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Challenges in Medical Training and Education

The traditional relationship between patients and their physicians is fast changing under the
influence of the media and the increasing easy access to medical information. With revolution
of information technology and fast communication on the Internet, new knowledge has become
easily available to large and increasing sectors of the public all over the world. Therefore, there are
increasing number of patients armed with different information about their illness and different lines
of management. Therefore, physicians should gain competencies in knowledge and communication
skills to be able to give good quality comprehensive health care to their patients.

Health care professionals in developing countries must be willing to adapt to the changes. They
need to critically and honestly assess their experience and look into the developed experiences of
other countries. Reforming medical education and training for students and doctors are becoming
unavoidable. However, it is already taking place in many developing countries and that should
continue and should get all the possible support from the health authorities, educational institutes
and policy makers. The outcome of changes will depend on honesty, commitments, dedication and
professionalism.

One of the important factors to influence the quality of future doctors is the quality of teaching
staff in the universities and training centers. Training staff need to be armed with many competences
including education, clinical practice, research, commitments and administrative abilities. Using
the support from staff of more developed countries is important. However, it is important to admit
that some differences in the set up and program implementation among developed and developing
countries and to seek gradual changes and progress. Otherwise, a distinct gap may develop between
theoretically written and implementation of programs.

We have to admit and accept that the public would like to be assured of the standard of health care
they receive. Therefore, life-long Continuing Professional Development became common practice
to meet the vast changes of knowledge and the fast changes of technology.

In developed countries, continuing professional development programs for health care staff were
developed through flexible long continuous processes of assessments, changes and modifications.
That included selection of the candidates to join the programmer, real regular assessments at the
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beginning, during and at the end of the programs. Feedbacks from and concerning the candidates,
trainers, and supervisor should be obtained and strictly implemented, and to be used to develop
priorities on how to improve the quality of the program.

Many programs are well written and begun in a satisfactory way with well-defined responsibilities
of each supervisor and all concerned. However, there are risks of deterioration if the programs are
not designed with a mechanism of continuous real and objective assessments. Assessment have to
be partially independent and based on what is taking place in reality and with frank, constructive
feedback from candidates and trainers.

Closing the gap between current circumstances and future goals needs motivation, hard work,
honesty and taking challenging decisions.

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations



Journal of the Arab Board of Health Specializations \ol.19, No.2, 2018

Original Clpticte

) 5

VITILIGO IN SOUTH REGION OF KINGDOM OF SAUDI ARABIA
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ABSTRACT

Background: Vitiligo is common, often an acquired,
idiopathic disorder characterized by circumscribed
depigmented macules.  Functional  melanocytes
disappear from involved skin by a mechanism(s) that has
not yet been identified. To date, the clinico pathologic
features of these lesions in Assir region, Kingdom of
Saudi Arabia are largely unknown.

Methods: 7o define these features, patients’ records
of vitiligo received at the Dermatology and Pathology
Departments, Assir central hospital from march 2012 to
30 April 2015 were reviewed. The study group included
20 males and 35 females.

Results: The lesions were more common in females
than in males (1.75: 1.0). The average age in cadence

was 28.9+2.3 years. The extremities (30/55, 54%) and
the trunk (12/21, 81%) were the most common sites for
the affection by the lesions. Alternatively, generalized
lesions, lesions involving the lips, face and knees were
also seen.

Conclusions: In Assir region, Kingdom of Saudi
Arabia the vitiligo lesions are relatively common.
They usually affect middle age populations and have
female sex predilection. These lesions were diagnosed
by histological level.

INTRODUCTION

Vitiligo is defined as an acquired, idiopathic disorder
characterized by circumscribed depigmented macules.
In this disease, most of the functional melanocytes

*Sultan Jafaari, MD, Resident in Dermatology Training Program, Assir Central Hospital, Abha, Kingdom of Saudi Arabia. E-mail: sls3003@hotmail.com
*Sabah Nayef Nemri, MD/Ph.D., FRCPath, EBP, Head of Histopathology Section, Kingdom of Saudi Arabia. (Under the Supervision)
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disappear from involved skin by amechanisms(s) thathas
not yet been identified.!® Vitiligo affects approximately
0.5-2% of the general population worldwide, and it may
appear over a broad age range. The average age of onset
is approximately 20 years. Most patients with vitiligo
claim the onset of their disease to specific life events
(physical injury, sunburn, emotional injury, illness, or
pregnancy).1%-2

The pathogenesis of vitiligo is poorly understood.
However, there is a general agreement that in this
pathology there is an absence of functional melanocytes.
This loss of histochemically recognizable melanocytes
is the result of their destruction. Nevertheless, it is still
possible that melanocytes are still present in vitiligo skin
but in an undifferentiated state without melanogenic
activity has been proposed.?

It is very unusual to observe ultrasturcutal evidence
of melanocyte destruction in skin from vitiligo patients.
One study indicated that melanocytes are still present in
the depigmented epidermis of patients with vitiligo of
long duration. It is likely that the melanocyte destruction
in vitiligo is a slow process resulting in a progressive
decrease in melanocyte numbers. In addition to the
absolute type of vitiligo in which there are no dopa-
postive melanocytes, there are ‘relative types’ of vitiligo
in which melanocytes remain within the lesions but have
decreased dopa-positivity. It is possible that the relative
types of vitiligo are precursors of the absolute type.

An immunohistologic study of epidermis from
vitiligo lesions utilized a panel of melanocyte markers
and could not detect identifiable melanocytes.
Furthermore the c-Kit receptor, a protein expressed early
in melanocyte differentiation, is undetectable in vitiligo
skin, suggesting that putative melanocyte precursors are
not longer present. It is therefore that melanocytes are
absent or present in very small numbers in lesions of
vitiligo.24-2¢

Cytoplasmic vacuolization and/or the presence of
extracellular granular material was found primarily in
adjacent normal appearing skin, and in perilesional skin
and, rarely, in lesional skin. Focal areas of vacuolar
degeneration in vitiligo epidermis, especially within

the basal cell keratocytes, in association with a mild
mononuclear cell infiltrate, have also been observed.

The Langerhans’ cell density is decreased, normal,
or increased. Degenerative changes have also been
seen particularly in marginal areas where these cells are
more plump and have shorter dendrites. It is possible
that the number of epidermal Langerhans’ cells is
not stable and varies during the course of vitiligo.
There is also a functional impairment of Langerhan’s
cells. In support, there is a relative absence of contact
dermatitis to sensitizers in vitiligo skin. Taken as a
whole, these findings indicate that vitiligo affects the
entire keratinocyte-Langerhans’ cell-melanocyte unit
(KLM).2%3

Familial cases of vitiligo are common; varying
from 6 to 38%. Family studies indicate that vitiligo is
controlled by recessive genes at three or four autosomal
loci. Inheritance models suggest that for vitiligo to
manifest clinically, an individual should be homozygous
for the recessive genes at all loci controlling the disease.
However, vitiligo susceptibility genes has yet been
identified. Case-control studies examining human
leukocyte antigens (HLA) have consistently shown a
positive association between HLA DR4 and vitiligo and
a negative association with DR3. Other associations
that have been reported include Dw7, DR7, DRI, B13,
A2, B21, Cw6, DR53, A19, and DR52.%2%

A differential display analysis led to the identification
of several differentially expressed cDNA fragments with
identification of a gene that mapped to chromosome
2p16, subsequently named VIT1. Some investigations
suggested that the catalase gene (CAT) is associated
with vitiligo susceptibility.®® It is still possible that
vitiligo represents a benign variant of symmetrical
cutaneous lymphoma. The disease could represent a
primary disorder of T-lymphocytes. This speculation
may account for the development of “forbidden clones’
of autoreactive lymphocytes, as well as the symmetrical
distribution of the lesions according to this view,
neoplastic lymphocytes selectively home into, and/or
proliferate at, characteristic anatomical sites. Moreover,
Vitiligo is associated sometimes with conditions such
as alopecia areata, Hashimoto’s thyroiditis, Addison’s



Journal of the Arab Board of Health Specializations \ol.19, No.2, 2018

disease, and myasthenia gravis. Antibodies against
melanocytes are found in vitiligo, a change that has
prompted speculation of “autoimmunity” as a factor
in the development of it. Also consonant with that
supposition is the presence invariably in an “early”
lesion of vitiligo of lymphocytes around venules of
the superficial plexus and a few of those round cells
scattered in the epidermis in a manner reminiscent
vaguely of other cell-mediated immune responses.

Vitiligo may be the result of a breakdown in free
radical defense. With Wood’s lamp examination, the
clinically white skin of vitiligo has a characteristic
yellow/green or bluish fluorescence. This fluorescence
is due to the accumulation of oxidized pteridines.
This overproduction of 6- and 7-tetrahydrobiopterins
suggests a metabolic defect in tetrahydrobiopterin
homeostasis in vitiligo. This defect result in hydrogen
peroxide (H202) overproduction. One consequence
of H202 accumulation in vitiligo epidermis is the
oxidative degradation of the porphyrin active site
of catalase, resulting in low levels of this enzyme in
vitiligo. Other identified sources of epidermal H202
in vitiligo patients include increased catecholamine
biosynthesis in association with increased levels of
monoamine oxidase A and an inhibition of thioredoxin/
thioredoxin (TR/TR) reductase by calcium. Indeed,
vitiligo keratinocytes have a defective calcium uptake.
This leads to increased intracellular levels of calcium
that inhibit TR/TR reductase in the cytoplasm as well as
in the cell membrane of keratinoyctes and melanocytes.
All these biochemical abonormalities that lead to
oxidative stress, the accumulation of melanocytotoxic
compounds and an inhibition of the natural detoxifying
processes may contribute to the destruction of
melanocytes in vitiligo skin.**#

Defective in vitro growth and passage capacities of
vitiligo melanocytes was observed. These growth defects
could be partially corrected by the addition of fetal lung
fibroblast-derived growth factors. In the perilesional skin
of vitiligo patients, there is a reduction in the number of
melanocytes expressing the Kit receptor when compared
with adult human skin. In addition, it suggests that the
final destruction of melanocytes in vitiligo results from
a cascade of reactions initiated by a dysregulation of

melanogenesis caused by activation of the melatonin
receptor.®® This hypothesis is quite attractive. However,
very little is known about the action of melatonin on
human melanocytes in vivo. Furthermore, although
the expression of nanomolar affinity binding sites for
melatonin has been demonstrated in murine melanoma
cells, it remains to be established if normal human
melanocytes express melatonin receptors.*’

Aims of study: In this investigation, the author took
an aim at studying the clinicopathologic features of
vitiligo in Assir region, Kingdom of Saudi Arabia. To
explore this aim and to fill this existing gap in literature,
the author carried out this investigation. To achieve his
goals, the author examined clinical and pathological
characteristics of these lesions. A total of 55 lesions
representing these pathologies were examined.

METHODS

The total number of specimens was 55 cases
diagnosed clinically as vitiligo following established
clinical criteria. Clinical data were obtained from the
clinical referral reports. They included: age and sex of
the patient, type of lesions, and the site of these lesions.
All the patients were Saudi.

Punch biopsy specimens were obtained from the
lesional skin, fixed in formalin, processed and were
submitted for histological evaluation (routine H&E
stains). The histological sections were examined by
an experienced derematopathologist (Dr. Sabah Nayef
Nemri, MD/Ph.D; FRCPath and EBP).

RESULTS

Clinical features of the vitiligo skin lesions: The
study group consisted of 55 patients, including 35
females and 20 males. Single or multiple depigmented
lesions were the most common presentation in all
patients. Evaluation of the clinical, and histological
profiles of the patients in our locality (Assir region)
demonstrated that they usually tend to affect the middle
age groups and had female sex predilection.

Clinical features: The study group consisted of 55
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patients, including 35 females (35/60, 64%) and 20
males (20/55, 36%). The clinical data were obtained
from the referral clinical reports. The lesions were
categorized into those affecting the trunk, extremities
and generalized lesions. The mean age of the patients
was high in males compared to females (31.4£3.1 vs.
276.6+2.3) for females and males, respectively. The
presence of depigmented lesions was the most frequent
clinical presentation. The sites of affection included the
trunk (12/55, 21%), extremities (30/55, 54%) hands,
feet, face, knees as well as generalized lesions. The
clinical characteristics of these lesions were summarized
in Table 1.

On the clinical basis, the most common form of
vitiligo encountered in this investigation was in the
form of a totally amelantic macule surrounded by
normal skin. The color was usually uniformly milk- or
chalk-white. Vitiligo macules usually had fairly discrete
margins, and they were round, oval, or linear in shape.
The borders were usually convex, as if the depigmenting
process were ‘invading’ the normally pigmented skin.
Lesions enlarged centrifugally over time, but the rate
was either slow or rapid. Vitiligo macules ranged from
millimeters to centimeters in size and, within an area
of involvement, often varied in size. In very lightly
pigmented people, the lesions were not very apparent
but they were easily distinguishable with Wood’s
lamp examination or after tanning of uninvolved skin.
In darkly pigmented people, the contrast between
vitiliginous skin and normally pigmented skin was
striking, even in habitually unexposed areas. Usually,
vitiligo was asymptomatic, but occasionally the

involved skin was pruritic. The clinical characteristics
of these lesions were summarized in Table 1.

Pathological features: In early lesions of vitiligo,
there were a sparse superficial perivascular infiltrate of
lymphocytes; few lymphocytes sprinkled in the lower
half of the epidermis; normal complement of epidermal
melanocytes. In the fully developed lesions, there
were superficial perivascular infiltrate of lymphocytes;
marked decrease in the number of melanocytes at
the dermoepidermal junction decreased markedly in
number and a significant reduction of melanin in the
epidermis. In the burned out lesions, the infiltrate of
lymphocytes, epidermal melanocytes and melanin
were absent, Table 1.

