods: Postpartum breastfeeding women who desired oral contraceptives were randomly assigned to progestin-
only and combined hormonal contraceptive pills. At 2 and 8 weeks postpartum, participants completed in-person
guestionnaires that assessed breastfeeding continuation and contraceptive use. Infant growth parameters including
weight, length, and head circumference were assessed at 8 weeks postpartum. Telephone questionnaires assessing
breastfeeding, contraceptive continuation, and satisfaction were completed at 3-7 weeks and 4 and 6 months.
Breastfeeding continuation was compared between groups using Cox proportiona hazards regression. Differences
in baseline demographic characteristics and in variables between the two intervention groups were compared using
tests, Fisher exact test, or two-samplet tests as appropriate.

Results: Breastfeeding continuation rates at 8 weeks (progestin-only 63.5%; combined hormonal 64.1%), contraceptive
continuation, and infant growth parameters did not differ between users of progestin-only and combined hormonal
contraceptivepills. Infant formulasupplementation and maternal perception of inadequate milk supply wereassociated
with decreased rates of breastfeeding in both groups.

Conclusion: Choice of combined hormonal or progestin-only contraceptive pills administered 2 weeks postpartum
did not adversely affect breastfeeding continuation.
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Maternal caffeineintake and its effect on pregnancy outcomes
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Jarosz M, et al.
Eur J Obstet Gynecol Reprod Biol 2011 Dec 3.

Objective: Estimation of the maternal caffeine intake during pregnancy and its influence on pregnancy duration,
birthweight and Apgar score of the newborn.

Study Design: Theresearchwasconducted on pregnant womenwho gavebirth at the Clinic of Obstetrics, Gynaecology
and Oncology, 2nd Faculty of Medicine, Medical University of Warsaw. It covered unifetal pregnancies without
diseases (N=509). Research data were collected by direct questionnaire supplemented with data from patients
records. Statistical analysis employed amultivariate logistic regression model and a non-parametric Spearman’s rank
correlation coefficient.

Results: 98.4% of pregnant women consume no more than 300mg of caffeine per day. Pregnant women who smoke
and older women consume more caffeine than non-smokers and younger women [ 1.95 (95% CI: 1.02-2.88)] and
[B 0.68 (95% CI: 0.05-1.3)] respectively. There is no association between maternal caffeine intake during pregnancy
and the risk of premature birth, the birthweight or the Apgar score of newborns.

Conclusion: Caffeine intake of no more than 300mg per day during pregnancy does not affect pregnancy duration
and the condition of the newborn.
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Postpartum screening for diabetes among women with a history
of gestational diabetes mellitus
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Tovar A, etal.
Prev Chronic Dis 2011 Nov;8(6):A124.

Introduction: To make recommendations for future clinical, public health, and research practices for women with
abnormal glucose tolerance during pregnancy, we reviewed the latest evidence regarding rates of postpartum diabetes
screening and types of screening tests.

Methods. We searched PubMed for journal articles published from January 2008 through December 2010 that
reported on postpartum screening and studies designed to prevent progression to type 2 diabetes among women with
gestational diabetes mellitus (GDM). Two authors independently reviewed titles and abstracts from 265 articles.
Results: From 34% to 73% of women with GDM completed postpartum glucose screening. Predictors of higher
screening rates included older age, nulliparity, and higher income or education. Screening rates varied by race/
ethnicity; Asian women were more likely to be screened than were other racial/ethnic minorities. Women who
received prenatal care, who were treated with insulin during pregnancy, or who completed a 6-week postpartum visit
were also more likely to receive screening. A moderate proportion of women screened had type 2 diabetes (1.2%-
4.5%) or prediabetes (12.2%-36.0%).

Conclusion: Rates of postpartum screening among women with a history of GDM are low; only half of women in
most populations are screened. Our findings can inform future screening initiatives designed to overcome barriers to
screening for both providers and patients. Well-designed lifestyle interventions specific to women with a history of
abnormal glucose tolerance during pregnancy and also studies to determine the efficacy and safety of pharmacological
interventions will be important to help prevent progression to diabetes among these high-risk women.
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Recurrence of inguinal herniae following removal of infected prosthetic meshes
OUYL LLAA\ ;\,p..'v.al\ AT Z\J\J\ 2y g—'.J\;” ) S

Rehman S, et al.
Hernia 2011 Aug 20.

Purpose: Late-onset mesh infection, occurring months to years following hernia repair, is a rare complication of
hernia surgery. Its management usually requires removal of the mesh. The aim of this paper was to assess the rate of
recurrence of inguinal herniae following removal of the mesh for late onset deep mesh infection.

Methods. We performed a literature review to assess the rate of recurrence of herniae following the removal of a
delayed onset infected mesh. Relevant studies from January 1966 to June 2010 were identified from a Medline, PubMed,
Embase, Scopus and Cochrane database search. Studies that reported recurrence of the hernia following removal of
delayed onset infected meshes were included. Results were tabulated and analysed to derive conclusions.

Results: Some 153 abstracts were reviewed and 12 potential studies initially identified; of these, only 7 were finally
included in this review. The included studies were six case series and one case report and comprised a total of 40
patients in whom delayed-onset infected mesh was removed. The median follow-up period after the removal of the
infected mesh was 26 months. Of these 40 patients, only 2 (<5%) developed a recurrent hernia. Removal of the mesh
resulted in resolution of symptoms in the mgjority of the patients.

Conclusion: Based on this review, removal of a late-onset infected mesh results in resolution of symptoms in the
majority of cases, whereas recurrence of herniais not common. However, further research is required as the number
of patientsin our review isrelatively small.
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Video-assisted mediastinoscopy in superior vena cava obstruction: To fear
or not to fear?

SNl Bloda golall Cigad) 3yel i) c¥a B 5aal) Bacluay Ciualal) LT Jiay Ja

Pop D, etal.
J Thorac Oncol 2011 Dec 2.

