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Demands and Challenges of Modern Medicine

After the industrial revolution in the eighteenth century the modern medicine started to arise. At this time, there
was rapid growth in economic activity in Western Europe and the Americas. Modern medicine is characterized by
unprecedented advances in medical knowledge, fuelled by the explosive growth in medical science and technology
in the last few decades. Such as the complete sequencing of the human genome is unquestionably the most prominent
of all landmark achievements in medical science.

Actually, growth in medical knowledge involves the slower and less dramatic, accumulation and documentation
of clinical experiences and wisdom by physicians themselves, who also play the key role in translating new scientific
knowledge into clinical benefits in patient care.

One important consequence of this massive influx of medical science and knowledge is the obligation for physicians
to keep up with changes that come at an increasingly rapid rate by continuing medical education, which demands not
just brushing up what we have previously learnt but both learning of new knowledge and unlearning of the obsolete.
The consequent improved quality of patient care and clinical outcome constitute what society recognizes as wonders
of modern medicine.

The most challenges that affect the healthcare leaders in the future:

- Rising costs of health care: As more people aim to live longer, healthier and more active lifestyles, healthcare
concerns and the costs increase. Researches expose healthcare costs and spending often increase at rates exceeding
inflation, and is expected to rise in the future.

Leaders must find alternative methods to resist the rising costs of health care. They must do the research to find
funding, grants and contributors to help researchers conduct research, set up programs and implement processes.

- Medicinal and technological advancement challenges: The practice of medicine and technology has created
opportunity and challenges in the way providers practice medicine today and in the future. Today’s health organizations
are facing physician shortages and need low-cost alternatives to clinical visits and in-patient care. Five to ten years
from now, leaders can expect more of a shift from the traditional clinical visits and prescreening in favor of virtual
and physician-patient interactions. Telemedicine which use of electronic communication works well for treating
common conditions such as colds, flu, pink eye and sprains and more easily manages patient care for chronic illnesses
that require daily interventions. The rapid change requires leaders to develop methods for maintaining and accessing
private sessions and data of patients.

- Training and education challenges: Healthcare leaders must take steps to assess, develop and fine tune key
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personal and professional skills to remain proficient. Most training initiatives remain centered around traditional
clinical interview with its focus on acute illness, but healthcare providers will be challenged to change that dynamic.
The future will require healthcare leaders to take more of a hands-off approach; involve patients more in personal
care; offer alternatives to current practice and make themselves and staff availablel to forms of communicating with
the patient without a visit to the clinic.

- Ethical challenges: Ethical issues are also raised when severely-ill patients with very poor prognosis, who have
exhausted all available treatments, are allowed to be treated with non-approved technology that is still undergoing
clinical evaluation.

The other ethically controversial area involving technology is encapsulated in the concept and practice of the
Advance Medical Directive, in which the prolonged use of costly technology to keep the terminal patient alive,
often highly stressful to both the patient and relatives. The issue is whether withholding medical intervention under
these circumstances can be ethically justified, even if the decision to withhold treatment is voluntarily made by the
competent patient himself.

The use of genetics in clinical medicine carries ethical controversial. Genetic testing for heritable conditions,
presently confined only to monogenic diseases, produces genetic information about the patient which is highly
sensitive and has wide implications for relatives. Patients have to be counseled before the test that, if positive, the test
results could affect his life. The patient would require support and assistance, if the test is positive, to deal with the
consequent issues and problems. Clear guidelines therefore need to be drawn up on how genetic information should
be handled, especially from the point of view of protecting confidentiality and respecting patient autonomy.

Taking into consideration the mentioned challenges and facing the rapid medical development, the physician has
to deal with the issue of rationing and determining priorities within the limited resources, the issue of appropriate
response to new ethical challenges presented by the application of new technologies and the issue of maintaining
the humanitarian aspect of medicine in the context of increasing the presence and impact of technology. So the
physicians have the responsibility to ensure that through firm commitment to professionalism, through wisdom and
insight the physician can harvest and maximize the vast potential of technology in caring for patients.