DISCUSSION AND CONCLUSIONS

Vitiligo is a disease characterized by pigmentary
alterations. The origin of the term is not known, but one
thesis holds that it comes from the Latin word for calf,
vitello, and commemorates the white patch that those
animals sport on their forehead.’*?2? To date, clinic-
pathologic characters of the vitiligo lesions in Assir
region, King of Saudi Arabia is poorly understood.
This study was carried out to explore these features.
The clinical features of vitiligo skin in this series
(age incidenc, female sex predilection and common
sites of affection) are comparable to the finding in the
literature. These findings suggest common underlying
pathogenetic mechanisms in these lesions. The female
sex predilection in these pathologies may indicate that
the susceptible genotype is probably characterized by a

Aspects Males Females All patients

Mean+SEM 31.4+3.1 27.6+2.3 28.9+1.8

Age Median 29.5 24.0 27.0
Range 13-700 7.0-57 7.0-70

Generalized 4/20 (20%) 9/35 a(25%) 13/55 (54%)
Distribution Trunk 4/20 (20%) 8/35 (24%) 12/55 (21%)
Extremities 12/20 (60%) 18/35 (51%) 30/55 (54%)
Signs Depigmented lesions 20/20 (100%) 35/35 (100%) 55/55 (100%)

Table 1. The clinical features of vitiligo.
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Different distribution of vitiligo in different patients.
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S100 show absence melanocytes in basal layer

certain allelic pattern. The findings in this investigation
are in agreement with that of other societies.*®-%

In this study, vitiligo was typified -clinically
by depigmented macules and patches that have
a predilection for the face and distal part of the
extremities.>! On histology, often times it is impossible
to diagnose lesions of vitiligo by light microscopy early
in the course of the disease because melanocytes still
are present in relatively normal numbers, the basal
cell differential diagnosis of a hypopigmented or
depigmented lesion is the presence of melanophages
in the papillary dermis. When melanophages are
discernible readily, the diagnosis is post-inflammatory
hypo-pigmentation and not vitiligo.%2% Therefore,
when performing a biopsy of a hypopigmented lesion
suspected of being vitiligo, it is worthwhile to include
in the specimen some adjacent apparently normal skin.
This enables a histopathologist to compare and contrast
both zones, the pigmented and nonpigmented, in regard
to features such as the number of melanocytes and the
amount of melanin in the epidermis.5+5¢

A wide variety of animals (e.g. chickens, mice, cats,
dogs, pigs, and horses) develop vitiligo as manifested
by progressive depigmentation with a loss of active
melanocytes. Circulating antimelanocyte autonatibodies
have been detected in some of the affected animals.?’
Chickens develop an acquired hypomelanosis

H&E show absence melanocytes in basal layer

comparable to the lesions of the human vitiligo. An onset
in young adult ho9od, variation in cutaneous expression,
ocular involvement, association with an alopecia areata-
like trait and autoimmune thyroiditis are manifestation
of vitiligo lesions in chicken.%* Repigmentation of the
human grafts suggests an important role for systemic
factors in the pathogenesis of vitiligo. These animal
models help understand the different pathogenetic
factors involved in the development of the human
vitiligo.®°

To summarize, our study reports a baseline
information about the vitiligo lesions in the Assir region
of Saudi Arabia. It would be interesting to examine other
aspects of these lesions such as immune cell infiltrate
and expression of the effectors genes. These research
tasks would be open for further investigations.
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AUTONOMIC NEUROPATHY AND SILENT MYOCARDIAL
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ABSTRACT diabetic autonomic neuropathy.

Methods: Five standard autonomic function tests and
resting electrocardiography were performed for 82 type
2 diabetic patients, 45 of them had performed exercise

Obijective: Silent myocardial ischemia was a focus of
interestinthe lastdecades. Indiabetic patientsautonomic

neuropathy was blamed for absent anginal pain during
ischemic episodes. This study was planned to investigate
the frequency of silent myocardial ischemia in diabetic
patients with autonomic neuropathy and without. Testing
the correlation between silent myocardial ischemia and

electrocardiography and considered in finding the
frequency of silent myocardial ischemia among diabetic
patients and its correlation with diabetic autonomic
neuropathy.

Results:  Autonomic neuropathy found in 34
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(41.4%) patients of the evaluated 82 patients.
Resting electrocardiographic changes suggestive of
silent ischemia were found in 9 (11%) of all diabetic
patients, 7 (77.7%) of them had autonomic neuropathy.
Silent myocardial ischemia as detected by exercise
electrocardiographywas shownin 12 (26.6%) of diabetic
patients in general, 8 (66.7%) of them had autonomic
neuropathy. A statistically significant correlation was
found between silent myocardial ischemia (whether
detected by resting or exercise electrocardiography)
and diabetic autonomic neuropathy, (p=0.019 and
0.016, respectively).

Conclusions: These results are consistent with the
concept that autonomic neuropathy (which is fairly
common in diabetics) may mask anginal pain and thus
obscure the presence of ischemic heart disease. Diabetic
patients with autonomic neuropathy are at risk to have
silent ischemic events, so screening with resting and/or
exercise electrocardiography is needed.

INTRODUCTION

Since the mid-eighties of the last century the clinical
importance of Silent Myocardial Ischemia (SMI) is
well-established.! Two forms of SMI are recognized:?
The first and less common form designated types I
SMI, occurs in patients with obstructive coronary artery
disease (CAD); who do not express anginal pain at any
time.

The more frequent form type Il SMI: Referred to
episodes of ischemia with out chest discomfort in
between frank anginal attacks when these patients
monitored appropriately. So it has become apparent that
anginal pain is poor indicator and under-estimator of the
frequency and degree cardiac ischemia.?

SMI exhibits a circadian pattern and can be triggered
by both physical and mental stress.* The potential
mechanisms of type | SMI are:

- The association between diabetes mellitus (DM) and
both SMI and “painless” infarction has been attributed
to autonomic neuropathy.25® Abnormalities of pain
perception may be linked in particular to sympathetic
denervation.®°
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- Higher threshold for pain.

- Some patients produce an excessive quantity of
endogenous opioids (endorphins).?2  Significantly
elevated levels of anti-inflammatory cytokines
(interleukin-4 and interleukin-10, transforming growth
factor-beta), together with a decrease in leukocyte
adhesion molecule expression (CD11b), may help
identify some of the mechanisms of silent ischemia.

Longitudinal studies of SMI have demonstrated an
increased incidence of coronary events (sudden death,
infarction and angina) in asymptomatic patients with
positive exercise test Asymptomatic CAD may
present with arrhythmia or heart failure.?

Although SMI has been recognized as a distinct
clinical entity, considerable controversy still surrounds
the application of appropriate screening guidelines in
the asymptomatic, high-risk population.** Such patients
with SMI may be identified prior to such event by
an abnormal electrocardiograph (ECG) occasionally
at rest,2* more commonly during exercise,23422
ambulatory Holter monitor,2*® or by means of coronary
arteriography performed as a result of positive exercise
test.2315

Resting ST-T wave abnormalities have beenassociated
with an increased risk of adverse cardiac events, because
increased myocardial ischemia represents a possible
mechanism for these abnormalities.?

SMI can be detected as asymptomatic depression of
the ST-segment during exercise testing.'1¢ Its presence
is associated with an increased risk of early death.!4
The outcome being significantly worse in those with
diabetes.'>%® Greater ST depression involving multiple
leads or anginal type chest pain induced by exercise
testing denoted more extensive ischemia.?

Diabetic patients have a higher prevalence of SMI
and unrecognized myocardial infarction than patients
without diabetes.*® Patients with diabetes and SMI have
a very poor prognosis, as reflected by adverse cardiac
events or death.'’

The prevalence of silent CAD is 6% to 23% in low-
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risk diabetic patients. In high-risk diabetic patients, the
prevalence may be as high as 60%.¢ Early detection of
silent ischemia is important in diabetics, as well as in
patients with impaired fasting glucose levels.” Silent
ischemia is also associated with higher hemoglobin
A, levels, reflecting the importance of achieving and
maintaining euglycemia.®

Diabetic autonomic neuropathy (DAN) is associated
with increased incidence of SMI, silent myocardial
infarction and sudden arrhythmic death.?*?> Subclinical
autonomic nerve damage occurs widely in diabetics
and assumes greater importance in view of increased
morbidity and mortality.?6?” Symptomatic DAN carries
a worse prognosis than subclinical DAN.%

Cardiovascular diabetic autonomic neuropathy
(CDAN) can be detected by certain simple and reliable
tests based on cardiovascular reflexes.»?6:28

Pharmacological agents that reduce or abolish
episodes of symptomatic ischemia (i.e nitrate, f-blocker
and calcium antagonists) also reduce or abolish episodes
of silent ischemia.?**°

Itis reasonable to assume that asymptomatic ischemia
has a significance similar to symptomatic ischemia that
their management with respect to coronary angiography
and revascularization should be similar.23* The aim of
this study was to study the relation of diabetic autonomic
neuropathy to the silent myocardial ischemia.

METHODS

A total number of 82 patients known to have type
2 diabetes (on oral antidiabetic medications) were
included in this study: 34 males (41.4%) and 48
females (58.6%). Ages (30-76) years (mean 55.5 years).
Duration of diabetes 1-30 years with mean (6.7) years.
Those patients were studied in the diabetes clinic at
Ibn-Sena hospital in Mosul. For all patients appropriate
history was taken, related clinical examination was
done and study protocol paper was filled, (Appendix 1).

Exclusion criteria were patients with:
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- Clinical evidence of prior CAD, other intrinsic heart
disease and uncontrolled hypertension.

- Respiratory disease and severe anemia.

- Chronic medication with drugs known to cause ST-T
wave changes (especially Digoxin and Diuretics), or to
affect autonomic function.

The main points in the inquiry had included risk
factors for CAD and symptoms suggestive of autonomic
dysfunction, (Appendix 1).

Autonomic function tests were conducted on all
patients and all had resting electrocardiography (ECG).
For all patients with normal resting ECG (69 patients),
an appointment for exercise ECG testing (EET) was
given, the remaining 13 patients who were not offered
EET are: 9 patients found to have resting ECG changes
suggestive of silent ischemia and 4 patients were
excluded from EET because of some limitations such
as: amputation of a leg, intercurrent pyelonephritis,
deep vein thrombosis and extreme obesity.

Of the 69 patients offered the exercise test, 45
patients had attended the test and 24 patients did not.
Those who had completed the study plan (45 patients)
were considered in diagnosing SMI as detected by
exercise ECG, whereas the total 82 patients were
considered in finding the frequency of CDAN and
resting electrocardiographic abnormalities suggestive
of silent ischemia.

A. Autonomic function tests: The following five
standard cardiovascular Ewing tests were used for
assessment of CDAN. All these tests were conducted
in conformity with methods described by Ewing and
Clarke.??

- Heart rate (R-R interval) variation during deep
breathing: The patient sit quietly and then breathes
deeply and evenly at 6 breaths per minute, with 5
seconds allocated for each inspiration and expiration
to optimize the sinus arrhythmia. An electrocardiogram
was recorded throughout the period of deep breathing
with a marker to indicate the onset of each inspiration
and expiration. The maximum cycles were measured
with a ruler. The E: | ratio for each cycle was done and
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the results was then expressed as the mean E.I. ratio,*
(Appendix 2).

- Heart rate response to Valsalva maneuver: The test
was performed by the patient blowing into mouthpiece
connected to a modified sphygmomanometer and
holding it a pressure of 40 mm.Hg for 15 seconds, while
a continuous electrocardiogram was recorded. The
maneuver was performed two to three times (depending
on patient’s compliance) with one minute interval in-
between. The result was expressed as the Valsalva ratio
which is the ratio of the longest R-R interval after the
maneuver to the shortest RR during the maneuver,
measured with a ruler from the electrocardiogram trace.
The mean of the three (two) Valsalva was taken as the
final value, (Appendix 2).

- Immediate heart rate response to standing: The test

was performed with the patient lying quietly on a
couch while the heart rate was recorded continuously
on electrocardiograph, the patient was then asked to
stand up, and the point at starting to stand was marked
on the electrocardiogram. The longest R-R intervals at
or around the 30th beat as well as that of the 15th beat
after starting to stand were measured with a ruler. The
characteristic heart rate response was expressed by the
30:15 ratio, (Appendix 2).

- Blood pressure response to standing: The test was
performed by measuring the patient’s blood pressure
with a sphygmomanometer while he/she was lying
down and again when he/she stood up. The postural fall
in blood pressure was taken as the difference between
the systolic pressure during lying and the systolic
pressure after three minutes of standing.

Zeg.ient Name
| Age | | Sex | | Weight | | Height | BMI | |
‘ Last Antidiabetic regimen ‘ ‘
History of risk factors for CAD
Hypertension Smoking Dyslipidemia

Obesity

Family history

History of:

Assessment of Autonomic Function

1- Symptom of postural dizziness

5- Abnormalities of sweating

2- Constipation or nocturnal diarrhea
3- Fecal and/or urinary incontinence
4- Erectile impotence or failure of ejaculation

Tests for detect Autonomic N.S. dysfunction

2- Mean Valsalva's ratio

BP after 3 min. of standing

1- HR variation during six maximal deep breathes mean (E:I ratio)

3- HR response to standing (30:15 pulse ratio)
4- BP response to standing: (The change)
BP after 15 min. rest in supine position

5- Mean diastolic BP before hand grip
Maximum diastolic BP after 5 min.

Resting ECG

Exercise ECG test

Appendix 1. The study protocol paper.
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Test Normal Borderline Abnormal
Heart rate response to Valsalva maneuver
(RR at rest/RR during Valsalva) >1.20 1.11-1.20 <110
Heart rate variation duration deep —
breathing (E:1 ratio)® E:lratio>1.20 | 1.11-1.20 <1.00
Immediate heart rate response to standing
(30™-15™ beat ratio) >1.04 101-1.03 <1.00
Blood pressure response to standing <10 mmH 11-29 mmH 30 mmH
(systolic) g g g
Blood pressure response to sustained hand 16 mmH 11-15 mmH <10 mmH
grip (rise in diastolic pressure) g g g

Appendix 2. The Scoring of the five cardiovascular Ewing tests as normal, borderline and abnormal results.

- Blood pressure response to sustained handgrip:
The sphygmo-manometer cuff utilized instead of
dynamometer in an analogous fashion. The maximum
voluntary contraction was first determined using the
modified sphygmomanometer cuff. Hand grip was
then maintained at 30% of that maximum for as long
as possible up to five minutes. Blood pressure was
measured three times before and one-minute interval
during handgrip. The result was expressed as the
difference between the highest diastolic blood pressure
during handgrip exercise and the mean of the three
diastolic pressures before handgrip began, (Appendix 2).

A resting period of 5 minutes was allowed between
one test and another. Each test scored (0) for normal (0.5)
for borderline and (1) for abnormal results, (Appendix 2).