Introduction: We investigate the safety and efficacy of video-assisted mediastinoscopy (VAM) used for diagnosis of
the superior vena cava syndrome.

Methods:. In a 7-year period, we have done 447 VAM for malignant causes. We have compared, in a retrospective
study from a prospectively maintained database, the differences between the groups with (first group) or without
(second group) superior venacavasyndromeintermsof operativetime, preoperative and postoperative complications,
and results of pathologic examination. Statistical differences between the groups were calculated by y2 test.
Results: Mean operative time for first (31 patients) and second (416 patients) groups was 18 and 34 minutes,
respectively (p<0.00). Mean hospital stay was 1.2 days in both the groups. Mortality rates for the first and second
groups were 0 and 0.5% (p=0.31); major morbidity rates were 0 and 0.7% (p=0.50); and minor morbidity rates were
6.4 and 1.7% (p=0.27), respectively. In the superior vena cava syndrome group, most of the lymph nodes biopsied
were in paratracheal superior sites (81%); histology showed small cell lung cancer in 51.6%, non-small cell lung
cancer in 25.8%, and lymphoma in 22.6%.

Conclusions: VAM represents an important diagnostic tool in superior venacava syndrome. Once decided to be used,
we think that video technique is a good option with high rate of efficacy and low rates of mortality and morbidity.
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Nonoper ative treatment for acute scaphoid fractures
Balad) (3,050 alial) jeus! Lafall & Apllaal)

Doornberg N, et al.
JTrauma 2011 Oct;71(4):1073-81.

Background: Recommendationsfor cast immobilization of acute scaphoid fractures vary substantially. We reviewed

data from randomized controlled trials comparing nonoperative treatment methods for acute scaphoid fractures to
determine the best avail able evidence.
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Methods. A systematic search of the medica literature from 1966 to 2010 was performed. Two authors
independently screened titles and abstracts, reviewed articles, assessed methodological quality according to the
Grading of Recommendations Assessment Development and Evaluation system, and extracted data. The primary
outcome parameter was nonunion. Data were pooled using random-effects models with standard mean differences
for continuous and risk ratios for dichotomous variables, respectively. Heterogeneity across studies was assessed
with calculation of the | statistic.

Resuts: The search resulted in five potentially eligible trials of which four met our inclusion criteria. In total, 523
patients were included in four trials including two evaluating below-elbow casting versus above-elbow casting;
one trial comparing below-elbow casting including the thumb versus excluding the thumb; and one trial comparing
fractures with a below-elbow cast with the wrist in 20-degrees flexion to 20-degrees extension, with both types
excluding the thumb. There were no significant differences in union rate, pain, grip strength, time to union, or
osteonecrosis for the various nonoperative treatment methods.

Conclusions. Thereis no evidence from randomized controlled trials on physician-based or patient-based outcome
to favor any nonoperative treatment method for acute scaphoid fractures.
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Systematic review and meta-analysis of antibiotic prophylaxisto prevent infections
from chest drainsin blunt and penetrating thoracic injuries
UL (e aal) (2 Agal) claliall (Al ) gall (Algd Jalady dsnga daala
5L ALY auall bl B ol chada oo Apalll

Bosman A, et al.
Br J Surg 2011 Dec 2.

Background: No consensus exists as to whether antibiotic prophylaxis in tube thoracostomy as primary treatment
for traumatic chest injuries reduces the incidence of surgical-site and pleural cavity infections.

Methods. A systematic literature search was performed according to PRISMA guidelines to identify randomized
clinical trials on antibiotic prophylaxis in tube thoracostomy for traumatic chest injuries. Data were extracted by
two reviewers using piloted forms. Mantel-Haenszel pooled odds ratios (ORs) were calculated with 95 per cent
confidence intervals (c.1.).
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Results: Eleven articles were included, encompassing 1241 chest drains in 1234 patients. Most patients (84.7 per
cent) were men, and a penetrating injury mechanism was most common (856, 69.4 per cent). A favourable effect
of antibiotic prophylaxis on the incidence of pulmonary infection was found, with an OR for the overall infectious
complication rate of 0.24 (95 per cent c.i. 0.12 to 0.49). Patients who received antibiotic prophylaxis had an almost
three times lower risk of empyema than those who did not receive antibiotic treatment (OR 0.32, 0.17 to 0.61). A
subgroup analysis in patients with penetrating chest injuries showed that antibiotic prophylaxis in these patients
reduced the risk of infection after tube thoracostomy (OR 0.28, 0.14 to 0.57), whereas in a relatively small blunt
trauma subgroup no effect of antibiotic prophylaxis after blunt thoracic injury was found.

Conclusion: Infectious complications are less likely to develop when antibiotic prophylaxis is administered to
patients with thoracic injuries requiring chest drains after penetrating injury.
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Cardiovascular Diseases
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The «smoker’s paradox» in patients with acute coronary syndrome
Balald) ALIey) dajdaall aape g2l “oanal) 48,87

AuneE, etal.
BMC Med 2011 Aug 23;9(1):97.

Background: Smokers have been shown to have lower mortality after acute coronary syndrome than non-smokers.
This has been attributed to the younger age, lower co-morbidity, more aggressive treatment and lower risk profile of
the smoker. Some studies, however, have used multivariate analyses to show a residual survival benefit for smokers;
that is, the “smoker’s paradox”. The aim of this study was, therefore, to perform a systematic review of the literature
and evidence surrounding the existence of the “smoker’s paradox”.

M ethods: Relevant studies published by September 2010 were identified through literature searches using EMBASE
(from 1980), MEDLINE (from 1963) and the Cochrane Central Register of Controlled Trials, with a combination
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of text words and subject headings used. English-language original articles were included if they presented data
on hospitalised patients with defined acute coronary syndrome, reported at least in-hospital mortality, had a clear
definition of smoking status (including ex-smokers), presented crude and adjusted mortality data with effect estimates,
and had a study sample of >100 smokers and >100 non-smokers. Two investigators independently reviewed all titles
and abstractsin order to identify potentially relevant articles, with any discrepancies resolved by repested review and
discussion.