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

Dental panoramic radiography is one of the important
methods used for imaging patients’ oral contents,
providing a panoramic view of both jaws and teeth on
a single image; knowledge of its common positioning
errors helps dentists keep its diagnostic quality by
improving image quality and diagnostic accuracy.
A total of 773 panoramic radiographs were obtained
from the X-ray units of Duhok important diagnostic
Dental Centers, from January 2017 till February 2018.
All radiographs were classified into high-quality or
low-quality ones; the high-quality radiographs were

arranged into those with positioning artifacts and
those free of artifacts; those with positioning artifacts
were classified according to their types, frequency and
causes. High quality images, as well as images with
artifacts, were commonin the studied radiographs (97%
and 86%, respectively). The most common positioning
errors were improper tongue positioning, followed by
ghost images and patient movement. Knowing how
to perform high quality images devoid from artifacts
and errors is critical to avoid unnecessary radiograph
repetitions involving unnecessary radiation exposure,
and to achieve proper dental diagnostic and therapeutic
outcomes.

*Maysaloon Shaman Saeed, MBChB, FIBMS (Diagnostic Radiology), College of Medicine, University of Duhok, Duhok, Irag.

E-mail: maysaloonshaman@gmail.com
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INTRODUCTION

Dental radiography is the art of recording images of
a patient’s oral structures using X-rays. There are two
main methods in imaging the oral structures according
to the place of the films: intra-oral radiography film is
placed inside of the mouth and extra-oral radiography
film is placed outside of the mouth. Dental panoramic
radiography is one of the methods of extra-oral
radiography.t

Panoramic radiography, also called orthopan-
tomogram (OPG), is a two-dimensional dental X-ray
examination that captures the entire mouth in a single
image, including the teeth, upper and lower jaws,
surrounding structures and tissues. They provide a
general overview of both jaws and their dentition and
the temporo-mandibular joints, cervical vertebrae, and
the inferior portion of the orbital cavity.?

Dental panoramic radiography is used in many fields,
e.g. orthodontic assessment, where a wide variety of
lesions can be well demonstrated by this examination,?
and in temporo-mandibular disorders assessment.*

Even after the advent of a number of advances
in dental radiology, more recently the cone beam
computerized tomography, panoramic radiology has
still retained its relevance and utility.®

Radiographic artifacts are portions of the image that
may mimic a clinical feature, impair image quality, or
obscure abnormalities. With the development of digital
radiography, a new set of artifacts is introduced.®

Low quality radiographs can lead to repetition of
radiographs and misinterpretation, which in turn may
result in incorrect diagnosis and treatment planning.
Inaccuracies in patient positioning lead to discrepancies
between horizontal and vertical magnification, with
consequent distortion of the image. Since a principal
objective of the quality assessment program is to ensure
the production of good diagnostic quality radiographs,
it is vital to monitor image quality on a regular basis. It
is recommended that a simple, subjective image quality
rating system should be used for dental radiographs.’

The common positioning errors can be summarized
according to Langland et al.8 as follows:

1-Ghost images: They occur when an object or
anatomic structure that is outside the focal plane, is
dense enough to attenuate the X-ray beam and project
an image. The image is projected on the opposite side
to the real bony structure, and is blurred and magnified
because it is not in the focal plane, usually the ghost
images are of two types, either anatomical, like hyoid
bone, cervical spine and mandibular border or non-
anatomical images like earrings and neck chain.

2-Patient positioning errors: If the patient and
operator didn’t follow the proper instruction for taking
the panoramic radiograph, this will lead to impairment
of it through the appearance of artifacts and positioning
errors. Usually the artifacts and positioning errors occur
in panoramic radiography. The focal plane (image layer)
has limited dimensions; therefore, minor positioning
errors can cause image distortions such as unequal
vertical and horizontal magnification, the appearance of
overlapping of teeth, and the loss of image sharpness.

Patient positioning is crucial to obtaining a good
quality OPG. There are several positioning errors that
can produce film artifacts, and awareness of these can
prevent reporting errors. These errors mostly include:

Positioning of the lips and teeth:

If the lips are not closed on the bite block, a dark
radiolucent shadow obscure the anterior teeth. Also, if
the tongue is not in contact with palate, adark radiolucent
shadow obscures the apices of the maxillary teeth.

Positioning of Frankfurt plane:

Upward: If the patient’s chin is positioned too high
or tipped up (i.e. the chin is too far forward while the
forehead is titled towards the back), the hard palate and
the floor of the nasal cavity appear superimposed over
the roots of the maxillary teeth, the maxillary incisors
appear blurred and magnified and loss of one or both
condyles at the side of the film.

Downward: If the patient’s chin is positioned too
low or is tipped down (i.e. chin positioned back and the
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forehead is positioned forward), the mandibular incisors
appear blurred, the condyles may not be visible, as they
may be cut off at the top of the radiograph, the shadow
of the hyoid bone is superimposed on the anterior
aspect of the mandible and the premolars are severely
overlapped.