The occasional tests, which could not be conducted,
were given a score of 0.5 (11 occasions out of 410).
The total score of the five tests was used for analysis,
patients with a score of three or more were regarded as
having definite CDAN.*

B. Resting ECG: Asymptomatic resting ECG
changes of planner or down slopping ST depression >1
mm regarded as positive.?

C. Exercise electrocardiography: A maximum
symptom limited exercise ECG test (EET) was
performed according to Bruce protocol between (8-
11 am) at cardiovascular physiology laboratory of
Ibn-Sena teaching hospital. Tests were supervised
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by the same observers with the same explanations
and encouragement given to each subject. Test was
terminated at patient request, fatigue, dyspnoea,
muscular pain and angina.'2%

Tests were analysed by the observer who was blinded
to patient status except as being diabetic. ST levels were
measured manually and ischemic response was defined
as >1 mm down slopping or horizontal depression
from baseline occurring 80 ms after the J point for
3 consecutive beats.’? Tests reported as positive or
negative.

D. Statistical methods: Chi-square test was used to
determine the statistical difference between the groups.
Results were considered significant when p<0.05.

RESULTS

According to the scoring system of the five
cardiovascular Ewing tests (Appendix 2): 34 (41.4%)
out of the total 82 patients were diagnosed as having
definite CDAN. Whereas among the 45 patients who
had performed EET 17 (37.7%) found to have definite
CDAN.

Patients with definite CDAN (34 patients) showed
more frequent parasympathetic abnormalities 20 (58%)
than sympathetic 10 (29.4%) patients. The remaining 4
patients (11.7%) who found to have both sympathetic
and parasympathetic abnormalities had long duration of
diabetes, (mean 13.2 years). Symptom(s) suggestive of
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autonomic neuropathy were found in only 12 (35.3%),
the remaining had only postural dizziness (which can
be explained on another base) or no symptom, in spite
of definite objective CDAN. The objective CDAN was
significantly correlated (p=0.038) with duration of
diabetes.

Resting ECG changes suggestive of SMI were found
in 9 (11%) of all patients. Another significant correlation
(p=0.019) was found between objective CDAN and
resting ECG changes suggestive of SMI, Table 1.

Among the 45 patients who had performed EET, 12
(26.6%) found to have SMI, one patient who sustained
anginal chest pain for the first time during EET was
excluded and there was significant correlation between
CDAN and SMI, (p=0.016). The correlation of the SMI
to the age, sex, duration of diabetes or to a multiple
cardiovascular risk factors were generally weak, Table 2.

DISCUSSION

In diabetic patients autonomic neuropathy rather
than pain threshold or endorphin level was thought
to obscure pain in SMI.# In the current study, the
presence of asymptomatic resting or exercise electro-
cardiographic abnormalities suggestive of ischemia,
were significantly associated with diabetic autonomic
neuropathy (p=0.019 and p=0.016, respectively).

Diabetic autonomic neuropathy was found in 34
(41.4%) of all patients, parasympathetic involvement
was earlier and more frequently seen than sympathetic.
The majority of patients with objective CDAN
(65.7%) reported no symptom attributed to autonomic
dysfunction. Postural dizziness alone had not been taken
as a sole symptom to judge the presence of symptomatic
DAN, as it could be explained by other factors such as
antihypertensive medications. Postural dizziness was
not necessarily associated with postural hypotension.
Similarly Wu et al®® in their study on heterogeneous
population of diabetic patients found a poor relation
between postural symptoms and postural hypotension.
Other investigators®® had reported the observations
of weak association between subjective and objective
features of DAN.

In previous studies in lraq, the prevalence of
DAN was 35% with dominance of parasympathetic
involvement according to Al-Obeidy and Al-Araji
(Personal communication). Benni and Al-Dabbagh
(personal communication) in their study on type 1
diabetes found the prevalence as 56.7%. Al-Anihad
reported it as 64.1%, but the mean duration of diabetes
among his patients was 8.2 years.*’

Niakan et al*® and Osullivan et al” in their studies
demonstrated that 34.2% and 41% of diabetic patients
had CDAN respectively. The duration of diabetes was

Objective CDAN*
_ Positive Negative Odd
Ches (=E2) n=34 (41.4%) | n=48 (58.6%) | 'O | PVl | o
No. % No. %
Presence of symptoms | symptomatic 12 | 545 | 10 455 22
suggestive of - 0.145 2.07
autonomic dysfunction Asymptomatic 22 36.6 38 63.3 60
. . >10 years 16 57.1 12 42.9 28
Duration of diabetes 0.038 | 2.67
<10 years 18 333 36 66.7 54
suggestive of SMI** Negative 27 |370| 46 | 63.0 | 73 ' '

*CDAN: Cardiovascular diabetic autonomic neuropathy, **SMI: Silent myocardial ischemia.
Table 1. Objective CDAN in relation to symptoms of autonomic neuropathy,
duration of diabetes and resting ECG changes suggestive of SMI.
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Exercise ECG test
_ Positive Negative .
Groups (n=45) (n=12, 26.6%) (n=33, 73.4%) Total p-value Odd ratio
No. % No. %
>65 years 4 36.3 7 63.7 11
Al 0.403 1.85
ge <65 years 8 235 | 26 | 765 | 34
Male 3 17.6 14 82.4 17
2 A4
Sex Female 9 321 | 19 | 679 | 28 0286 045
. . >10 years 4 25.0 12 75.0 16
Duration of diabetes 0.851 0.875
<10 years 8 27.5 21 72.5 29
Risk factors” for CAD | >) rjsk factors 9 30.0 21 70.0 30
(other than diabetes, old 0.475 1.71
age and male sex) <2 risk factors 3 20.0 12 80.0 15
— Positive CDAN 8 47.0 9 53.0 17
Objective CDAN ostive 0.016 5.33
Negative CDAN 4 14.2 24 85.8 28

#The studied cardiovascular risk factors at this step obesity (BMI >30), hypertension, smoking, family history of CAD,
*ECG: Electrocardiography, **CAD: Coronary Artery Disease, ***CDAN: Cardiovascular Diabetic Autonomic Neuropathy

Table 2. Correlation of exercise ECG™* test with age, sex, duration of diabetes, risk factors
for CAD** and objective CDAN***,

significantly correlated with the presence of objective
CDAN, (p=0.038). This suggests that prolonged
diabetes is a predictor for development of DAN. Unlike
some other investigator, the present study did not find
a significant correlation between duration of diabetes
and SMI (as detected by EET), this could be due to low
yield of EET in detecting SMI in comparison to other
tests or probably because the known duration of type 2
diabetes is not always precise. Thomas et al*® found the
duration of diabetes (type 1) as independent predictor of
SMI (as judged by an abnormal myocardial perfusion
scintigraphy). Janad Delenne et al*° advised screening
for SMI in type 2 diabetic patients with duration >10
years.

Resting ECG changes suggestive of SMI were found
in 9 (11%) of patients, 7 (77.7%) of them had CDAN.
There was statistically significant correlation between
asymptomatic resting ECG changes suggestive of
myocardial ischemia and objective CDAN, (p=0.019).
Taking in consideration, the previously suggested*
correlation between DAN and prolonged QT intervals,
resting ECG will assume an additional importance in
assessing potential cardiovascular risks in such patients.
In one population-based study*? (included 2233 men
and women) had found resting ECG abnormalities
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suggestive of asymptomatic CAD were more prevalent
among type 2 diabetics than others.

Silent myocardial ischemia as detected by positive
EET was found in 12 (26.6%) of patients, 8 (66.7%)
patients of them had definite CDAN. The correlation
of SMI with CDAN was shown to be significant,
(p=0.016).

Surprisingly, in this study, there was no significant
correlation between SMI and other major risk factors
for overt CAD like: old age, male sex and multiple
cardiovascular risks (at least two of: BMI>30,
hypertension, smoking and family history of CAD),
Table 2.

Depending on the observation of statistically
significant correlation between CDAN and SMI, this
suggests that DAN is a predictor of SMI and one
can expect to find objective CDAN in asymptomatic
diabetic patient with positive resting or exercise ECG.

In general, these findings go with agreement with
O’Sulliven’ et al who found the prevalence of CDAN as
41% and 64.7% of them had SMI (as judged by 24 hour
ambulatory ECG). Naka et al® had shown the prevalence



Journal of the Arab Board of Health Specializations Vol.19, No.2, 2018

of SMI in diabetics as 30% in general and 67.4% of
them had CDAN. Unlike the present study, Nestrow et
al®® concluded that SMI (as detected by Thalium 201
scintigraphic abnormalities) were most frequent in
diabetics with concomitant hypertension and smoking.

CONCLUSIONS

In Iragi type 2 diabetic patients objective autonomic
neuropathy was fairly common and related to duration
of diabetes. Symptoms of autonomic dysfunction were
prominent in some, but the majority of affected subjects
were asymptomatic. Although the yield of resting ECG
in detecting SMI was generally low, but it has an extra
advantages in diabetic patients with DAN.

Silent myocardial ischemia as detected by resting
or exercise ECG was not uncommon in patients with
diabetes, but much more common among those with
diabetic autonomic neuropathy. A patient with diabetic
autonomic neuropathy should have appropriate
follow-up.

RECOMMENDATIONS

A future study comparing the yield of EET, in
detecting SMI, with coronary angiography (the Gold
Standard) is needed. As far as DAN is fairly common
and frequently asymptomatic screening with autonomic
function tests especially for patients with prolonged
diabetes seems logical. A patient with DAN is more
susceptible to have silent ischemic event(s), so follow-
up with resting if not exercise ECGs is required.
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THE PREVALENCE OF CELIAC DISEASE IN CHILDREN WITH
IRON-DEFICIENCY ANEMIA IN CHILDREN
UNIVERSITY HOSPITAL IN DAMASCUS
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Lina Khouri, MD
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ABSTRACT

Objective: Celiac disease is an autoimmune-like systemic disorder in genetically susceptible persons perpetuated
by the daily ingested gluten cereals wheat, rye, and barley with manifestations in the intestine and in organs outside
the gut such as (iron deficiency anemia). Today it is understood that the nature of celiac disease is much more complex
than simply intestinal malabsorption, which, as such, is -in fact- no longer essential for the diagnosis. Iron-deficiency
anemia is the most commonly encountered anemia in humans. Iron-deficiency anemia also is a common extra-
intestinal manifestation of celiac disease. We do this study to determine the celiac disease prevalence in children
with iron-deficiency anemia and to compare the hematologic parameters in iron-deficiency anemia patients with and

without celiac disease in Children's University Hospital in Damascus.

Methods: The study was conducted at Children's University Hospital in Damascus, a prospective study between
2015 and 2016 included 75 children diagnosed with iron-deficiency anemia. Hemoglobin, red cell indices (mean
corpuscular volume MCV), serum iron, and serum ferritin were determined. Venous blood samples for anti-tissue
trans-glutaminase antibody immunoglobulin A were obtained from these patients. Upper gastrointestinal endoscopy
was recommended to patients who had positive serology. We categorized patients into one group of iron-deficiency
anemia patients with celiac disease, and one group of iron-deficiency anemia patients without celiac disease, we
collected results and then we compared its by SPSS.

Results: Of 75 patients with iron-deficiency anemia, 11 (14.6%) had positive serology for celiac disease. The
small intestine biopsy of all patients with positive serology showed villous atrophy (Marsh 3b in 7 patients, Marsh
3c in 4 patients). The mean hemoglobin level was significantly lower in iron-deficiency anemia patients with celiac
disease when compared to those without celiac disease (8.1+1.5 vs. 10.5+1.2 g/dl, p<0.05), serum iron and mean
corpuscular volume were significantly lower in iron-deficiency anemia patients with celiac disease when compared to
those without celiac disease (p<0.05), serum ferritin was lower in iron-deficiency anemia patients with celiac disease
when compared to those without celiac disease (p>0.05).

Conclusions: Screening of celiac disease by anti-tissue trans-glutaminase antibody should be done as a routine
investigation in children with iron-deficiency anemia. Biopsy should be recommended in patients with iron-deficiency
anemia who have positive celiac disease serology.

*Lina Khouri, MD, Assistant Professor, Department of Pediatrics, Faculty of Medicine, Damascus University, Syria. E-mail: linakhouri60@gmail.com
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THE PREVALENCE OF DEMODEX IN DAMASCUS, SYRIA

Lgee —(8dad dae (& dusall a8 LA
Abeer Alkafri, MD
$raSd ye

ABSTRACT

Objective: Demodexmites is an ectoparasites Acarians on the follicles and sebaceous glands in the face in humans,
and it became clear recently that it has a role in the skin manifestations of diseases. Therefore, our study aimed to
determine the prevalence of Demodex in adult’s patients who visited the dermatology clinics in Damascus between
2015 and 2017 to determine the prevalence of Demodex.

Methods: The study consisted of 259 patients, were in Damascus city, female shown more interest by their facial
skin. Samples were taken from superficial skin from the faces of the patients. The samples were embedded in KOH
(20%) solution, and then examined microscopically.

Results: Samples were taken from 259 patients (22.8% men and 77.2% women), the positive rate was 62.2% (161
out of 259). The study showed that the positive rate was spread in all seasons of the year with high raising in summer
32.6%.

Conclusions: Demodicidae is significantly prevalent disease in female visitors of dermatology clinic in Damascus city.
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CONGENITAL CYSTIC ADENOMATOID MALFORMATIONS
IN ANEWBORN: CASE REPORT
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ABSTRACT

Sixteen days old full term male came with a history of respiratory distress and poor feeding, antenatal ultrasound
done at 30 weeks of gestation revealed cystic lung mass. Chest X-ray revealed giant air filled cyst in left upper lobe,
we did thoracic CT scan which confirmed the presence of cystic mass, other investigations ruled out other anomalies.
After preparation baby was taken to theater, were left upper lobectomy was done, the pathology result was type |
cystic adenomatoid malformation. The child made good recovery and was discharged on the 5" postoperative day

without any complications.
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UNILATERAL AXILLARY METASTATIC NODES
WITH NEGATIVE MAMMOGRAM
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ABSTRACT

We report two cases of two women with occult breast
cancer (OBC) who initially presented with axillary
nodal metastases of unknown origin. In both cases,
physical examination and mammography results were
normal. Histological examination of the nodal mass
showed a metastatic carcinoma from the breast. All these
data suggested an occult carcinoma of the breast and
modified radical mastectomy (MRM) was performed in
one case. Histological findings of the removed specimen
failed to find the primary breast cancer lesion. Results
were consistent with clinical and mammography
findings. While the other case was managed through
axillary lymph node dissection (ALND) and Whole
breast radiotherapy (XRT).