Results: A total of 978 citations were identified, with 18 citations from 17 studies included thereafter. Six studies
(one observational study, three registries and two randomised controlled trials on thrombolytic trestment) observed a
«smoker>s paradox». Between the 1980s and 1990s these studies enrolled patients with acute myocardial infarction
(AMI) according to criteria similar to the World Health Organisation criteria from 1979. Among the remaining
11 studies not supporting the existence of the paradox, five studies represented patients undergoing contemporary
management.

Conclusion: The «smoker>s paradox» was observed in some studies of AMI patients in the pre-thrombolytic and
thrombolytic era, whereas no studies of a contemporary population with acute coronary syndrome have found
evidence for such a paradox.
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Sudden cardiac death in athletes. what istherole of screening?
Sdoaiall Slebadd yea dUa Ja :pualy ) de aldal) g._\m\ Cgall N

Corrado D, et al.
Curr Opin Cardiol 2011 Dec 1.

Purpose Of Review: To briefly review the field of sudden cardiac death (SCD) in the athlete and the impact of
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preparticipation screening on identification of at-risk cardiovascular disorders and mortality reduction.

Recent Findings: Competitivesportsactivity isassociated with anincreaseintherisk of SCD in susceptibleadol escents
and young adults with clinically silent cardiovascular disorders. Screening including 12-lead electrocardiogram
(ECG) has been demonstrated to allow identification of athletes affected by malignant heart muscle diseases at
a presymptomatic stage and lead to substantial reduction of the risk of SCD during sports. The use of modern
criteria for interpretation of the ECG in the athlete significantly improves the screening accuracy by reducing the
false-positive rate (increased specificity), with the important requisite of maintaining the ability for detection of
life-threatening heart diseases (preserved sensitivity). Screening including ECG has a more favourable cost-benefit
ratio than that based on history and physical examination alone, with cost estimates per year of life saved below
the threshold to consider a health intervention as cost-effective. Screening with exercise testing middle-aged/senior
athletes engaged in leisure sports activity is likely to be cost-effective in older patients with coronary risk factors,
while it is not justified in low-risk subgroups.

Summary: Preparticipation screening is a life-saving and cost-effective strategy in young athletes in whom SCD is
mostly caused by ECG-detectable heart muscle diseases.
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Pulmonary Diseases

4y yaall Gl

UPAR regulates bronchial epithelial repair in vitro and
iselevated in asthmatic epithelium
S0V (s die Al 3ilghal) B 4clii)ly plasl B Ll 3Ll asasi Lles 4l 3 UPAR g2

Stewart CE, et d.
Thorax 2011 Dec 3.

Background: The asthma-associated gene urokinase plasminogen activator receptor (UPAR) may beinvolved in
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epithelial repair and airway remodelling. These processes are not adequately targeted by existing asthma therapies.
A fuller understanding of the pathways involved in remodelling may lead to development of new therapeutic
opportunities. UPAR expression in the lung epithelium of normal subjects and patients with asthmawas investigated
and the contribution of uUPAR to epithelial wound repair in vitro was studied using primary bronchial epithelial cells
(NHBECsS).

Methods: Bronchial biopsy sections from normal subjects and patients with asthma were immunostained for uPAR.
NHBECs were used in a scratch wound model to investigate the contribution of the plasminogen pathway to repair.
The pathway was targeted via blocking of the interaction between urokinase plasminogen activator (UPA) and uPAR
and overexpression of UPAR. The rate of wound closure and activation of intracellular signalling pathways and
matrix metalloproteinases (MM Ps) were measured.

Results: PAR expression was significantly increased in the bronchial epithelium of patients with asthma compared
with controls. UPAR expression wasincreased during wound repair in monolayer and air-liquidinterface-differentiated
NHBEC models. Blocking the uPA-uPAR interaction led to attenuated wound repair via changes in Erk1/2, Akt and
p38MAPK signalling. Cells engineered to have raised levels of UPAR showed attenuated repair via sequestration of
uPA by soluble uPAR.

Conclusions: The uPAR pathway is required for efficient epithelial wound repair. Increased uPAR expression, as
seen in the bronchial epithelium of patients with asthma, leads to attenuated wound repair which may contribute to
the development and progression of airway remodelling in asthma. This pathway may therefore represent a potential
novel therapeutic target for the treatment of asthma.
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Gastroenterology
dacagll Ll

Imbalance of CD4(+) T cell subgroupsin ulcerative colitis
AN Gl gl el b CDA(+) 4l LA Lo il cileganal) o ¢5lsdl JOA)

ChaoK, et al.
Zhonghua Yi Xue Za Zhi 2011 Jun 21;91(23):1605-8.

Objective: To investigate the relationship of the imbalance of CD4(+) T cell subgroups and the pathogenesis of
ulcerative calitis (UC).

Methods:. Peripheral blood samples were collected from 24 UC patients and 17 healthy donors. Then the phenotype
of CD4(+) T cells and the major transcription factor expression of each subset were analyzed by flow cytometry
and real-time PCR (polymerase chain reaction) respectively. The serum concentrations of major cytokines of each
subgroup were measured by cytometric bead array (CBA) and ELISA (enzyme-linked immunosorbent assay).
Results: (1) The proportion of Treg cells in the UC group was lower than the control group (6.7%+1.7% vs 7.9%+1.4%,
P=0.016), especially in active stage (6.4%=*1.7%, P=0.005). As compared with the control group, the expression of
FOXP3 mRNA was lower in the UC Group (P=0.020). And so was the serum concentration of TGF-B1 [(21£8)
ug/L vs (28+7) ng/L, P=0.026]. (2) There were no significant differences in Thl-related transcription factors and
cytokines between two groups. (3) Th2 cells were higher in the UC group (2.7%=*1.1% vs 1.6%+0.4%, P=0.002),
especially in active stage (2.8%+1.0%, P=0.001). The expression of GATA-3 mRNA was 4.4 folds higher than that of
the controls (P=0.045). (4) Th17 cells were higher in the UC group (3.4%=1.8% vs 1.8%+0.7%, P=0.005). And the
RORyt mRNA expression was 13 folds higher in UC group (P=0.001); the serum concentrations of IL-6 and IL-17
were higher in the UC group (both P<0.05). (5) The ratios of Treg/Th2 and Treg/Th17 were significantly lower in the
UC group and associated with disease activity (both P<0.05).