Positioning of the teeth:

Anterior to the focal trough: The patient’s head
is positioned too far forward, that’s to sat the teeth
are positioned too far forward on the bite block, the
anterior teeth appear blurred an d narrow, the spine is
superimposed on the ramus areas and the premolars are
severely overlapped.

Posterior to the focal trough: The patient’s head is
positioned too far backward, that’s to say the anterior
teeth are backward to the groove of the bite block, so the
teeth appear blurred and wide with excessive ghosting
of mandible and spine.

3- Patient movement:

If the patient’s head is not centered, the ramus and
the posterior teeth appear unequally magnified. The side
farthest from the film appears magnified and the side
closest to the film appears smaller.

Despite the good efforts to avoid artifacts and errors,
some errors are inevitable due to the patient’s physical
stature, facial asymmetry, or inability to adhere to the
instructions.

METHODS

This retrospective study was conducted in Duhok
important Dental Centers, over a period of about one
year, from January 2017 to February 2018. Seven
hundreds and seventy-three panoramic radiographs
were taken by an expert operator during this period,
using a panoramic X-Ray digital system, named
Rotograph Evo, made by Villa Sistemi Medicali-
Italy, and software program called Villa-Quick Vision,
installed on a regular Vaio Sony laptop computer.

Panoramic radiographs for all the included
patients who have taken radiographs for their

own diagnostic purposes were examined, then they
were processed digitally, and viewed under identical
conditions using standard 15X30 light box in a room
with subdued lightening. The digital radiographs
were evaluated by multiple professors of oral and
maxillofacial radiology. Films were classified as high
and low quality, then those with errors and without
errors, and the frequency of each error is evaluated.

Data tabulation and analysis was processed using
SPPS 15.0 software.

The patient was asked to remove all metallic
appliances and then stand erect. The vertebral
column must be straight to avoid superimposition
in the radiographic image. The patient is asked to
bite on a bite-block. The upper and lower teeth
are placed in an edge-to-edge position to align
close to the focal trough. The midsagittal plane is
perpendicular to the floor. The patient’s head must
not be bent or tilted. An imaginary line extending
from the infraorbital margin to the center of the
external auditory meatus should be parallel to the
floor. The tongue should touch the palate during
exposure. The patient should remain still during the
exposure.

Radiographs for children under 12 years were
excluded because of their inability to follow the
proper positioning instructions; the remaining 744
films were classified into high-quality radiographs
(diagnostic) and low-quality radiographs (non-
diagnostic).

This study focused only on the positioning errors
found on the high-quality radiographs, which were
classified into the most commoneight types: ghost
image of anatomical structures, ghost image of non-
anatomical structures, lips or tongue not in correct
position, head tilted upward, head tilted downward,
teeth anterior to bite block, teeth posterior to bite block
and patient's movement.

RESULTS

From 773 panoramic radiographs, 29 (3.8%) of young
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patients (12 years and younger) were excluded. The
remaining 744 films were classified into 723 (97.2%)
high-quality (diagnostically acceptable) films, and
21 (2.8%) low-quality (diagnostically unacceptable)
panoramic radiographs. The low-quality films were
excluded from the study.

The remaining 723 high-quality films were classified
into104 (14.4%) radiographs free of artifacts and
errors and 619 (85.6%) radiographs with artifacts and
errors. The types, numbers and percentage of artifacts
and errors found on these 619 radiographsare listed
in Table 1 and displayed in Figure 1. Lips or tongue
not in correct position was the commonest (28%),
followed by ghost image of anatomical structures
(26%). Teeth anterior or posterior to bite block, were
the rarest errors.

Table 2 displays the distribution of panoramic
radiographs with artifacts and errors into those of
males and those of females; 53.5% were those of
males.

No. of radiographs with

i %
artifacts and errors

Male 331 53.5
Female 288 46.5
619 100.0

Table 2. Sex distribution of panoramic radiographs
with artifacts and errors.

DISCUSSION

Radiographic interpretations may be impaired if
errors are produced during radiographic imaging.9
Despite added efforts to avoid errors, some of them
are inevitable due to patient physical stature, facial
asymmetry or inability to adhere to instructions.*®

In this study, most of the radiographs were of high
quality (97.2%) compared with those of low quality
images (2.8 %). Similar findings were seen by other
investigators.’* This can be explained by more recent
sophisticated imaging properties, with the advent of
new imaging systems and better technical capabilities
and more trained technicians.