INTRODUCTION

Occult breast cancer (OBC) is defined as

histologically proven breast cancer discovered outside
the breast in the absence of a primary breast tumor. The
lack of knowledge of the initial focus of malignancy is
a diagnostic and therapeutic dilemma as breast cancer
is the first cause of such a condition. Occult primary
breast cancer was first described in 1907 by Halsted.!
It has a rare occurrence arranging from 0.3 t01.0%
among patients who present with breast cancer, and due
to its rarity, its natural history has not yet been clearly
documented.

Here, we report two cases of occult primary breast

cancer, together with review of the literature on
diagnosis, treatment and prognosis of this rare disease.

CASE PRESENTATION

Two female patients presented with metastatic axillary
lymph nodes. Following are details of the patients’ age,

*Muzna Nanaa, Doctoral student at Aleppo University Hospital, Aleppo, Syria. E-mail: muzna_mn@yahoo.com.
*Mouhamad Walhan Arsllan, Professor of Diagnostic Radiology, Aleppo, Syria.

*Anwar Chammout, Professor of Clinical Radiation Oncology, Aleppo, Syria.
*Rania Hammash, Radiologist at Aleppo University Hospital, Aleppo, Syria.
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clinical presentations, diagnostic procedures, and the
type of treatment done.

Case 1: A 55-year-old woman presented with an
incidentally discovered lump in her left armpit. She
had no personal or familial history of breast cancer.
Ultrasound showed a large pathological lymph node
with negative mammography and ultrasound. ALND
was done and we had metastases in only 1/13 lymph
node with no adjacent axillary located mammary
ducts or acini seen. Immuno-staning results were: ER/

R

Figure 1. Left: Ultrasound of left axilla shows hypoechoic lymph node measures 4 cm with loss of fatty
hila. Right: Bilateral mammogram of breast shows no primary lesions.

PR: negative/weakly positive, HER2: negative, CK7:
positive, CK20: negative, TTF1: negative.

Diagnosis of metastatic breast ductal carcinoma
was established. Postoperative MRI was nonspecific.
Modified radical mastectomy was performed. Pathology
of the removed breast revealed absence of any initial
tumor foci in the breast. Treatment was completed with
adjuvant chemotherapy.

Case 2: A 65-year-old woman presented with a

Figure 2. Right: Ultrasonogram of right axilla showed an irregular wall cystic lesion measures about 2 cm with
acoustic enhancement, it represents nodal mass with necrosis. Left: Bilateral mammogram of breast shows lymph
node in the right axilla with no primary lesions.
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painful lesion in her right armpit from two months ago.
She had no personal or familial history of breast cancer.

Diagnostic workup including an ultrasound exhibited
cystic mass with adjacent atypical lymph node.
Mammography, sonography and MDCT Neck, chest,
abdomen and pelvis was also negative to investigate the
focus of primary malignancy. Pathological nodes were
excised and sent to the pathologist who confirmed
metastases in 6/8 LN and specified its mammary origin
by immune-stains. Immuno-staning results were:
ER: positive, CK7: positive, CK20: negative, TTF1:
negative. Instead of undergoing mastectomy, the patient
elected to undergo conserving therapy (BCT), which
consists of axillary lymph node dissection and whole
breast radiotherapy. Treatment was completed using
chemo-endocrine therapy.

DISCUSSION

The incidence of axillary breast cancer with occult
primary is rare, with a peak incidence at the age of 55
years.?3

A carcinoma found in the axillary lymph node maybe
caused by primary carcinoma of heterotopic glandular
tissue or metastatic neoplasm. Carcinomas arising in the
heterotopic glandular tissue should accompany the pre-
existing non-neoplastic glandular component and the
ectopic tissue may be present in more than one lymph
node.*®

The differential diagnosis of metastatic adeno-
carcinoma in the axilla included the breast, uterus,
ovary, lung, thyroid, Gl tract and kidney.®

Diagnostic workup for an axillary metastasis must
first rule out other primary sites of disease. Dedicated
imaging of the breast for occult primary breast cancer
includes breast ultrasound and MRI.

Although contrast-enhanced MRI has the highest
sensitivity among the many imaging modalities for the
breast, its specificity is low. Therefore, localization with
using MR-correlated mammography or MR-guided
second-look US can be a practical imaging alternative.®

37

Estrogen/progesterone receptor ER/PR analysis is
recommended on the initial biopsy not only because
may provide information regarding the identity of the
primary tumor, but also may be the sole opportunity to
determine its hormone receptor status since a primary
tumor may never be identified or, if found, may be so
small to render ER/PR assay impracticable.

This information then has implications regarding
subsequent response to hormonal therapy or adjuvant
chemotherapy.®°

The treatment of occult breast cancer remains
controversial, as modified radical mastectomy (MRM)
is generally the accepted treatment for this condition
although tumor is identified in only two-thirds of
mastectomy specimens.*!

MRI of the breast may facilitate breast conservation
in selected women with positive predictive value of
95%. Negative breast MRI predicts low tumor yield at
mastectomy.!

Patients with OBC who received ALND and
subsequent breast radiotherapy had similar outcomes to
patients who underwent mastectomy.*2

The overall 10 year survival for patients with occult
breast cancer is 50-71%. Survival has not been shown
to be dependent on whether the primary cancer in the
mastectomy specimen is found.**°

The presence of four or more involved lymph nodes
may independently predict poor outcomes of OBC.%?
Both the nodal and ER status have been shown to be the
major prognostic variables.

CONCLUSIONS

Women with carcinoma in an axillary node, having no
known primary tumor, should be assumed to have breast
cancer until proven otherwise.® Breast MRI can identify
occult breast carcinoma and may optimize diagnostic
accuracy and, in turn, disease management.” Patients
with poor survival factors should be managed similarly
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to other patients with node-positive and palpable breast
cancer with adjuvant chemo-endocrine therapy.*
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Medical Case
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A 46-year-old man presented to the emergency department with a 1-month history of fatigue, shortness of breath,
and low back pain and report of a weight loss of 30 kg over the previous 10 months. On physical examination, his
conjunctiva and palms were pale. Laboratory evaluation revealed a hemoglobin level of 4.9 g per deciliter (reference
range, 12 to 16), a creatinine level of 5.4 mg per deciliter (480 pumol per liter; reference range, 0.4 to 1.0 mg per
deciliter [35 to 88 umol per liter]), and a calcium level of 12 mg per deciliter (3 mmol per liter; reference range,
8.9 to 10.3 mg per deciliter [2.2 to 2.6 mmol per liter]). A skeletal survey showed diffuse osteopenia, a pubic bone
fracture, and numerous radiolucent lesions on the skull, which had an appearance known as “raindrop skull”

- a pattern of lytic or punched-out lesions that resemble raindrops hitting a surface and splashing. These findings are
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characteristic of multiple myeloma. The diagnosis was confirmed by bone marrow biopsy and aspirate samples

that showed 50% clonal plasma cells in the marrow; serum protein electrophoresis revealed a monoclonal IgA

paraprotein. Initial management included red-cell transfusion for treatment of anemia and hydration to correct
hypercalcemia. The patient did not respond well to induction therapy and died 3 months after diagnosis.
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Medical Case

Retinal Vasculitis in Takayasu’s Arteritis
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A 25-year-old woman with newly diagnosed Takayasu’s arteritis was referred to the ophthalmology clinic because
of a 4-week history of gradual, painless loss of vision in both eyes. Ophthalmologic examination revealed severe
impairment, with perception of only light in the right eye and hand motion in the left eye. Slit-lamp examination

showed normal anterior segments. Funduscopic evaluation revealed impaired circulation in retinal arteries and
veins, and fundus fluorescein angiography showed segmented retinal blood flow (also known as “boxcarring”)
(Panel A). Takayasu’s arteritis is a rare, systemic, large-vessel vasculitis. Impairment of vision is associated with
involvement of the carotid and vertebral arteries and their branches that leads to decreased perfusion of the eye.
The patient underwent percutaneous endovascular stenting of the common carotid and vertebral arteries and
initiated treatment with oral glucocorticoids and azathioprine. At follow-up 4 weeks later, repeat fundus fluorescein
angiography showed that the retinal blood flow had improved and was no longer segmented (Panel B). Visual
acuity measured 20/400 in the left eye, and perception remained limited to light in the right eye.
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Public Health

Ll Aan

Efficacy and effectiveness of high-dose versus standard-dose
influenza vaccination for older adults

Cpienal) die [3gla0Y) 7 1 (e 4 jlnall Ao jally 45jla Allad) Ao jad) Adladg 35 liS

Lee JKH, et al.
Expert Rev Vaccines 2018 May 1.

Background: Influenza is responsible for a significant disease burden annually, especially in older adults. This
study reviews the relative vaccine efficacy or effectiveness (rVE) of high-dose inactivated trivalent influenza
vaccine (HD-IIV3) compared to standard-dose influenza vaccines (IIV3) in adults >65 against influenza-
associated outcomes to inform evidence-based decision-making to shift clinical practice and standard of care
in this population.

Methods: A systematic review was conducted for studies assessing the rVE of HD-11V3 against probable/
laboratory-confirmed influenza-like illness (ILI), hospital admissions, and death in adults >65. Results from
individual seasons were meta-analyzed and the random-effects model was used to estimate pooled rVEs.
Results: After screening 992 studies, seven studies were meta-analyzed. HD-11\VV3 demonstrated improved
protection against IL1 compared to SD-11V3 (rVE=19.5%; 95%CI:88.6-29.0%). HD-11\V3 was also more
effective at preventing hospital admissions from all-causes (rVE=9.1%; 95%CI:2.4-15.3%), as well as influenza
(rVE=17.8%; 95%CI: 8.1-26.5%), pneumonia (rVE=24.3%, 95%CI:13.9-33.4%), and cardiorespiratory
events (rVE=18.2%; 95%CI:6.8-28.1%). rVE against post-influenza mortality was 22.2% (95%CI:-18.2-
48.8%) and 2.5% (95%Cl:-5.2-9.5%) against all-cause mortality.

Conclusions: Available evidence suggests HD-11V3 is more effective than SD-11V3 at reducing the clinical
outcomes associated with influenza infection in older adults and should be considered for routine use in the
65+ population.

s i)l oLl ) dxalyal) 030 Cadgd . pinsall myal) die dalis clsin 58 Ama plel DY) rdad) LA4
Lladll e all ae 4l HD-11V3 Jlaxadl sil<ill 6 35day) ~ @ e 4l deall (ddladll i) (F'VE) 4l
VAl e JIE pay cang iglaayl dasyall il Ll @lldy din 65w B8 Ul xie TIV3 1play) ~ @ o
el (e dpyanll desendll o2 die ALl Aliadly Ayl Aupleddl (8 a0 eha) By pa dsa

axidl ¢lall am HD-1IV3 Gl (F'VE) Gl 50 apity celd a3l cluhall dagie daalie cha) & tdadd) ok
Sl diai ehal & el o A 655 Gl 2 Gl Gadl 5 el OVl clpsia Jeinll/SS5all 1 iy
IVE Gl dopentil) Ll 3N apii 8 Ab)sdall GLAEN £3sa aatin) WS ciduaill Jalsall slelye ge milull

S Ll AW e Al de gl Gl Lleaase @ duy 992 dial e @luhyy 7 Jad Sl didad sl &zl
V3 1Y) # W e dpleal) depall ae d3ylally 1l aniiadl o)) (e 44510 8 dliadl HD-11V3 Jlasdl) il
JSTHD-V3 4l dejall il LS ((%88.6-29.0 :%95 48 Jualsis %19.5=IVE il Lympeaill Gyl 5, SI)
:%95 48 Jualsty %9.1=EVr £l Lnpeaill Lyl 50 1€11) L) Gty afall 8 Jpill dalall (e aal) 3 4llad
%24.3=rVE) a5l <ld e Ll ((%26.5-8.1 :%95 id Jualsis %17.8=rVE) 13islasyl e 4,65 ((%15.3-2.4

44



Journal of the Arab Board of Health Specializations \ol.19, No.2, 2018

3.l caly L (%28.1-6.8:%95 4& Jualsty %18.2=rVE) dudnl) il Gaalsally (%33.4-13.9:%95 i Jualsy
%2.5 il LS ((%48.8-18.2 :%95 i& Jualst) %22.2 13sil) aey Lo il Lwally IVE £l Lgnpentl) dgauaill
ol et gl Al (%9.5-5.2 :%95 A& Jualsi)

dcsall e Aled ST HD-11VE Jlasdd) slall 535 1glay) ~ W e Alad)l dejal) o 5l QYA # 5 : culalisiay)
G gy el papall die Dnglay L oYl ddadpall Ayl @G e aadl & TV Dsla) 6 e 4yl
A 65 G s ol die dwpdl Ayl duladl 8 Ldudn e Jeal)

Pediatrics
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Lung ultrasound findings
in congenital pulmonary airway malformation
A0 Asigall 368 sVl gl ligaga
Lsil) Alped) (3ol b Al cilagddl) eyl 8

Yousef N, et al.
Am J Perinatol 2018 May 1.

Background and objective: Congenital pulmonary airway malformation (CPAM) is a group of rare congenital
malformations of the lung and airways. Lung ultrasound (LU) is increasingly used to diagnose neonatal
respiratory diseases since it is quick, easy to learn, and radiation-free, but no formal data exist for congenital
lung malformations. We aimed to describe LU findings in CPAM neonates needing neonatal intensive care unit
(NICU) admission and to compare them with a control population.

Methods: A retrospective review of CPAM cases from three tertiary academic NICUs over 3 years (2014-
2016) identified five patients with CPAM who had undergone LU examination. LU was compared with chest
radiograms and computed tomography (CT) scans that were used as references.

Results: CPAM lesions were easily identified and corresponded well with CT scans; they varied from a single
large cystic lesion, multiple hypoechoic lesions, and/or consolidation. The first two LU findings have not been
described in other respiratory conditions and were not found in controls.

Conclusions: We provide the first description of LU findings in neonates with CPAM. LU may be used to
confirm antenatally diagnosed CPAM and to suspect CPAM in infants with respiratory distress if cystic lung
lesions are revealed. Further studies are necessary to define the place of LU in the management of CPAM.
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Sudden unexpected cardio-respiratory arrest
after venipuncture in children

JUbY) die a8l I3 Ales ) adgiall b o oalial) il 8 8 gl

Jeong G, et al.
Korean J Pediatr 2018 Apr;61(4):108-13.