Conlusion: Theimbalances of Th2, Treg and Th17 subgroups may play pivotal rolesin the pathogenesis of UC.
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M eta-analysis. ursodeoxycholic acid for primary
sclerosing cholangitis

laaal) A 4yghiual) L) Gl A Gl g gun) Gan aladiad Al Julas

TriantosCK, et a.
Aliment Pharmacol Ther 2011 Oct;34(8):901-10

Background: Thereis no satisfactory medical treatment for patients with primary sclerosing cholangitis. There are
conflicting data regarding the clinical benefit of high doses of ursodeoxycholic acid (UDCA) in primary sclerosing
cholangitis.

Aim: To evaluate using meta-analysis, if UDCA (standard or high-dose) is useful in primary sclerosing cholangitis.
Methods: We searched MEDLINE using the textwords ‘' PSC’, ‘treatment’, ‘UDCA’ and retrieved all abstracts from
the major Gastroenterology and Liver meetings. We included randomised clinical trials comparing standard or high-
dose of UDCA (>15 mg/kg body weight per day) vs. placebo or no intervention. End-points: mortality or liver
transplantation, pruritus, fatigue, cholangiocarcinoma and histological progression.

Results: We identified eight randomised clinical trials comprising 567 patients. Five used standard doses and three
high doses of UDCA. There was no significant difference in mortality [OR, 0.6 (95% CI, 0.4-1.4)], in pruritus [OR,
1.5 (95% C1, 0.3-7.2)], in fatigue [OR, 0.0 (95% CI, 0.1-7.7)], in cholangiocarcinoma [OR, 1.7 (95% CI, 0.6-5.1)] and
in histology stage progression [OR, 0.9 (95% CI, 0.34-2.44)]. No differences were found in the subgroup analyses.
Conclusion: Neither standard nor high-dose UDCA influence favourably the progression of primary sclerosing
cholangitis.
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Endocrinology, M etabolism, And Diabetes M ellitus
oSl ¢ lally Oy anal) 203l) (al el

The effect of metformin therapy on vitamin D and B12 levels
in patientswith diabetes mellitustype 2

@Sl £l Y Jaall) pdaje sis B125 D aalisdll cilygions Ao metformin - dadlaall il

KosE, et a.
Endocr Pract 2011 Sep 22:1-16.

Objective: To determine the effect of metformin on 25-OH vitamin D and B12 levels in patients with diabetes
mellitus type 2.

Resear ch Design and M ethods: Thisisaretrospective chart review of patients treated between 2003-2009 at Loyola
University Medical Center in both ambulatory primary care and endocrinology clinics. 706 patients aged 20-93 with
diabetes mellitus type 2 were included with a mean age of 63+13 years and amean BMI of 33.1 kg/m?. 34% of these
patients used metformin, and 35% of these patients had been diagnosed with osteoporosis/osteopenia.

Results: Patients on metformin had statistically significant lower vitamin B12 levels than those not on metformin
(p<0.0001, 95% CI=(-220, -84)). No statistically significant difference was shown between users and nonusers of
metformin in regard to vitamin D levels when adjusted for variables (p=0.297, 95% CI for mean difference = (-0.7,
2.2)). Metformin use did not adversely affect successful treatment of vitamin D deficiency in this population as a
whole, nor did it affect the subgroup with osteoporosis (p=0.956). Those with osteoporosis did have statistically
significant lower baseline vitamin D levels compared to those without when adjusted for all variables (p=0.002, 95%
Cl=(0.8, 3.9)).

Conclusion: This study confirms the higher prevalence of vitamin B12 deficiency in metformin treated type 2 diabetic
patients. This study also suggests that vitamin D deficiency is not a clinical concern among metformin treated type 2
diabetics, and metformin does not negatively impact treatment of vitamin D deficiency in these patients.
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Clinical pharmacology of incretin therapies
for type 2 diabetes mellitus. implicationsfor treatment

g e Adpial SEY) sincretin aladialy @Sl o)Al Ga SE) Jaadll z3lad g pmd) 4398 ale

Neumiller JJ.
Clin Ther 2011 May;33(5):528-76.

Background: Increased understanding of the role of incretin hormones in maintaining glucose homeostasis has
enabled the development of pharmacotherapies that target deficient incretin activity in type 2 diabetes mellitus
(T2DM). Incretin therapies are premised on 1 of 2 approaches: (1) augmenting the activity of the hormone glucagon-
like peptide (GLP)-1 (GLP-1 receptor agonists) and (2) inhibiting the degradation of GLP-1 by dipeptidyl peptidase
(DPP)-4 (DPP-4 inhibitors).

Objective: This review discusses the pharmacokinetic properties and clinical profiles of the GLP-1 receptor agonists
(exenatide twice daily, liraglutide once daily, exenatide once weekly, taspoglutide, and abiglutide) and the DPP-4
inhibitors (sitagliptin, saxagliptin, vildagliptin, and alogliptin) available for use or in late-stage devel opment.
Methods: A search of PubMed for literature published between 2000 and mid-2010 was conducted using the names of
each agent as key words. Phase Il and IV studies were included in the review of efficacy and tolerability. Supplemental
searches of abstractsfrom major diabetes conferences provided additional information on pharmacokinetic properties.
Searches of all reference lists were performed to identify additional references of interest.