According to the current study, the percentage of
the images without artifacts was 14.4%, compared
to those with artifacts and errors (85.6%). This is
comparable with that of other researchers,’® who
found higher percentages of films with errors against
those without errors. This is probably explained by lesser
degrees of technicians positioning instructions obedience.

In this study, the most common positioning error was
improper lips on tongue positioning (28% ), similar
results seen in another studies,'*'* one of the reasons
for this is inability of some patients to put the tongue
in proper position related to lips and hard palate and
the difficulty to fix it in the same position during the
procedure. Following this error is the ghost image of

Type of artifact - error No. of radiographs %
Ghost image of anatomical structures 159 26
Ghost image of non-anatomical structures 37 6
Lips or tongue not in correct position 175 28
Head tilted upward 56 9
Head tilted downward 74 12
Teeth anterior to bite block 19 3
Teeth posterior to bite block 25 4
Patient movement 74 12
Total 619 100

Table 1. Types, numbers and percentage of artifacts
and errors found on 619 panoramic radiographs.
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the anatomical structures (26%), followed by patient
movements and head tilting downwards (12% for each);
similar results also found in;**!the explanation for this
is in considering the different patients compliance to
perfectly staying without motion during the exposure,
and due also to variations in the facial and maxillary
anatomical details.

Regarding this study also, sex distribution of
panoramic radiographs with positioning errors and
artifacts, were almost equal between females and males,
probably due to similar level of technicians’obedience.

CONCLUSIONS

Proper patient pre-examination positioning care and
instructions are of importance to avoid positioning
errors, and improve image quality in order to avoid
unnecessary patient radiation exposure, and to help
in achieving good dental diagnostic and management
outcomes.
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DOES FASTING DURING RAMADAN HAVE
AN IMPACT ON DUODENAL ULCER PERFORATION?
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ABSTRACT Ramadan fasting, present a potential risk of peptic
ulcer complication. Studies looking at the impact of

Objective:  Gastrointestinal disorders can be Ramadan fasting on duodenal ulcer perforation were
precipitated or exacerbated by prolonged fasting. controversial. The aim of this work was to evaluate
Gastric acid and pepsin levels, which increase during the impact of fasting in Ramadan on duodenal ulcer
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perforation through studying perforated duodenal ulcer
cases among three consecutive lunar months including
Ramadan for eight years.

Methods: This descriptive retrospective study
was conducted by evaluating file records of patients
undergoing emergency surgery for managing perforated
duodenal ulcer (PDU) during the months Shaban,
Ramadan and Shawal annually for a period of eight
years, from 2011 to 2018 in Al-Hillah Teaching General
Hospital. The characteristics of patients including, age,
sex, fasting, smoking, use of steroids and non-steroidal
anti-inflammatory drugs (NSAIDs), site of duodenal
perforation were recorded. Patients aged below 15
years and patients with gastric ulcer perforations were
excluded.

Results: Eighty two patientswere included in the study,
69 (84%) were males, and 13 (16%) were females. The
mean age was 34.66 years. The peak of PDU was within
the age group 21-30. The cases were distributed among
the lunar months Shaban, Ramadan and Shawal as 23
(28.04%), 39 (47.56%) and 20 (24.39%), respectively.
The fasting cases in all Ramadan months of the study
years were 30 (77%) out of 39, while all PDU patients
in Shaban and Shawal months (43 patients) were non-
fasting.

Conclusions: There was a great increase in the
incidence of PDU in Ramadan in comparison to both
Shaban and Shawal. Males were affected more than five
times in comparison to females. Anti-ulcer medications
prescription during fasting to patients diagnosed with
peptic ulcer, and to dyspeptic patients with positive H.
pylori infection is advisable.

INTRODUCTION

Prolonged fasting during Ramadan has been shown
to affect body metabolism and human behavior. The
period of fasting varies from 10 to 19 hours, depending
on the season in which the fasting month of Ramadan
falls and the geographical locations.*? Gastric acid and
pepsin levels, which increase during Ramadan, present
potential risk of peptic ulcer complication.® 2-14% of
the peptic ulcers will perforate.*®

Azizi's epidemiological study has shown an increase
in digestive disturbance during the first week of

Ramadan.® Lau JY et al stated that the use of NSAIDs,
steroids, smoking, Helicobacter pylori (H. pylori) and a
diet high in salt constituted the main etiologic factors.®
Perforated peptic ulcer is a life threatening disease and
the mortality varies from 10-40%.’