Purpose: This study aimed to investigate the clinical and socioenvironmental characteristics of sudden
cardiorespiratory arrest after venipuncture in children.

Methods: We conducted a retrospective email-based survey of all members of the Korean Pediatric Society. The
questionnaire included items on patient demographics, socioenvironmental circumstances of the venipuncture,
type of cardiorespiratory arrest, symptoms and signs, treatment, prognosis, and presumed cause of the arrest.
Results: Fourteen patients were identified. Of these, 13 were young children (<2 years old), and 1 was 14 years
old. All patients had been previously healthy and had no specific risk factors for sudden cardiorespiratory arrest.
Most cases (n=11, 79%) were defined as cardiac or cardiorespiratory arrest, while the remaining cases (n=3,
21%) were defined as respiratory arrest. Aspiration (n=3), acute myocarditis (n=2), and laryngeal chemoreflex
(n=1) were presumed as the causes; however, the exact causes were unclear. The overall prognosis was poor
(death, n=7; morbidity, n=5; full recovery, n=2). The medical institutions faced severe backlash because of these
incidents (out-of-court settlement, n=5; medical lawsuit, n=5; continuous harassment, n=3).

Conclusion: Cardiorespiratory arrest after venipuncture is unpredictable and the probable cause of most cases is
a vasovagal reaction. Medical personnel must be aware of the risk of unexpected cardiorespiratory arrest during
routine intravenous procedures.
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Epilepsy syndromes during the first year of life
and the usefulness of an epilepsy gene panel

grall &) all cflLaay) Saildy sLadl (e (AgY) Aud) A £ pal) cilajia

Lee EH.
Korean J Pediatr 2018 Apr;61(4):101-7.

Recent advances in genetics have determined that a number of epilepsy syndromes that occur in the first year of
life are associated with genetic etiologies. These syndromes range from benign familial epilepsy syndromes to
early-onset epileptic encephalopathies that lead to poor prognoses and severe psychomotor retardation. An early
genetic diagnosis can save time and overall cost by reducing the amount of time and resources expended to reach
a diagnosis. Furthermore, a genetic diagnosis can provide accurate prognostic information and, in certain cases,
enable targeted therapy. Here, several early infantile epilepsy syndromes with strong genetic associations are
briefly reviewed, and their genotype-phenotype correlations are summarized. Because the clinical presentations
of these disorders frequently overlap and have heterogeneous genetic causes, next-generation sequencing
(NGS)-based gene panel testing represents a more powerful diagnostic tool than single gene testing. As genetic
information accumulates, genetic testing will likely play an increasingly important role in diagnosing pediatric
epilepsy. However, the efforts of clinicians to classify phenotypes in nondiagnosed patients and improve their
ability to interpret genetic variants remain important in the NGS era.
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Fetal neuroprotection by magnesium sulfate
Gl die dpaal) LB A agiaiiall Glilu g

Chollat C, et al.
Front Neurol 2018 Apr 16;9:247.

Despite improvements in perinatal care, preterm birth still occurs regularly and the associated brain injury and
adverse neurological outcomes remain a persistent challenge. Antenatal magnesium sulfate administration is
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an intervention with demonstrated neuroprotective effects for preterm births before 32 weeks of gestation
(WG). Owing to its biological properties, including its action as an N-methyl-d-aspartate receptor blocker
and its anti-inflammatory effects, magnesium is a good candidate for neuroprotection. In hypoxia models,
including hypoxia-ischemia, inflammation, and excitotoxicity in various species (mice, rats, pigs), magnesium
sulfate preconditioning decreased the induced lesions sizes and inflammatory cytokine levels, prevented cell
death, and improved long-term behavior. In humans, some observational studies have demonstrated reduced
risks of cerebral palsy after antenatal magnesium sulfate therapy. Meta-analyses of five randomized controlled
trials using magnesium sulfate as a neuroprotectant showed amelioration of cerebral palsy at 2 years. A
meta-analysis of individual participant data from these trials showed an equally strong decrease in cerebral
palsy and the combined risk of fetal/infant death and cerebral palsy at 2 years. The benefit remained similar
regardless of gestational age, cause of prematurity, and total dose received. These data support the use of a
minimal dose (e.g., 4 g loading dose =1 g/h maintenance dose over 12 h) to avoid potential deleterious effects.
Antenatal magnesium sulfate is now recommended by the World Health Organization and many pediatric
and obstetrical societies, and it is requisite to maximize its administration among women at risk of preterm
delivery before 32 WG.
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Hypercalciuria and febrile convulsion in children under 5 years old
dalad) Lo 99 JUY) wis 45 al) cladiaY )y Joal) agaalls Lajd

Gorabi VS, et al.
Korean J Pediatr 2018 Apr;61(4):129-31.

Purpose: The association between hypercalciuria and febrile convulsion is controversial. The present study
aimed to investigate the statistical association between hypercalciuria and childhood febrile convulsions.
Methods: Overall, 160 children aged 6 months to 5 years, including 80 children with febrile convulsion and 80
febrile children without convulsion (comparison group), were recruited. All laboratory tests, including 24-hour
urine calcium, were undertaken in an academic clinical laboratory.
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Results: Forty-five children of the febrile convulsion group (60%) and 30 of the comparison group (40%) had
hypercalciuria. There was a significant difference between the 2 groups (P=0.02).

Conclusion: Our results indicated that there is a statistical association between convulsion and hypercalciuria
in children. Since we found this association with a cross-sectional assessment, further studies, especially
prospective and controlled designs, are needed.

eleatind Y ol o3a Caags . Jaall (e LESH Dlie JWLY sie dysall cilaSERY s Jodl asandlS Jad oy Y J15 Lo i) Cise
LYY die dyygsall cladiayls Jsdll psandlS 1ajd G Slany) Lol

o pedl (AT ik 80 5 (5)55m 7501 Allay il 80 agis i 55 el 6 atjlact ik 160 il cilass siad)
il 24 Js b asedl€l) (s5iue lgiaa a5 Aa ) Ayl Ciliagadll aan eha) & L (1R A gan) o080 Als po ddiljia ye
aanlSY) Ayl sl aaf

dcsena & JULY) (e 305 (%60 dui) gysyad) z AV A sana 3 JUY) (0 45 vie Joll assdlS 8 T 2gmg Jangl rguilidl)
1(0.022p) Gyt senall G ola ilas) G 355 e (%40 i) A

LLaN) 138 ol daiy JULY) vie o) assedlS Jajdy aSERY] (o dala ML‘Q\ WDl g ) ol sde el el
Ll sagall 528 2SH (A grime ilulyyy Adiive ciluly 4..4&;}) @Al Sl eha) (e 0 U e il dusdaiall Ayl 038 &

Obstetrics And Gynecology
Al e ls sl

Pessary use in stress urinary incontinence: a review of advantages,
complications, patient satisfaction, and quality of life
tgagad) Ul Gades s B culilal) afadiud
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Al-Shaikh G, et al.
Int J Womens Health 2018 Apr 17;10:195-201.

Stress urinary incontinnce (SUI) is a common condition among women. The usual approach to treatment of
SUI is a stepwise plan from conservative to surgical procedures. A vaginal pessary is one of the commonly
used conservative treatments that offer symptomatic improvement for women with incontinence. This
review provides a critical analysis of the benefits and shortcomings offered by vaginal pessaries to patients
affected by SUI, with a particular focus on indications, advantages, quality of life, patient satisfaction, and
potential complications. To obtain the required information, an extensive search of PubMed and Cochrane
databases was performed, covering the time frame from January 2000 to December 2016. We also surveyed
the published guidelines of American Urological Association, Canadian Urological Association, American
Urogynecological Society, National Institutes of Health (USA), and National Institute for Health and Care
Excellence (UK). A total of 192 original research papers, review articles, and clinical trials were identified.
The analysis of retrieved data provides evidence that vaginal pessaries constitute an effective nonsurgical
option for SUI. The satisfaction rate with pessary use is high and only minor complications, if any, occur,
vaginal discharge being the most common. The reviewed studies document that vaginal pessaries provide an
adequate control of SUI if they are fit properly and managed by frequent replacements and regular checkups.
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They should be considered among the first line of treatment for SUI associated with exercise and increased
intra-abdominal pressure.
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Application of stem cells to infertility treatment
with emphasis on mesenchymal stem cells and ovarian stem cells
Lgadl) Gali el dgdlea 8 e dad) LAY aladia)
dpdagial) Lo dal) DAY Ldagiall Ao dal) LYAY o 58530 ga

Lorzadeh N, et al.
Am J Perinatol 2018 May 1.

Stem cells are a population of undifferentiated cells that originated from embryonic and fetal stages of
development. Stem cells possess the potency to produce cells that ultimately form different tissues and
organs. They are considered as potential alternative novel therapeutic agents for patients suffering from
infertility due to their unlimited source and high differentiation potency. There are several studies that have
shown that different types of stem cells (mesenchymal stem cells, embryonic, endometrial, and ovarian stem
cells) can be differentiated into both spermatozoa and oocytes in vitro, proving their potential clinical use in
management and cure of infertility issues. Furthermore, mouse model studies have shown that ovarian stem
cells, when cultured in vitro, can differentiate into a mature oocyte; however, there are still a lot of debates
and complications attached to this concept. In addition, this is yet to be established using human ovarian stem
cells, but, if established, would be a novel fertility preservation and treatment technique for women with
infertility-related complications. This review gives comprehensive details of the available clinical application
of stem cells in infertility treatment.
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Prognostic significance of preoperative serum albumin
in epithelial ovarian cancer patients
Crmasaly) il giesal Ay, 00Y) Asard)
el panall o el A Juaal) B

Ge LN, etal.
Cancer Manag Res 2018 Apr 17;10:815-825.

Purpose: To comprehensively assess the impact of preoperative serum albumin levels on survival of patients
with epithelial ovarian cancer (EOC).

Materials and methods: Two independent researchers searched the PubMed, Embase, and Web of Science
databases to identify relevant studies from inception to October 20, 2017. The studies were independently
reviewed and those deemed eligible were selected based on predetermined selection criteria. Summarized HRs
and 95% Cls were calculated for overall survival (OS) with a profile likelihood random-effects model.
Results: Twelve cohort studies comprising 3884 EOC patients were included for analysis. Comparison of the
highest vs the lowest categories of preoperative serum albumin yielded a summarized HR of 0.63 (95% CI1=0.45-
0.88, 1>=88.8%). Although the results were robust in all subgroup analyses stratified by International Federation
of Gynecology and Obstetrics (FIGO) stage, cutoff definition, geographical location, quality of study, number of
EOC cases, follow up time, and adjustments made for potential confounders, not all were statistically significant.
Of note, dose-response analysis showed that for each 10 g/L increment in preoperative serum albumin level, the
summary HR was 0.56 (95% C1=0.35-0.92, 1°=78.6%). No evidence of publication bias was detected by funnel
plot analysis and formal statistical tests. Sensitivity analyses showed no important differences in the estimates
of effects.

Conclusions: The present meta-analysis suggests that preoperative serum aloumin can be used as an independent
prognostic predictor of OS in EOC patients. Since the included studies had high heterogeneity and retrospective
designs, these results require further validation with prospective cohort trials enrolling larger patient populations
with longer follow-up examinations.

EOC yledall apall lajes ciliapye die Lad) e Juaall 8 GreslV) ciligine 586 Jon Jold ani o lpa) riad) cisa
<Ll aaasl Web of Science s Embase (PubMed cilily acld (raca casy elyaly e (S5 Gbialy 218 s&iad) (3 hg dga
Sasna ulae lie) 5 Cys Jiee JS8 Sluball Raabe i 2017 J1 G5 20 s (e ley by Cindl g guingal Gyl
Al sl Bl 7 3 ga alasinly Alaa) LA 9695 A8 Jualsts HR 5)shall caws Glua 2 Azl yall 03¢ Aiaaiall caluhall LY

Lgllasdu
Cilesane A5l coyelal L Jatl) s 4 glelall (el laje Slage (e 3884 Gaal dulpy 12 Gpea &5 sl
<0.88-0.45 :%95 & Jualsi) 0.63 3ysha dai dahall Ui Juadl 3 Cpasal¥] ligival Liall 35080 Cile ganay Llall 3508)
llal) A1) FIGO 3 bt oyl s pay iaiiyal) il cile ganal) OIS 6 i) o3 dgain (0 a2l oy . (%688.8=12
daglial) 330 (gyledal) () oy Ve s Auball de g o brall aisdl i pall Al Capt o(sludl) (alyls adgll
il opelal Lo Ly SAIL paall L Adlany) daeall Aol lgasan o ol Leil V) el 3S5a el gal) daiis 8haall cdaails

51



Journal of the Arab Board of Health Specializations Vol.19, No.2, 2018

A& Juals) 0.56 3)shall s dad Dy clag)l daball J8 (pesl¥) Gilisine (& Jfg 10 33l IS oL depali-dlany)
iglasy) chlayls funnel plot diss DA e a4 s ssag Ao IV Jaus ol L(%78.6=12 <0.92-0.35 :%95
Al

sie Ladll (gl (gt JalaS padind of (S Aaball 8 Juadd) (G Cpesl) Gligine o Sldl) Jalail 138 il o5 s clalifiay)
ol oda (la cculuhll aalyll Jaailly Jalall 138 3 diacaiall cluhall 58 4las dgasl Aaing L gyledall (mnall (s iliayye
2a Jshal daslie cihlal pa oyl o ST Ialae] (et Alise Tl lalyy DA e Geel 28B ) #lia

The effect of initiating intravenous oxytocin infusion before uterine incision
on the blood loss during elective cesarean section
adll Bl o anyl (34 08 Ldyg OXYLOCIN quypeay g2 il
AAny) 4 padl) aldead) JMA

Abdelaleem AA, et al.
J Matern Fetal Neonatal Med 2018 Apr 30:1-141.

Objective: This study compares the effect of starting intravenous oxytocin infusion early before uterine
incision versus late after umbilical cord clamping on the blood loss during elective cesarean section
(CS).

Methods: A single-blinded randomized clinical trial conducted on 200 pregnant women at term (>37 weeks)
gestation scheduled for elective CS were assigned to either IV infusion of 30 IU of oxytocin started before
uterine incision (Group 1) or started immediately after clamping the umbilical cord (Group II). The primary
outcome was the mean volume of blood loss during CS. The secondary outcomes included the mean volume of
postoperative blood loss, the mean reduction in the hemoglobin and hematocrit levels, the need for additional
uterotonics, blood transfusion and additional surgical procedures.