Results: The PubMed search identified multiple randomized, controlled clinical studies of the GLP-1 receptor agonists
and the DPP-4 inhibitors administered as monotherapy or in combination regimens. Reductions from baseline in
glycosylated hemoglobin ranged from 0.4% to 1.5% with exenatide 5 to 10 ug/d (7 studies), 0.6% to 1.5% with
liraglutide 0.6 to 1.8 mg/d (6 studies), 0.3% to 1.0% with sitagliptin 25 to 200 mg/d (9 studies), 0.5% to 0.9% with
saxagliptin 2.5 to 10 mg/d (3 studies), 0.4% to 1.0% with vildagliptin 50 to 100 mg/d (6 studies), and 0.4% to 0.8%
with alogliptin 12.5 to 25 mg/d (4 studies). Dosage adjustments and caution in prescribing incretin therapies are
recommended in patients with renal disease, with those recommendations varying based on the agent and the degree
of dysfunction. Incretin therapies have been associated with few interactions with commonly used antihyperglycemic
and cardiovascular therapies.

Conclusion: Based on the pharmacokinetic and therapeutic characteristics described in previously published Phase
111 and 1V studies of incretin therapies, these agents may provide an option for the management of T2DM.
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Hematology And Oncology
Ayl adll syl

A review of tumour lysis syndrome with targeted therapies and the role of rasburicase

rasburicase _sis dgasall cladal) aladic) gl a) gl JSad) dajdlia Gialpind

BoseP et al.
JClin Pharm Ther 2011 Jun;36(3):299-326.

Objective: Tumour lysis syndrome (TLS) is an oncologic emergency with potentially devastating consequences
classically associated with cytotoxic chemotherapy. In recent years, molecularly targeted drugs have assumed
an increasingly important role in cancer therapeutics. The possibility of TLS is often overlooked in this setting.
Rasburicase, arecombinant urate oxidase, is remarkably effective in treating hyperuricemia, thought to be central to
the pathogenesis of renal injury in TLS. Our objective is to review the literature on TLS especially as it pertains to
targeted therapies and summarize current knowledge and provide future directions regarding the role of rasburicase
in the management of TLS.

Methods: A MEDLINE search was conducted using PubMed and the keyphrase ‘tumor lysis syndrome’ to identify
articles describing TLS with a broad range of novel anti-cancer agents. Meeting abstracts were also reviewed.
Additionally, the biomedical literature was searched using the keyword ‘ rasburicase’ .

Results And Discussion: Tumour lysis syndrome has been described with nearly every class of ‘targeted therapy’.
Thisisnot surprising as any drug causing death of cancer cells by any mechanism may lead to TL S in the appropriate
setting. Although there is a wealth of evidence suggesting that rasburicase is extremely effective in correcting
hyperuricemia, prospectivetrials showing that it improves hard outcomes such as acute renal failure, need for dialysis
and mortality are lacking. Furthermore, much lower doses and durations of therapy than approved appear to be
effective in controlling hyperuricemia, potentially leading to enormous cost savings.

Conclusion: Any effective cancer therapy can lead to TLS. Physicians should consider therisk of TLS on a case-by-
case basis and determine appropriate prophylaxis. Therole of rasburicase continuesto evolve. Randomized controlled
trials evaluating clinically relevant outcomes are needed.
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Neurology
Lynanl il yY)

Serum lipid levels and therisk of intracerebral hemorrhage
gl Jala il hady Jeaal) agad cilygica A8

Wieberdink RG, et a.
Arterioscler Thromb Vasc Biol 2011 Sep 15.

Objective: Low serum total cholesterol levels are associated with an increased risk of symptomatic intracerebral
hemorrhage and with presence of asymptomatic cerebral microbleeds. The relative contribution of lipid fractions
to these associations is unclear and requires investigation. We determined whether serum HDL-cholesterol,
LDL-cholesterol, and triglycerides are associated with risk of intracerebral hemorrhage and presence of cerebral
microbleeds.

Methods And Results: Nine thousand sixty-eight stroke-free community-dwelling persons aged >55 were followed
from baseline (1990-2001) up to January 1, 2009, of whom 85 suffered from intracerebral hemorrhage during follow-
up. Brain MRI was carried out in 789 healthy participants, of whom 162 had cerebral microbleeds. Triglycerides
were strongly and inversely associated with intracerebral hemorrhage, independently of HDL-cholesterol, LDL-
cholesterol, and potential confounders [HR for highest versus lowest quartile: 0.20 (0.06-0.69)]. Triglycerides were
also associated with deep or infratentorial microbleeds[oddsratio for highest versuslowest quartile: 0.37 (0.14-0.96)],
but not with strictly lobar microbleeds. No associations were found for HDL-cholesterol or LDL-cholesteral.
Conclusions. Low serum triglyceride levels were associated with an increased risk of intracerebral hemorrhage and
with the presence of deep or infratentorial cerebral microbleeds. This provides novel insights into the role of lipid
fractions, particularly triglycerides, in the etiology of intracerebral hemorrhage.
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Prognostic interest of boneturnover markersin the management
of postmenopausal osteoporosis
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ChopinF, et al.
Joint Bone Spine 2011 Jun 30.

Objective: The aim was to review the literature dealing with the use of biochemical bone turnover markers (BTM)
as predictors of bone loss and individual risk of fracture in postmenopausal osteoporosis.

M ethods. We performed a generalized search in MEDLINE using Mesh Database from 1995 through 2009 with the
following terms “biological markers” with “osteoporosis’ or “bone resorption”, or “bone fracture”, “fracture risk”.
From this research, 197 abstracts were read, 91 articles were screened then 43 original articles were selected.
Results: In most of the selected articles, the upper limit of the premenopausal range was used as a cut-off definition
for increased bone resorption. Based on this review, we found a moderate and positive relationship between baseline
level of BTM and rate of boneloss, more particularly for highlevel of BTM over 2 SD, especially when high turnover
is constant in repeated sampling. In addition, an increase in BTM levels is associated with an increase in the risk
of hip and non-vertebral fractures in elderly women over 75 years old. This is especially demonstrated with bone
resorption markers (e.g. uCTX) in the highest quartile with an 1.7 to 2.2 fold increase. The combination of datafrom
bone mineral density (BMD) and bone resorption markers may improve fracture prediction.