Our study is to evaluate the impact of Ramadan
fasting on duodenal ulcer perforation.

METHODS

This descriptive study was conducted by
retrospectively studying file records of 86 patients
undergoing emergency laparotomy or laparoscopy
for managing perforated duodenal ulcer in Al-
Hillah Teaching General Hospital. This hospital is a
governmental hospital serving 900000 habitants in
Al-Hillah, the center of Babylon governorate. All file
records were documented using hand writing.

The study was conducted during the months Shaban,
Ramadan and Shawal (the eighth, ninth, tenth month
in the Hijri lunar calendar respectively) annually for a
period of eight years from 2011 to 2018, which involved
hot months with prolonged period of fasting during the
day from dawn to sun set; 13-16 hours.

The patients characteristics included age, sex,
fasting, smoking, alcohol drinking and the use of
steroids and NSAIDs, recurrence of perforation if
any, operative notes regarding the site of perforation.
Patients aged below 15 years and patients with gastric
ulcer perforations were excluded.

Statistical analysis: Using ANOVRA, the level
of significance was set at p-value less than 0.05 to be
considered as significant.

RESULTS

Total number of patients included in the study was 82
after exclusion of 4 patients; (3 gastric ulcer perforation,
and 1 age under 15). The cases were distributed among
the lunar months Shaban, Ramadan, Shawal as 23
(28.04%), 39 (47.56%) and 20 (24.39%), respectively.
Males were composing 69 (84%), while 13 (16%)
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were females. With time, there was progressively
increasing incidence of PDU during the period of the
study as shown in the Figure 1. The peak of duodenal
ulcer perforation was within the age group 21-30
(21 patients, 26%), Figure 2. The fasting cases in all
Ramadan months of the study years were 30 (77%)
out of 39, while all PDU patients in Shaban and
Shawal months 43 were non fasting. The non-fasting

patients during Ramadan were 5 females and 4 males.

All the perforations on operative notes were situated
in the first part of the duodenum anteriorly. All the
duodenal perforations were for the first time, (i.e. no
recurrent perforations). There was a change in the peak
age group annually toward younger ones, but this result
was not significant (p>0.05), Table 1.
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Years No. Mean Std.Deviation F p-value
2011+2012 12 48.4167 2254474
2013+2014 20 43.5500 16.77553
2015+2016 24 42.2692 15.40015 0.532 0.662
2017 +2018 26 40.7971 17.50274

Total 82 43.0488 17.35675

Table 1. Statistical analysis of significance of peak age group distribution.

NSAIDs and smoking were recorded in 29 (35.36%)
and 33 (40.24%) of the patients respectively. Forty three
(52.43%) of the patients had been discovered to have
duodenal ulcer (DU) for the first time with no previous
history.

DISCUSSION

The study included PDU cases during the months
Shaban, Ramadan and Shawal annually for a period of
eight years from (1432-1439) Hijrii calendar; (2011-
2018) which involved hot months with prolonged
period of fasting during the day (from dawn to sun set);
13-16 hours.

Our study enrolled PDUs within three successive
months (Shaban, Ramadan and Shawal) in order to get
rid of the bias that may occur due to seasonal variation
of perforated peptic ulcer, which was addressed in
several studies.®?

The ages 15 years and above were included in
our study because Ramadan fasting is obligatory
for all adult Muslims. Perforated gastric ulcers
were excluded because our study is retrospective
and the specific diagnosis of the ulcer necessitate
histopathological evaluation which was not available
in the case files.

The incidence of PDU in Shaban, Ramadan and
Shawal was (23 patients, 28.04%), (39 patients, 47.56%)
and (20 patients, 24.39), respectively. The incidence in
Ramadan months is approximately equal to the sum of
the incidence in both Shaban and Shawal.

The high incidence of PDU in our study can be
contributed to both the prolong period of fasting and
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the hot climate in Irag. Our results go with Elnagib E
et al, in their study in Khartoum® and with Kucuk H
et al, in their study,'* also compatible with Kocakusak
A, results in his study in Turkey,!? while Bener A et
al, in their study in United Arab Emirates hospital did
not confirm this result as they stated that peptic ulcer
perforation occurred more frequently after Ramadan,
but the difference was not significant.®

The fasting cases in all Ramadan months during the
period of the study were 30 (77%) out of 39, which
clearly clarifies the great effect of fasting as a dominant
risk factor in PDU. The non-fasting cases were 9 (5
females and 4 males).