Results: The baseline characteristics of both groups are quiet similar. No statistical significant difference
between both groups as regard to pre- and postpartum hemoglobin levels (p=0.06 and 0.24 respectively) and
hematocrit values (p=0.12 and 0.51 respectively). There was a significant reduction in the intraoperative blood
loss in group | compared with group 11 (432.7+£90.6 versus 588.9+96.3 mL respectively, p=0.001). The need
for additional uterotonics was more frequent in the group Il (19 women) than in group | (seven women) with
statistical significance (p=0.002). No differences between both groups regarding the need for blood transfusion
or additional surgical procedures.

Conclusions: Initiating intravenous oxytocin infusion before uterine incision during elective CS could be
associated with reduction in the intraoperative blood loss and the need for additional uterotonics.
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Infections complicating cesarean delivery
L padll 5060 JA cUDERY Aygal) clilisy)

Sood G, et al.
Curr Opin Infect Dis 2018 May 29.

Purpose of review: Cesarean sections are common surgical procedures performed in a healthy
population and are unique because of a relatively high rate of postoperative infection. There have
been many important advances in understanding the pathogenesis of infection and evaluation of
interventions to prevent post cesarean section infections in the last few years. Our purpose in this
review is to analyze these new data, discuss unanswered questions, and propose changes in standard
of care.

Recent findings: Wound closure techniques including subcuticular sutures and subcutaneous suturing have
been shown to be effective at reducing surgical site infections. Wound dressings including negative pressure
dressings likely do not decrease infection rates. The type, timing, and duration of preoperative prophylactic
antibiotics, including adjunctive azithromycin for laboring women and multidose antibiotics in obese women,
have also yielded mixed results. Our understanding of normal uterine microbiome and the impact of intrapartum
antibiotics on the newborn is emerging.

Summary: The pathogenesis of surgical site infections after Cesarean section is complex and multifactorial.
Many interventions to reduce infections have been studied with varying degrees of effectiveness. Despite
advances in the area, important questions remain unanswered.
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Effects of bariatric surgery on the esophagus
sl o Lol daa il
Savarino E, et al.

Curr Opin Gastroenterol 2018 May 26.

Purpose of review: Bariatric surgery is the best therapeutic approach to patients with morbid obesity, but
there is mounting evidence that it is associated with esophageal dysfunctions, including gastroesophageal
reflux disease (GERD) and motor disorders. In the present review, we summarize the existing information on
the complex link between bariatric surgery and esophageal disorders.

Recent findings: Although high-quality studies on these effects are lacking, because of evident methodological
flaws and retrospective nature, the review of published investigations show that pure restrictive procedures,
such as laparoscopic adjustable gastric banding (LAGB) and laparoscopic sleeve gastrectomy (LSG), are
associated with de novo development or worsening of GERD. Moreover, LAGB is the procedure with the
greatest frequency of esophageal motor disorders, including impairment of LES relaxation and ineffective
esophageal peristalsis associated with esophageal dilation. LSG seems to be less associated with esophageal
dysmaotility, although evidence derived from studies with objective measurements of esophageal dysfunction is
limited. Finally, RYGB seems to be the best procedure for improvement of GERD symptoms and preservation
of esophageal function.

Summary: Overall, the restrictive-malabsorptive approach represented by RYGB must be preferred to
pure restrictive operations in order to avoid the negative consequences of bariatric surgery on esophageal
functions.
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Ipsilateral breast tumor reappearance and contralateral breast cancer
after primary breast cancer treatment
OUapually Al 5 1) (8 0 9l) 9¢di Bage

Corso G, et al.
Oncology 2018 May 30:1-9.

Objective: The aim of this retrospective study was to assess the risk factors for developing ipsilateral breast
tumor reappearance (IBTR) and de novo contralateral breast cancer (BC) after primary BC treatment.
Methods: Retrospectively, 15,168 consecutive patients with primary monolateral BC were enrolled in this
monocentric study (from June 1994 to December 2006). Clinicopathological features, follow-up, and survival
at 15 years were considered for statistical analysis.

Results: Significant associations of increased risk for IBTR were verified with metastatic axillary lymph
nodes (HR 1.37 [1.15-1.62], p=0.0004), high tumor grade G2 (HR 1.35[1.05-1.74], p=0.02) and G3 (HR
1.35 [1.01-1.79], p=0.04), luminal B (HR 1.51 [1.25-1.82], p<0.0001), and HER2-positive (HR1.66 [1.14-
2.41], p=0.008) and triple-negative subtype (HR 1.54 [1.07-2.21], p=0.02). Older age (HR 1.44 [1.08-1.91],
p=0.01) and positive family history (HR 1.85 [1.47-2.32], p<0.0001) were risk factors for contralateral BC.
Significant protective factors for IBTR were hormonotherapy (HR 0.71 [0.59-0.85], p=0.0003), chemotherapy
(HR 0.72 [0.60-0.87], p=0.001), and radiotherapy (HR 0.73 [0.61-0.87], p=0.0005). Hormonotherapy was
also confirmed as a protective factor for contralateral second BC (HR 0.43 [0.30-0.60], p<0.0001).
Conclusions: We classified factors for IBTR and contralateral BC in high- and low-risk groups. In the high-
risk group, breast surgery still remains more important than in the low-risk group, which seems to benefit
more from adjuvant treatments.
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Outcomes following trauma laparotomy
for hypotensive trauma patients
Ohall @b el A Aaadlal) gl
pdll a8 g 3929 aa gl g Ais

Marsden M, et al.
J Trauma Acute Care Surg 2018 May 25.

Background: The management of trauma patients has changed radically in the last decade and studies have
shown overall improvements in survival. However, reduction in mortality for the many may obscure a lack
of progress in some high-risk patients. We sought to examine the outcomes for hypotensive patients requiring
laparotomy in UK military and civilian cohorts.

Methods: We undertook a review of two prospectively maintained trauma databases; the UK Joint Theatre
Trauma Registry (JTTR) for the military cohort (4th February 2003 to 21st September 2014), and the trauma
registry of the Royal London Hospital MTC (1st January 2012 to 1st January 2017) for civilian patients.
Adults undergoing trauma laparotomy within 90 minutes of arrival at the Emergency Department (ED) were
included.

Results: Hypotension was present on arrival at the ED in 155/761 (20.4%) military patients. Mortality was
higher in hypotensive casualties 25.8% vs 9.7% normotensive casualties (p<0.001). Hypotension was present
on arrival at the ED in 63/176 (35.7%) civilian patients. Mortality was higher in hypotensive patients 47.6%
vs 12.4% normotensive patients (p<0.001). In both cohorts of hypotensive patients neither the average injury
severity, the prehospital time, the ED arrival SBP, nor mortality rate changed significantly during the study
period.

Conclusions: Despite improvements in survival after trauma for patients overall, the mortality for patients
undergoing laparotomy who arrive at the Emergency Department with hypotension has not changed and
appears stubbornly resistant to all efforts. Specific enquiry and research should continue to be directed at this
high-risk group of patients.
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Potentially curable gastric adenocarcinoma
treated without surgery
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Mizrak Kaya D, et al.
Eur J Cancer 2018 May 30;98:23-9.

Background: Surgery is the best option for cure of localised gastric adenocarcinoma (GAC). When surgery is
not possible due to comorbidities or patient choice, definitive chemoradiation is an option. We report on one of
the largest cohorts of localised GAC patients who did not have surgery.

Methods: We identified 71 patients with localised GAC who received chemo/chemoradiation therapy but did
not have surgery. We assessed various end-points: overall survival (OS), relapse-free survival (RFS), and clinical
complete response (CCR; negative post therapy biopsy and no evidence of cancer by imaging).

Results: The median follow-up time was 1.8 years (range; 0.4-10.6). Most of the patients were men (64.8%),
and the median age was 73 years (range; 30-96). Reason for not having surgery included comorbidities in 34
(47.9%), poor performance status 14 (19.7%), and patient refusal 23 (32.4%). Of all 71 patients, a complete
restaging evaluation with endoscopy and imaging could be performed for 50, and 32 (45.1%) achieved a cCR.
For the entire cohort, the median OS was 2.1 years (95% confidence interval [CI] 1.78-2.55). The estimated OS
rates at 2 and 5 years were 54% and 18%, respectively. Female gender (HR 0.39, 95% CI 0.16-0.98, p=0.045)
and chemoradiation (HR 0.25, 95% CI 0.06-1.01; p=0.05) were independently associated with longer OS in the
multivariate analysis.

Conclusions: Our data show that patients with localised GAC treated with chemotherapy and/or chemoradiation,
who do not undergo surgery, have a 5-year OS rate of 18%.
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Pulmonary Diseases

4yl galyeY)

Use and incidence of adverse effects
of proton pump inhibitors in patients with cystic fibrosis
Ot e clladia aladiul)
Aadjal) Aclad) i) Cigang ol Cilil) uage dis

McCrory BE, et al.
Pharmacotherapy 2018 May 25.

Purpose: The objective of this study was to evaluate the incidence of adverse effects associated with chronic
proton pump inhibitor (PPI) use as well as the dosing, indication, and duration of use of PPIs in the cystic
fibrosis population at a pediatric academic medical center.

Methods: Study design was a retrospective chart review evaluating patients with cystic fibrosis who were
prescribed a PPI for at least 6 months (PPI group) or patients with cystic fibrosis who had never been prescribed
a PPI (control group) during the time period from June 1, 2014 to May 31, 2015.

Results: There were 126 patients in the PPl group and 49 patients in the control group. Forty-four
patients (34.9%) had an indication for both gastroesophageal reflux and enzyme enhancement, with an
average PPI daily dose of 1 mg/kg/day. Twenty-one patients (16.7%) in the PPI group had an incidence
of hypomagnesemia compared to one patient (2%) in the control group (p=0.097). Seventy-five
patients (59.6%) receiving chronic PPI therapy had at least one pulmonary exacerbation compared to
12 patients (24.5%) in the control group (p<0.001). There was no significant difference in the incidence
of hypocalcemia, low bone mineral density, or positive Clostridium difficile toxin between the two
groups.

Conclusions: The PPI group had a higher risk of pulmonary exacerbation compared to the control group.
Further studies are needed to assess adverse effects associated with chronic PPI use in patients with cystic
fibrosis.
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Cardiovascular Diseases
Adle o)) Al )Y

Intestinal fatty acid binding protein is associated with mortality
in patients with acute heart failure or cardiogenic shock
A grall dal) (agaadl Jay)ll oyig sl ABNe
il 488 dadal) gf alad) Culil) | g ouaje die cilidgl) aa
Kastl SP, et al.
Shock 2018 May 29.

Background: Acute heart failure and cardiogenic shock are associated with an impaired intestinal perfusion,
which may lead to a release of cytoplasmatic proteins by hypoxic epithelial injury. Intestinal fatty acid binding
protein (iFABP), highly specific for the small bowel enterocyte, may pose a useful novel and very sensitive
biomarker for predicting outcome of these patients. The aim of this study was to investigate whether circulating
levels of iIFABP are associated with mortality in patients with acute heart failure or cardiogenic shock requiring
intensive care unit (ICU) admission.

Methods: We included 90 consecutive patients with cardiogenic shock (74.4%) or severe acute heart failure
(25.6%) admitted to a cardiac ICU. Blood samples were taken at day 0 and day 3. Median age was 64.7 (49.4-
74.3), 76.7% of patients were male and median NT-proBNP levels were 4986 (1525-23842)pg/mL. 30-day
survival was 64.4%.

Results: Patients with serum levels of iFABP at day 0 in the highest quartile (iIFABP >588.4pg/mL) had
a 2.5-fold risk (p=0.02) of dying independent of demographics, NT-proBNP levels and vasopressor use.
Extensively elevated admission levels of iFABP above the 90 percentile (iIFABP >10208.4pg/mL) were
associated with an excessive mortality rate of 88.9%. In contrast, iFABP levels at day 3 were not associated
with outcome.

Conclusions: Circulating levels of iFABP at admission predict mortality. This suggests that early inadequate
perfusion of the small intestine may be associated with a dramatically decreased survival in patients with
cardiogenic shock or severe acute heart failure.
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Persistent hiccups as the only presenting symptom
of ST elevation myocardial infarction
el Azaal) pliial dag mae AU paival) (3lgdl)
ST dakadl) £ &5 aa (38)5ial)

Shaikh N, et al.
Case Rep Cardiol 2018 Mar 11;2018:7237454.

Clinical manifestations of acute myocardial infarction can be more than just chest pain. Patients can
present with dyspnea, fatigue, heart burn, diaphoresis, syncope, and abdominal pain to name a few. Our
patient was a 74-year-old male with a past medical history of type 2 diabetes mellitus, hypertension,
hyperlipidemia, and COPD due to chronic tobacco use, who presented with persistent hiccups for 4
days and no other complaints. Coincidently, he was found to have a diabetic foot ulcer with sepsis
and acute kidney injury and hence was admitted to the hospital. A routine 12-lead EKG was done, and
he was found to have an inferior wall ST elevation myocardial infarction. He underwent diagnostic
catheterization which demonstrated 100% right coronary artery occlusion and a thallium viability study
which confirmed nonviable myocardium; hence, he did not undergo percutaneous coronary intervention.
Elderly patients who present with persistent hiccups should be investigated for an underlying cardiac
etiology.
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Gastroenterology

Myocardial extracellular volume quantified by magnetic resonance
is increased in cirrhosis and related to poor outcome
ushaliial) il gagaaily daaal) Lddl) Alianl) A g oldd) 7l anald) Bl
Al 5 gl JAYL Al ) sday sl et gA

Wiese S, et al.
Liver Int 2018 Apr 30.

Background and aims: The underlying pathogenesis of cirrhotic cardiomyopathy is unclear. Structural
myocardial changes including diffuse fibrosis may be involved and can be accurately assessed by cardiac MRI
(CMR) with quantification of the extracellular volume (ECV).This is the first application of this technique in
patients with cirrhosis. We aimed to investigate the presence of diffuse myocardial fibrosis and to determine the
relation to disease severity, cardiac function, and outcome.