Conclusion: The measurement of BTM, together with the assessment of other risk factors including low BMD, will
improve the prediction of risk facture, but thereis alack of practical guidelines.
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Allergic And Immunologic Diseases

The effect of perinatal omega-3 fatty acid supplementation
on inflammatory markers and allergic diseases

L) Gy Lulgit¥) claclsl) Ao 50 Anaal) 55580 8 lisasi=3 dadll Gagand) o Lyglad) cdlagall Jolis il

KlemensCM, et al.
Bjog 2011 Jul;118(8):916-25.

Background: Maternal supplementation with omega-3 polyunsaturated fatty acids (n-3 PUFA) may modulate
immune responses and allergy in neonates and children.

Objective: To determine if n-3 PUFA supplementation during pregnancy and lactation reduces risk for childhood
allergic disease.

Search Strategy: We searched Medline and all evidence-based medicine reviews for randomized controlled trials
comparing the effects of n-3 PUFA and placebo supplementation during pregnancy and/or lactation on childhood
allergic diseases and inflammatory cytokines.

Selection Criteria: We included studies reporting on food allergy, response to the egg skin prick test (SPT), atopy
and asthmain infancy and childhood as well as production of interleukin-13 and interferon-gamma, two cytokines
involved in the pathogenesis of asthma. For assessment of inclusion, two authors reviewed all abstracts for suitability
and independently extracted data.

Data Collection And Analysis: Two-by-two tables were constructed and odds ratios (OR) were calculated for
the outcomes:. response to the SPT, food allergy, atopy and asthma in childhood. The assays differed so data on
inflammatory markers were reported in narrative form.
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Main results: Fiverandomised controlled trials (n=949) were included. n-3 PUFA supplementation during pregnancy
reduced 12-month prevalence of positive egg SPT (two trials, 12/87 versus 32/100, OR 0.33, 95% CI1 0.16, 0.70) and
childhood asthma (two trials, 10/303 versus 17/179, OR 0.349, 95% CI 0.154, 0.788) and significantly reduced cord
blood interleukin-13 levels. Supplementation during lactation did not prevent asthma, food allergy or atopy.
Conclusion: n-3 PUFA supplementation during pregnancy decreases childhood asthma and response to SPT.
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Urology And Nephrology
sl Sleally AN ()l

The efficacy of ascorbic acid in suboptimal responsive anemic
hemodialysis patientsreceiving erythropoietin
sadl) Jaill mialdl) aal) 88 odaje dis iy Sul) Glaaa Alad
Csigag ) s Uaey Bagaaal) Llaia) g4d

Einerson B, et al.
JMed Assoc Thai 2011 Feb;94 Suppl 1:5134-46.

Objective: To determine the impact of adjuvant ascorbic acid therapy on erythropoietin-hyporesponsive, anemic

patients undergoing hemodialysis.
Data Sour ces. The online databases of PubMed, Cochranelibrary, IPA, CINAHL, EMBASE, clinicaltrial.gov, WHO
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trial registry and PyschINFO were used.

Sudy Selection: Studies comparing ascorbic acid to a control, with participants receiving erythropoietin and
hemodialysis, and reported outcomes for hemoglobin or transferring saturation.

Data Extraction: Two independent researchers reviewed titles and abstracts to determine relevance and extracted
study design, dose, duration, baseline values, and outcomes.

Data Synthesis: Five studies met all the criteria and were used for final analysis. The calculated weighted mean
difference between hemoglobin in the ascorbic acid group versus the control group was 0.96 g/dL (95% CI, 0.78 to
1.14). The calculated weighted mean difference between transferrin saturation in the ascorbic acid treatment group
versus the control was 8.26% (95% CI, 6.59 to 9.94).

Conclusion: Adjuvant ascorbic acid significantly raises hemoglobin levels in patients with erythropoietin
hyporesponsiveness undergoing hemodialysis. The significant rise in transferrin saturation indicates that this positive
effect on erythropoietin response may be due to increased iron utilization.
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Psychiatry

Psychological treatmentsfor depression and anxiety
disordersin low- and middle- income countries
(dially giall Jaal <l Glald) B LYy Al il dudil) cilallaal)

Van't Hof E, et al.
Afr J Psychiatry (Johannesbg) 2011 Jul;14(3):200-7.

Objective: The objective of this meta-analysis was to determine the efficacy of psychological treatments for depression
and anxiety disordersin low- and middle- income countries (LAMIC).

Methods. Meta-analysis of randomized controlled trials on psychological treatment of depression and anxiety
disorders in low-and middle income countries using an existing database (www.evidencebasedpsychotherapies.org),
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PubMed, Embase, Psychinfo, Dissertation Abstracts International and the Cochrane Central Register of Controlled
Trials were searched for studies published in all languages. Additional studies were identified from reference lists
of found studies. Randomized controlled trials in which a psychological intervention for anxiety or depression was
compared to a control condition (care-as-usual, waiting list, placebo, or another control group) were included. The
randomized controlled trials needed to be conducted in a LAMI country (classification of LAMI countries according
to the World Bank’s list of economies) to be eligible for inclusion in the meta-analysis. Psychological treatments
were defined as interventions in which the core element of treatment consisted of verbal communication between a
therapist and a patient.

Results. Seventeen studies met our inclusion criteria, with a total of 3,010 participants. The mean standardized
difference between the treatment and control groups at post-test was 1.02 (95% CI: 0.76-1.28) which corresponds
well with the effects found in high-income countries.

Conclusion: Theseresultsindicate that psychological treatments of depression and anxiety disordersare al so effective
in LAMI countries, and may encourage global dissemination of these interventions.
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Anaesthesia & Intensive Care Medicine
DS)A\ zgmb ),ps.'d\

Intravenous ar ginine vasopressin infusion in refractory vasodilatory shock
A8 sl dadea (ha Bainall VA B Lty G ag il i) qupeds

Agrawad A, et .
Indian J Pediatr 2011 Sep 16.