Methods: A prospective study including 52 cirrhotic patients and 10 healthy controls. All patients underwent
CMR with ECV quantification, tissue Doppler echocardiography, and biochemical assessments. Patients were
follow-up for a median of 25 months with registration of death and liver transplantation (LT).

Results: Myocardial ECV was higher in the patients compared with healthy controls (31.2+6 vs. 27.4+3%,
P=0.04). Furthermore, ECV increased across the Child Pugh A/B/C classes (26.9+4/ 31.5£5/ 34.4+6%, P=0.02).
Four-teen patients experienced the composite end-point of death/LT during follow-up and these patients had
higher ECV (33.2+4 vs. 30.4+6%, P=0.04). In a univariate Cox regression analysis ECV was associated with
poor transplant-free survival (HR 3.6 [1.1-11.6]; P=0.03). However, MELD and CRP remained the strongest
predictors in a multivariate analysis. ECV correlated with cardiac index (r=0.44, P=0.001), CRP (r=0.46,
P=0.001), proANP (r=0.50, P<0.001), and proBNP (r=0.40, P=0.005).

Conclusions: Myocardial ECV is increased in patients with cirrhosis and seems related to disease severity
and transplant-free survival. These changes most likely reflect subclinical diffuse myocardial fibrosis and may
represent a structural element of cirrhotic cardiomyopathy.
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The alcohol dehydrogenase isoenzyme
as a potential marker of pancreatitis

oAb Gltl) el Jatae aalsS Jeasl) cpnaa g0 il kil g0

Jelski W, et al.
Anticancer Res 2018 May;38(5):3019-3024.

Background/aim: Human pancreas parenchyma contains various alcohol dehydrogenase (ADH) isoenzymes
and also possesses aldehyde dehydrogenase (ALDH) activity. The altered activities of ADH and ALDH in
damaged pancreatic tissue in the course of pancreatitis are reflected in the human serum. The aim of this study
was to investigate a potential role of ADH and ALDH as markers for acute (AP) and chronic pancreatitis (CP).
Patients and Methods: Serum samples were collected for routine biochemical investigations from 75 patients
suffering from acute pancreatitis and 70 patients with chronic pancreatitis. Fluorometric methods were used to
measure the activity of class | and Il ADH and ALDH activity. The total ADH activity and activity of class Il1
and IV isoenzymes were measured by a photometric method.

Results: There was a significant increase in the activity of ADH III isoenzyme (15.06 mU/l and 14.62 mU/1
vs. 11.82 mU/I; p<0.001) and total ADH activity (764 mU/I and 735 mU/I vs. 568 mU/I) in the sera of patients
with acute pancreatitis or chronic pancreatitis compared to the control. The diagnostic sensitivity for ADH 111
was about 84%, specificity was 92%, positive and negative predictive values were 93% and 87% respectively in
acute pancreatitis. Area under the Receiver Operating Curve (ROC) curve for ADH I11 in AP and CP was 0.88
and 0.86 respectively.

Conclusions: ADH Il1 has a potential role as a marker of acute and chronic pancreatitis.
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Neurology
dpasll Galye)

Copper and ceruloplasmin dyshomeostasis
in serum and cerebrospinal fluid of multiple sclerosis subjects
Juaal) (& Crandlysly pmadly uladll il JI4
asial) calaatl) eNla b Sedl) B laal) Jiludly

De Riccardis L, et al.
Biochim Biophys Acta 2018 Mar 7.

Although many studies have been carried out in order to understand the implication of copper (Cu) in the
pathogenesis of multiple sclerosis (MS), the exact role that this metal plays in the disease is not still clear.
Because of the lack of information in this subject, the present study compared the serum and cerebrospinal
(CSF) levels of copper in MS patients in respect to a control group, matched for age and sex, finding a significant
increase of metal concentrations, in both biological fluids of MS subjects. To confirm the possible impairment
of Cu metabolism, we analyzed ceruloplasmin (Cp) level and activity, seeing as this protein is an established
peripheral marker in diseases associated with Cu imbalance. By comparing these two parameters between
control and MS subjects, we found an increase of Cp levels, associated with a decrease in Cp activity, in the
second group. By analysing these data, free copper levels were calculated, significantly increased in serum of
MS subjects; the increase in free copper could be one of the predisposing factors responsible for the Cu altered
levels in CSF of MS patients. At the same time, this alteration could be attributable to the inability to incorporate
Cu by Cp, probably due to the high oxidative environment found in serum of MS patients. Overall, all these
copper alterations may play a role in MS pathogenesis.
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Hematology And Oncology
eb&iﬁb al bl

Risk of high-grade serous ovarian cancer associated
with pelvic inflammatory disease, parity and breast cancer
oamall & dapall Llle Lbaal) Ailhyud) jhd
Y Glapy NS lgdl¥) agal) o)) el B

Stewart LM, et al.
Cancer Epidemiol 2018 Jun 20;55:110-116.

Background: Ovarian carcinoma is not a single disease, but rather a collection of subtypes with differing
molecular properties and risk profiles. The most common of these, and the subject of this work, is high-grade
serous ovarian carcinoma (HGSC).

Methods: In this population-based study we identified a cohort of 441,382 women resident in Western Australia
who had ever been admitted to hospital in the State. Of these, 454 were diagnosed with HGSC. We used Cox
regression to derive hazard ratios (HRs) comparing the risk of disease in women who had each of a range of
medical diagnoses and surgical procedures with women who did not.

Results: We found an increased risk of HGSC associated with a diagnosis of pelvic inflammatory disease (PID)
(HR 1.47, 95% CI 1.04-2.07) but not with a diagnosis of infertility or endometriosis with HRs of 1.12 (95% ClI
0.73-1.71) and 0.82 (95% CI 0.55-1.22) respectively. A personal history of breast cancer was associated with a
three-fold increase in the rate of HGSC. Increased parity was associated with a reduced risk of HGSC in women
without a personal history of breast cancer (HR 0.57; 95% CI 0.44-0.73), but not in women with a personal
history of breast cancer (HR 1.48; 95% CI 0.74-2.95).

Conclusions: Our finding of an increased risk of HGSC associated with PID lends support to the hypothesis that
inflammatory processes may be involved in the etiology of HGSC.
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Early use of systemic corticosteroids in patients
with advanced NSCLC treated with nivolumab
Ladiial) Al aape die Aglgad) A HEdl g piadl JSLY) aladiud)
nivolumab alasiuly allaall NSCLC WAY jiia pe 4l Glhyw (e

Scott SC, et al.
J Thorac Oncol 2018 Jun 20.

Background: Checkpoint inhibitors augment the immune system’s natural surveillance mechanisms and have
increasing applications in non-small cell lung cancer (NSCLC). Immunosuppressive corticosteroids are also
frequently used in this population to treat unwanted inflammation. Based on this mechanistic opposition, we
investigated the interaction between nivolumab and corticosteroids in patients with advanced NSCLC.
Methods: A retrospective chart review of 210 NSCLC patients treated with nivolumab at the Cleveland Clinic
was performed. Use of systemic corticosteroids (equivalent to >10 mg prednisone per day) during nivolumab
therapy was associated with objective outcomes of number of nivolumab cycles and overall survival.

Results: Sixty-six patients (31%) received concurrent systemic corticosteroids during nivolumab therapy. The
most common indications included sequelae from active or treated brain metastases (27%) and COPD or other
respiratory disease (21%). For patients with early exposure to steroids within the first 30 days of nivolumab
therapy (12%, n=25), the median number of nivolumab cycles was two, compared to five cycles in patients not
exposed to corticosteroids (p=0.002). Median overall survival for patients on steroids during the first 30 days
was 4.3 months, compared to 11 months for patients not on steroids, hazard ratio for death 2.30 (95% CI 1.27-
4.16, p=0.006) in multivariate analysis.

Conclusions: Nearly one-third of NSCLC patients treated with nivolumab were prescribed concurrent
corticosteroids during the course of nivolumab therapy. Patients exposed to corticosteroids during the first cycle
of nivolumab received fewer total cycles of nivolumab, suggesting decreased clinical benefit, and had shorter
overall survival.
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Endocrinology
axall 203l jalyal

Hypothesis: Persistently normal TSH levels may be used
to recognize patients with transient forms of hypothyroidism
and to suggest treatment withdrawal
TSH @Al &lal) ¢ saxgdl (oo 8paional) dymydal) iy gianall aladind) 4yilSa)
Aallaal) Gilly) 1By (3o Bl el (ha Bplad) JISEY) Gl

Tandeter H, et al.
Med Hypotheses 2018 Jul;116:122-123.

There are no text-book recommendations on when or if treatment should or could be stopped in patients with
a diagnosis of hypothyroidism, and these patients usually receive lifelong thyroxine therapy (despite the fact
that some of them may have forms of transient hypothyroidism that will later recover function). Since TSH
fluctuations during thyroxine treatment are common and a lack of this fluctuation might be used to identify
patients who no longer need thyroxine treatment, we hypothesize that by offering patients with persistently
controlled TSH levels a withdrawal trial of thyroxine treatment we may identify those who no longer need life-
long treatment.

saall Lol (8 geads (peadidall (oiasal) vie Aallaadl Gl Cisag o AlSaly e sa Jon Aaialy Claas Raeaal) GiSI) G aag Y
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Chronic stress and body composition disorders
pa) CligSa cibilhdly ajall sl

Stefanaki C, et al.
Hormones (Athens) 2018 Mar;17(1):33-43.

Recent studies have suggested that body composition is key to health and disease. First, fat tissue is a complex,
essential, and highly active metabolic and endocrine organ that responds to afferent signals from traditional
hormone systems and the central nervous system but also expresses and secretes factors with important
endocrine, metabolic, and immune functions. Second, skeletal muscle mass is an important predictor of health
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in adult life, while severe mass loss has been associated with the frailty of old age. Studies have shown that
skeletal muscle is also an important endocrine organ that secretes factors with autocrine, paracrine, or endocrine
actions, which have been associated with inflammatory processes. Third, the bone is also a systemic endocrine
regulator playing a pivotal role in health and disease. Finally, proper hydration in humans has been neglected
as a health factor, especially in adults. Chronic stress and stress hormone hypersecretion alone or associated
with distinct disorders, such as anxiety, depression, obesity, metabolic syndrome, autoimmune disorders, type 2
diabetes mellitus, and polycystic ovary syndrome (PCOS), have been associated with psychological and somatic
manifestations, typically, increased fat mass, osteosarcopenia/frailty, cellular dehydration, and chronic systemic
inflammation. This review aims to provide new insights into the newly developed concept of stress-related
osteosarcopenic obesity and its prevention.
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Rheumatology And Orthopedics
alsall oalyals 580 (pzalaYd

The microbiome in psoriasis and psoriatic arthritis
huall Jualiall Gilgilly s alal) Chaall dape 2 aghad) cudl)

Thio HB.
J Rheumatol Suppl 2018 Jun;94:30-31.

Psoriasis is a chronic, inflammatory immune-mediated skin disease that affects about 2% ofthe world’s population.
In 20% of patients with psoriasis, the characteristic skin lesions are accompanied by psoriatic arthritis (PSA).
Psoriasis arises in genetically predisposed individuals who have a dysregulated immune response to various
environmental factors. The human body is home to many microbial species, and both the skin and the gut
microbiome influence the development and function of immune tissue. Studies on the cutaneous microbiome
show a trend toward an increased relative abundance of Streptococcus and a decreased level of Propionibacterium
in patients with psoriasis compared to healthy controls. In the gut, the ratio of Firmicutes and was perturbed in
psoriatic individuals compared to healthy controls. Actinobacteria was relatively underrepresented in patients
with psoriasis compared to healthy individuals. A decrease in skin microbiome flora diversity seems to be a
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sign that a patient with psoriasis is at elevated risk for developing arthritis. Modulating the skin microbiota
for therapeutic reasons can be achieved by antimicrobial (antibiotic) therapy, the application of prebiotics or
probiotics, or the transplantation of an entire healthy microbial population.
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Urology And Nephrology

s Sleadly 3L ol

Cardiorenal prognosis by residual proteinuria level
in diabetic chronic kidney disease

Al 43idig ) ALl (g glay g ol A1) )35Y) ol
Sl el g5l sl Nl b

Minutolo R, et al.
Nephrol Dial Transplant 2018 Mar 2.

Background: No study has assessed whether the prognosis of coexisting diabetes mellitus and chronic kidney
disease (DM-CKD) is dictated by DM per se or by the extent of proteinuria.

Methods: In this pooled analysis of four prospective studies in CKD patients treated with drugs inhibiting
the renin-angiotensin system, we compared the risk of all-cause mortality, fatal and non-fatal cardiovascular
(CV) events and end-stage renal disease (ESRD) between patients with (n=693) and without diabetes (n=1481)
stratified by proteinuria level (<0.15, 0.15-0.49, 0.5-1 and >1 g/day).

Results: The group with DM-CKD was older (69+11 versus 65+15 years), had a higher body mass index
(29.6+5.4 versus 27.5+4.8 kg/m?) and systolic blood pressure (143+19 versus 136418 mmHg), prevalent CV
disease (48% versus 29%) and lower estimated glomerular filtration rate (34.5£17.9 versus 36.6+19.0 mL/
min/1.73 m?). During 4.07 years of follow-up, there were 466 patients with ESRD, 334 deaths and 401 CV
events occurred. In the subgroup with urine protein <0.15 g/day (N=662), the risks of ESRD, CV events and
mortality were similar in diabetic and non-diabetic patients. Conversely, in DM-CKD patients, the mortality
risk was higher in proteinuric patients {hazard ratio 1.92 [95% confidence interval (CI) 1.25-2.95); 1.99 (1.26-
3.15) and 1.98 (1.28-3.06) for proteinuria 0.15-0.49, 0.5-1 and >1 g/day, respectively}, whereas in non-diabetics
the mortality risk increased only for proteinuria 0.5-1 g/day [HR 1.60 (95% CI 1.07-2.40)] and >1 g/day [HR
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1.69 (95% CI1.20-2.55)]. In both groups, CV risk had a trend similar to that of mortality. ESRD risk increased
progressively across strata >0.5 g/day independent of diabetic status.

Conclusions: We provide evidence that patients with non-proteinuric DM-CKD are not exposed to higher
cardiorenal risk. In contrast, in the presence of moderate proteinuria and diabetes per se is associated with
a higher risk of mortality and CV events, whereas the entity of abnormal proteinuria modulates ESRD risk
independent of diabetes.
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Effects of low-protein, and supplemented very low-protein diets,
on muscle protein turnover in patients with CKD
Ol Dan B0 Aas ) cilanlly cutig ) paliad) il
Lajal) 4plcl) ldY) plaje dio cBLaal) B Guig ol Jead e

Garibotto G, et al.
Kidney Int Rep 2018 Jan 11;3(3):701-710.

Introduction: Early studies have shown that patients with chronic kidney disease (CKD) are able to maintain
nitrogen balance despite significantly lower protein intake, but how and to what extent muscle protein metabolism
adapts to a low-protein diet (LPD) or to a supplemented very LPD (sVLPD) is still unexplored.

Methods: We studied muscle protein turnover by the forearm perfusion method associated with the kinetics of
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2H-phenylalanine in patients with CKD: (i) in a parallel study in subjects randomized to usual diet (1.1 g protein/
kg, n=5) or LPD (0.55 g protein/kg, n=6) (Protocol 1); (ii) in a crossover, self-controlled study in subjects on a
0.55 g/kg LPD followed by a sVLPD (0.45 g/kg + amino/ketoacids 0.1 g/kg, n=6) (Protocol 2).

Results: As compared with a 1.1 g/kg containing diet, a 0.55 g/kg LPD induced the following: (i) a 17% to 40%
decrease in muscle protein degradation and net protein balance, respectively, (ii) no change in muscle protein
synthesis, (iii) a slight (by approximately 7%, P<0.06) decrease in whole-body protein degradation, and (iv)
an increase in the efficiency of muscle protein turnover. As compared with an LPD, an sVLPD induced the
following: (i) no change in muscle protein degradation, and (ii) an approximately 50% decrease in the negative
net protein balance, and an increase in the efficiency of muscle protein turnover.

Conclusion: The results of these studies indicate that in patients with CKD the adaptation of muscle protein
metabolism to restrained protein intake can be obtained via combined responses of protein degradation and the
efficiency of recycling of amino acids deriving from protein breakdown.
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Ophthalomology
Cytokines in uveitis
Liad) gl eVl B clisgiad) g0

Weinstein JE, et al.
Curr Opin Ophthalmol 2018 Mar 6.

Purpose of review: Increasing evidence supports Th17 cells as key mediators of ocular inflammatory disease.
Cytokines that are important for the development and pathologic function of these cells are potential therapeutic
targets in patients with immune mediated uveitis. This review provides an overview of these cytokines including
recent insights about their roles in ocular inflammation from laboratory and clinical studies.
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Recent findings: Interleukin (IL)-6, IL-10, IL-17, IL-22, IL-23 and tumour necrosis factor-alpha (TNFa) are
cytokines that have been examined for their functional role in uveitis and their relationship to pathologic Th17
cells. Studies in animal models, particularly in experimental autoimmune uveitis (EAU), have been instrumental
in studying the role of these cytokines in disease pathogenesis. More recently, studies on aqueous, vitreous and
serum from patients with uveitis using flow cytometry and multiplex ELISA bead-based methodologies have
provided insights into the contribution of Th17 cells and the related cytokines in ocular inflammatory diseases.
The central role of IL-23 in determining the pathologic Th17 fate has made it an effective therapeutic target in
systemic diseases such as psoriasis and thereby an attractive potential target for patients with immune-mediated
uveitis.

Summary: Th17 cells, and their related cytokines, are important inflammatory mediators in autoimmune uveitis.
Animal and human studies continue to provide new information to direct development of new cytokine-targeted
therapies for patients with uveitis.
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Dermatology

Lalal) eal e

An independent relation of atopic dermatitis
to exercise-induced wheezing in asthmatic children

JUIY) ol agally (apnall Gujslly il alal) Glgal) o Sieual) JaliyY)

Honjo S, et al.
Allergol Int 2018 May 29.

Background: Atopic dermatitis (AD) and exercise-induced asthma (EIA) are common in asthmatic children,

and exercise is the most common trigger other than infection for acute onset asthma attack in children. We
examined whether AD is related to exercise-induced wheezing (EIW), some proxy for EIA.
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Methods: Japanese version of the International Study of Asthma and Allergies in Childhood questionnaires
were used. For 12,405 asthmatic school children, AD was defined as itchy rash coming and going for at least
6 months at any time in the last 12 months with affecting places of flexural parts of body, and severity of AD was
rated according to frequency of being kept awake at night with the itch as follows: never in the past 12 months,
less than one night per week and one or more nights per week.

Results: Adjusted for frequency of asthma attack, odds ratios (OR) of children with current AD as compared to
those without AD for having EIW were 1.32 (95% confidence interval = 1.15-1.52), 1.35 (1.14-1.68) and 1.10
(0.92-1.31) for primary school, junior high school and high school children, respectively. EIW was more likely
observed in accordance with increasing severity of AD in the primary school children with ORs of 1.12, 1.59 and
1.54 (p for trend <0.01), and in the junior high school ones with ORs of 1.18, 1.31, 2.03 (<0.01), respectively.
Conclusions: AD may be possibly related to EIW. Further studies investigating effect of AD treatment on EIW
may be required.
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Methotrexate in the treatment
of moderate to severe atopic dermatitis
¥l dallaa & methotrexate alaiiu)
) alad) gl (e Bayadidly A gial)

Shah N, et al.
J Cutan Med Surg 2018 May 1:1203475418781336.

Background: Atopic dermatitis is a common inflammatory condition of the skin. Moderate to severe cases not
responding to topical treatments and lifestyle changes may need second-line therapy. Methotrexate has been
suggested as an effective treatment in such cases.

Objective: This study was done to determine the efficacy, adverse effects, and safety profile of methotrexate
therapy in patients with atopic dermatitis.

Materials/methods: All adult patients with moderate to severe atopic dermatitis seen in the dermatology clinic
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at this tertiary hospital from January 2015 to December 2015 who were treated with methotrexate were reviewed
in a retrospective chart review.

Results: Forty-one patients (19 female, 22 male, mean age 45 years, range 19-90 years) were enrolled. Of
these, 29% were naive to any systemic treatments in the past, including systemic corticosteroids. Methotrexate
treatment resulted in excellent improvement (>75%) in 93% of patients, good (50%-75% improvement) in 5%,
and partial (25%-50% improvement) in 2%. Median duration of therapy was 26 months, and 80% of patients
were still on treatment at last review. Transient nonsignificant elevation of transaminases was the most common
adverse effect noted in 20%, followed by nausea in 12% and fatigue in 7%. A fibroscan was done in 10 patients
at cumulative doses ranging from 2 to 11 g methotrexate. No liver fibrosis was seen in these patients.
Conclusions: Methotrexate is an effective treatment for moderate to severe atopic dermatitis with an acceptable
safety profile. A low dose can be used to control the disease for prolonged periods without significant risk.
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Otorhinolaryngology
syaially oVl N1 Lal

Staphylococcus aureus impairs sinonasal epithelial repair
Gugsadly CiY Bylgda A avasil) Aoleal A dall daghiad) ) gSal) Adle)

Valera FC, et al.
J Allergy Clin Immunol 2018 Jun 20.

Background: The impact of Staphylococcus aureus (SA) on nasal epithelial repair has never been assessed in
chronic rhinosinusitis with nasal polyps (CRSWNP).
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Objective: This study aimed to determine whether: i) nasal epithelial cell cultures from patients with CRSWNP
and control subjects repair differently; ii) SA exoproducts compromise nasal epithelial repair; iii) SA alters
lamellipodial dynamics; and iv) deleterious effects could be counteracted by the ROCK inhibitor Y-27632.
Methods: Primary nasal epithelial cells (pNECSs), collected during surgeries, were cultured and injured under
three conditions: i) basal, ii) exposed to SA exoproducts, and iii) exposed to SA exoproducts and Y-27632.
Epithelial repair, lamellipodial dynamics and cytoskeletal organization were assessed.

Results: Under basal condition, pNECs cultures from CRSwNP presented significantly lower repair rates, and
reduced lamellipodial protrusion length and velocity than controls. SA exoproducts significantly decreased repair
rates and protrusion dynamics in both controls and CRSwWNP, however, the effect of SA on cell protrusions was
more sustained over time in CRSwNP. Under basal conditions, immunofluorescence assays showed significantly
reduced percentage of cells with lamellipodia at the wound edge in CRSwWNP as compared to controls. SA altered
cell polarity and decreased the percentage of cells with lamellipodia in both groups. Finally, Y-27632 prevented
the deleterious effects of SA exoproducts on CRSWNP repair rates as well as on lamellipodial dynamics and
formation.

Conclusions: SA exoproducts significantly alter epithelial repair and lamellipodial dynamics on pNECs, this
impairment was more pronounced in CRSWNP. Importantly, Y-27632 restored epithelial repair and lamellipodial
dynamics in the presence of SA exoproducts.

Clinical implications: Sinonasal epithelia from CRSwNP exhibit a defect in wound healing compared to
controls, which is worsened by exposure to S. aureus. This phenomenon may be prevented by ROCK targeted
therapies.
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Diagnostic accuracy and utility of fine-needle aspiration cytology
in therapeutic management of parotid gland tumours
AN gAY Gandl) saildy duadl) 484
44Kl 58 Al oY adadl il B FNA 4884 5,30

Lameiras AR, et al.
Acta Otorrinolaringol Esp 2018 Jun 18.

Introduction and objectives: The utility of fine-needle aspiration cytology (FNAC) in parotid tumours remains
widely debated. This study aims to evaluate the accuracy of FNAC in diagnosing parotid tumours.

Materials and methods: We performed a retrospective analysis of patients with tumour disease of the parotid
gland treated at a Portuguese Oncology Institute, over a period of 25 years. The preoperative FNAC results were
compared with the final histopathological diagnosis. We calculated the sensitivity, specificity, positive predictive
value (PPV) and negative predictive value (NPV) of FNAC for malignancy. Association between malignancy on
histopathology and FNAC results were evaluated with the Chi-square test.

Results: The study sample consisted of 155 patients (77 males and 78 females) with a mean age of 56.6+£17.0
years. In 27 cases (17.4%), the FNAC result was indeterminate. In this group of patients there was a higher
proportion of malignancy on histology (48.1%) (X2; p<0.001). In the group with a conclusive result on FNAC,
the sensitivity and specificity of FNAC for malignancy was 66.7% and 99.0%, respectively. PPV was 94.1%
and NPV was 92.8%.

Conclusions: A benign result on FNAC should be used with caution, due to its low sensitivity for malignancy.
An indeterminate result on FNAC should raise suspicion for a malignant tumour.
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Anaesthesia And Intensive Care Medicine
BJ'SJ.A\ Z\ﬁtud\j ﬁlﬂ‘

Efficacy of ketamine in pediatric sedation dentistry
JUkY) sie ULl G B s L8 ketamine aladia) Adlad

Oh S, etal.
Compend Contin Educ Dent 2018 May;39(5):e1-e4.

Background: Ketamine has been used as a safe and effective sedative to treat adults and children exhibiting
high levels of anxiety or fear during dental treatment. Pediatric dentistry often involves patients with high levels
of anxiety and fear and possibly few positive dental experiences. Patient management can involve behavioral
approaches, as well as the use of sedation or general anesthesia with a variety of agents, including midazolam,
diazepam, hydroxyzine, meperidine, and ketamine. The aim of this study was to investigate the clinical efficacy
of ketamine use in pediatric sedation dentistry through systematic review and analysis.

Methods: A systematic review of publications between 1990 and 2015 was conducted using PubMed and
MEDLINE databases maintained by the US National Library of Medicine and the National Institutes of Health.
The keywords used were (ketamine) AND (dental OR dentistry) AND (sedation). The abstract and title of all
potential publications were then screened for clinical trials and to remove non-English articles, non-human or
animal trials, and other non-dental or non-relevant studies.

Results: A total of 1,657 citations were initially identified, reviewed, and screened, eventually resulting in
inclusion of 25 clinical trials in this systematic review. Nineteen studies evaluated ketamine effects in pediatric
dental sedation using oral (non-invasive) administration, three involved subcutaneous or intramuscular injection,
and three were completed intravenously. Evidence analysis of these trials revealed the majority (n=22/25)
provided strong, positive evidence for the use of ketamine (alone or in combination) to reduce dental anxiety
and behavioral non-compliance with the remainder suggesting equivocal results. Additional endpoints evaluated
in some studies involved dosage, as well as time to achieve sedation effect.

Conclusions: The use of ketamine (alone or in combination) can provide safe, effective, and timely sedation in
pediatric patients regardless of the route of administration.
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Psychiatry

Depression and anxiety symptoms are associated
with prooxidant-antioxidant balance
OOl e (3lally liESY) (il Sl
BansY) claliaa— il ansisal) aitla b

Shafiee M, et al.
J Affect Disord 2018 Jun 13;238:491-498.

Background: Depression and anxiety are significantly associated with systemic inflammation. Moreover,
oxidative stress resulting from a disturbance in the prooxidant-antioxidant balance is linked to inflammation-
related conditions. Therefore, depression/anxiety symptoms may also be associated with oxidative stress.
Objective: To examine the association between depression/anxiety symptoms and serum prooxidant-antioxidant
balance (PAB) in adults who participated in a large population-based, cross-sectional study.

Methods: Serum PAB values were measured in 7516 participants (62% females and 38% males) aged 35-
65 years, enrolled in a population-based cohort study. Beck depression and anxiety inventories were used to
evaluate symptoms of depression and anxiety. Multinomial logistic regression was used to examine the effect of
confounders on the status of serum PAB change.

Results: Among men, serum PAB values were increased incrementally from 1.55+0.47 to 1.59+0.47, 1.69+0.38,
and 1.68+0.38 in the no or minimal, mild, moderate and severe depression groups, respectively (Ptrend <0.001).
Serum PAB values also increased significantly across these four corresponding groups among women
[1.70+0.45, 1.734+0.44, 1.75+0.44, and 1.76+0.40, (Ptrend =0.005)]. About anxiety, serum PAB values increased
significantly across the four groups in men (Ptrend =0.02) but not in women (Ptrend =0.2). The adjusted odds
ratios for serum PAB values among men with severe depression and anxiety symptoms were 1.75 and 1.27,
respectively. Moreover, the adjusted odds ratios for serum PAB values among women with severe depression
and anxiety symptoms were 1.40 and 1.17, respectively.

Conclusions: Symptoms of depression and anxiety appear to be associated with higher degrees of oxidative
stress, expressed by higher serum PAB values.
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