Objective: To assess the efficacy of arginine vasopressin (AVP) as a rescue therapy in children with catecholamine
refractory vasodilatory shock and its effect on various hemodynamic, clinical, and laboratory variables.
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Methods: This prospective hospital based study was conducted from January 2008 through July 2008 at a tertiary
pediatric cardiac critical care unit. Twelve post cardiac surgery patients with advanced vasodilatory shock requiring
intravenous vasopressin infusion longer than 60 min were included and continuous vasopressin infusion was given.
The primary outcome measures were restoration of Mean arterial blood pressure (MAP) after starting AVP infusion
and decrease in other concurrent catecholamines requirement. The secondary outcome measures were survival to
hospital discharge, adverse effects, and |aboratory variables.

Results: Vasopressin was infused in the dose range of 0.0005 to 0.003 units’kg/min for a mean duration of 55.6 h.
MAP improved from 41.08+6.15 mmHg at baseline to 48.92+10.05 mmHg after 1 h (P<0.05), to 57.01+8.30 mmHg
after 4 h of AVP infusion (P<0.001), and to 62.33+8.55 mmHg after 12 h (P<0.001), which further increased to
71.75+9.55 mmHg after 24 h (P<0.001). Inotrope score and requirement of other concurrent inotropes declined
significantly in all patients after starting AVP infusion (P<0.001). Lactate levels also declined significantly (P<0.0001).
No significant adverse effect due to end organ ischemia was observed. Only one patient expired while on vasopressin
infusion due to refractory hypotension.

Conclusions: Concurrent addition of vasopressin at an appropriate stage help improving MAP significantly with
decreased dependence on high dose catecholamines without any significant adverse effects.
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Systematic review and meta-analysis of the effect
of warming local anesthetics on injection pain

Ghall sis al¥) o adagal) jadial) Liba AH Ll Judady Lagia daaa

Hogan ME, et al.
Ann Emerg Med 2011 Jul;58(1):86-98.

Study Objective: Local anestheticsarethe main class of anal gesics used for pain management during laceration repair
and other minor surgeries, however, they are administered by injection, which is painful. Warming local anesthetics
has been proposed as a cost-free intervention that reduces injection pain. A systematic review of the effectiveness of
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this technique has not yet been undertaken. We determine the effectiveness of warming local anesthetics to reduce
pain in adults and children undergoing local anesthetic infiltration into intradermal or subcutaneous tissue.

M ethods: We used published articlesfrom MEDLINE (1950 to June 2010), EMBA SE (1980 to June 2010), CINAHL
(1982 to June 2010), the Cochrane Library (second quarter 2010), International Pharmaceutical Abstracts (1970
to June 2010), and ProQuest Dissertations and Theses database (1938 to June 2010). We included studies with
randomized or pseudorandomized designs and healthy subjects or patients receiving subcutaneous or intradermal
injection of local anesthetics that were warmed (body temperature) or not (room temperature). Studies of regional
anesthesia and intraarticular, spinal, or periorbital administration of local anesthetics were excluded. Data were
extracted onto predesigned forms and verified by 2 reviewers. Quality was assessed with the Cochrane risk of bias
tool. The primary outcome was self-reported pain as assessed by a visual analog or numeric rating scale. Data were
combined with mean differences with 95% confidence intervals (Cls) by using a random-effects model.

Results: Twenty-nine studies were retrieved for close examination and 19 studies met inclusion criteria. A total of 18
studies with 831 patients could be included in a meta-analysis. Seventeen studies had an unclear risk of bias and 1
had a high risk of bias. A mean difference of -11 mm (95% CI -14 to -7 mm) on a 100-mm scale was found in favor
of warming local anesthetics. Subgroup analysis of 8 studies investigating the effect of warming on buffered local
anesthetics yielded similar results: -7 mm (95% CI -12 to -3 mm).

Conclusion: Warming local anesthetics leads to less pain during injection and therefore should be done before
administration.
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Otor hinolaryngology
syaially calVly N1 Lal

Effects of Asian sand dust on mucin gene expression and activation
of nasal polyp epithelial cells

LAY cilulad) B A lghal) LAY Jaady Cpugpall Djsa 0o el o gaaal) Jagl) e S

Kim ST, et a
Am JRhinol Allergy 2011 Sep-Oct;25(5):303-6.

Background: Asian sand dust (ASD) contains a variety of chemical and microbiological materials such as
lipopolysaccharide (LPS) and beta-glucan that can cause inflammation. The increase in the atmospheric concentration
of ASD has been associated with asthma severity and adverse effects on respiratory function. The aim of this study
was to evaluate the effect of ASD on the inflammatory process and mucin gene expression in nasal epithelial cells.
Methods. Primary nasal polyp epithelial cells were exposed to ASD for 72 hours, and then the supernatants were
collected. To determine the activation of the epithelial cells, IL-6, IL-8, and granulocyte-macrophage colony-
stimulating factor were measured. In addition, the potential cytotoxic effects of ASD on the epithelial cells were
evaluated. Quantitative reverse-transcription polymerase chain reaction for MUC4, MUC5AC, MUC5B, and MUC8
MRNA expression, in the nasal epithelial cells, was performed.

Results: ASD stimulated the production of chemical mediatorsin atime-dependent manner. The cytokine production
was highest at 100 micrograms/mL of ASD. MUC4 and MUC5B mRNA expression was significantly increased at
10 and 50 micrograms/mL of ASD.

Conclusion: Atomospheric exposure to various chemical species and microbiological materials carrying ASD may
affect upper airway inflammation through the production of inflammatory cytokines and mucin.
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L aboratory Medicine

ng.\;.d\ kall

Widevariation in reference valuesfor aluminum levelsin children
JELY) die a5ual¥) il gineal dmasal) 2l 8 5psl) CilDEAY)

Zeager M, et al.
Pediatrics 2011 Dec 5.

Background: Some parents are requesting aluminum testing in their children with developmental issues. Although
aluminum can be measured in plasma, serum, or urine, there is scant scientific information about normal ranges. We
sought to determine the basis for laboratory reference ranges and whether these ranges are applicable to children.
Methods. From texts, published lists, and Internet sources, we obtained the names of 10 clinical laboratories
that perform aluminum testing. Contact was made by telephone or e-mail, or Internet sites were viewed to obtain
information regarding the establishment of aluminum reference ranges and testing methods in biological samples.
Seven |aboratories provided supporting literature that was reviewed regarding details of the study populations.
Results: For laboratories using the atomic absorption spectrometry method, aluminum reference ranges varied from
<5.41 pg/L to <20 pg/L (serum), <7.00 pg/L to 0 to 10 pg/L (plasma) and 5 to 30 ug/L (urine). For those using the
inductively coupled plasma mass spectroscopy methodology, ranges varied from 0 to 6 pg/L to <42 pg/L (serum), O
to 10 pg/L to 0 to 15 pg/L (plasma), and 0 to 7 pg/L to 5 to 30 pg/L (urine). None of the reference ranges are known
to be derived from studies of healthy children, but relied instead on small studies of adult populations, adult dialysis
patients, workers, or sick children on aluminum-containing parenteral therapy.

Conclusions: Aluminum reference ranges provided by laboratories are widely divergent, may not represent “normal”
ranges of a healthy population, especially children, and thus it is difficult to interpret serum or urine aluminum ranges
clinically. Further studies of aluminum in children are warranted and should be considered as part of the Centers for
Disease Control and Prevention Biomonitoring Project.
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Treatment of granuloma annulare with the 595-nm pulsed dye laser
Sagili 595 ol Lluall 5l aladiuly GAlal) cagmial) ael) N dallea
Passeron T, et al.
JEur Acad Dermatol Venereol 2011 Dec 21

Background: Granulomaannulare (GA) islimited in most casesto isolated |esions, but more widespread generalized
forms can be observed. In both cases, the treatment remains highly challenging. Isolated case reports suggested the
interest of treating GA with a pulsed dye laser (PDL).

Objective: To evaluate the PDL in treating GA.

Materials and methods: Retrospective multicentre study. Each patient should have at least two lesions of GA
including at least one that remained untreated to serve as a control. The eval uation was performed on an Investigator
Global Thirteen Assessment for each lesion as compared with baseline. Results patients (five with localized GA
and eight with generalized GA) with atotal of 59 lesions have been treated with a maximum of three PDL sessions.
Sixteen lesions (27.1%) achieved >50% of clearing (14% of lesions for generalized GA and 56.2% for localized GA).
Transient hyperpigmentation and crusting were observed in 59% and 86% of lesions respectively. The median follow
up was 6 months (2-12) and 10 lesions (all in generalized GA) recurred after initial clearing.

Conclusion: Generalized GA showed weak improvement after treatment with a high recurrence rate. Only localized
forms showed notable improvement in a more than half of treated lesions. Thus, PDL could be proposed as an
aternative approach, but only for localized forms of GA.
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Ophthalmology
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Nonselective p-blocker propranolol for orbital and periorbital hemangiomas
in infants: a new first-line of treatment?
syl die Aalaall Jgag Lalaadl 4gaal) Auile gl ol g¥) dalles A (propranolol) 4sEy) e b cipala
faa Jf PSRN

El-Essawy R, Galal R, Abdelbaki S
Clin Ophthalmol 2011; 5: 1639-1644.

Purpose: To determine the effectiveness and possible side effects of using propranolol for the treatment of orbital
and periorbital infantile hemangiomas.

M ethods: Infantswith periorbital or orbital hemangiomaswho had not received either local or systemic corticosteroids
were recruited. The changesin tumor size, color, and texture, and any side effects of the drug were recorded.
Results: Fifteen infants with a mean age of 8.13+4.7 months were treated according to the set protocol. A changein
the color and texture of the hemangioma occurred in the first week following treatment. Mean duration of treatment
was 7.67+3.96 months. The size of hemangiomas decreased from a mean of 2.4+0.9 cm to amean of 1.6+£1.0cm 3
months after treatment (P=0.001). One patient had to stop the drug because of peripheral vascular ischemia. Another
case had the dose reduced to control a mild hyperglycemia. Serious side effects were not observed. A single case of
tumor regrowth (8.3%) was recorded.

Conclusion: Treatment of 1-2 mg/kg/day propranolol proved to be effective and associated with minimal side effects.
It is likely to replace steroids as the first-line of treatment of hemangiomas in infants.
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L ong-term follow-up of changesin corneal endothelium
after primary and secondary intraocular lensimplantationsin children

AN 8 o) DAY e A5Ual) ¢ piill Y Ayl Aaylial)
JUkY) aie 4y5lls Anad) Alial) Jaks duasnd) g5 cililes ay

KimMJ, et al.
Graefes Arch Clin Exp Ophthalmol 2011 Dec 6.

Background: To evaluate long-term changes in corneal endothelial cell count and morphology after congenital
cataract extraction and intraocular lens implantation.

Methods: Cataract extraction and posterior chamber intraocular lens (IOL) implantation was performed on 54
congenital cataract patients (83 eyes). The corneal endothelial cell density (ECD), coefficient of variation (CV),
hexagonality, and central corneal thickness (CCT) were measured for a retrospective analysis of long-term changes
in corneal endothelia characteristics.

Results: The mean age at the time of 10L implantation was 5.00 (3.62) years [mean (SD)], and the mean follow-up
period was 8.83 (1.49) years. In a comparison of the treated and normal eyes of patients who underwent unilateral
surgery, the treated eyes showed a significantly greater CCT (p<0.05), and there was no significant difference in
ECD, CV, and hexagonality (p>0.05). In addition, there was no statistically significant difference in the ECD and
CCT between the primary and secondary |OL implantation groups.

Conclusions: Our results did not show any significant corneal endothelial cell loss in congenital cataract
patients, however, their CCTs were increased.
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