Males were affected more than five times in
comparison to females; 69 (84%) males, 13 (16%)
females, which is compatible with the results
of Kocakusak A, who reported significant male
predominance (91-7%),*2while Thorsen K etal, reported
that females account for more than half the cases.™

The peak of PDUs in the current study was among
young age group 21-30 years (21 patients, 26%), while
John NP mentioned that there has been considerable
change in the epidemiology of PDU in the west
over the last two decades. With time, there has been
a steady increase in the age and an increase in the
number of females, such that perforations now occur
most commonly in elderly female patients.*

NSAIDs intake was recorded in 29 of the patients
(35.36%), which is incompatible with John NP who
reported that NSAIDs are responsible for most of the
perforations.®®

All the perforations, according to the operative
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notes, were situated in the first part of the duodenum
anteriorly, similar to Christopher W study.’® In spite
of the invaluable results obtained in our study, there
were limitations such as relying on the records of one
institution and the period of the study of PDUs was
within a hot climate most of the times that only scarcely
months of the study were within winter (cold season).

CONCLUSIONS

There was a great increase in the incidence of PDU
during Ramadan in comparison with Shaban and
Shawal during the study period, which clarified the
effect of fasting as a dominant risk factor in duodenal
ulcer perforation. Males were affected more than five
folds in comparison to females. There was a change
in the peak age group annually toward younger ones.
Prescribing antiulcer medications during fasting, to
patients diagnosed with peptic ulcer and to dyspeptic
patients with positive H. pylori infection is advisable.
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TIME ELAPSED BETWEEN THE ONSET OF ABDOMINAL PAIN
AND APPENDECTOMY AND THE RISK OF COMPLICATIONS
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ABSTRACT of complications increases as time elapses from onset
of disease to treatment. It is challenging to establish

Obijective: Acute appendicitis is the most common the precise time of symptom onset and to characterize
indication for urgent intra-abdominal surgery. Risk patient’s pre-hospital courses. The aim of this work was
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to evaluated the time elapsed between onset of pain
and surgery in relation to the different complications of
acute appendicitis.

Methods: Thisisacross-sectional designed study. Setting
in Al-Kindy Teaching Hospital from November 2017 to
March 2018. Data were gathered based on questionnaire
forum and the collected data concerning the time elapsed
from the onset of pain till appendectomy, and the types
of complications were analyzed statistically by SPSS
version 17 software application, One-Way ANOVA test
and Chi-square were used to determine p-value.
Results: From the 100 patients involved in this study,
55 cases were males (55%), and 45 cases were females
(45%), with ages range from 15 to 65 (mean age 24
years). In this study, uncomplicated acute appendicitis
were 70 cases (70%) with mean time interval of 37.66
hours, and the complicated acute appendicitis were 30
(30%) of the cases with mean time interval of 111.08
hours. The mostly affected age groups with the delay
in the time were (20-29 years) with mean time interval
77.07 hours and (30-39 years) with mean time interval
71 hour.

Conclusions: We concluded that there is a significant
association between the time elapsed from the onset of
the symptoms till the operation and the development of
complications in acute appendicitis.

INTRODUCTION

Appendicitis is inflammation of the appendix.
Symptoms commonly include right lower abdominal
pain, nausea, vomiting, and decreased appetite. However,
approximately 40% of people do not have these typical
symptoms.! Severe complications of a ruptured appendix
include widespread, painful inflammation of the inner
lining of the abdominal wall and sepsis.?

Appendicitis is caused by a blockage of the hollow
portion of the appendix.® This is most commonly due
to a calcified “stone” made of feces. Inflamed lymphoid
tissue from a viral infection, parasites, gallstone, or
tumors may also cause the blockage. This blockage
leads to increased pressures in the appendix, decreased
blood flow to the tissues of the appendix, and bacterial
growth inside the appendix causing inflammation.* The
combination of inflammation, reduced blood flow to the
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appendix and distention of the appendix causes tissue
injury and tissue death.® If this process is left untreated,
the appendix may burst, releasing bacteria into the
abdominal cavity, leading to increased complications.®

The diagnosis of appendicitis is largely based on
the person’s signs and symptoms. In cases where
the diagnosis is unclear, close observation, medical
imaging, and laboratory tests can be helpful.” The two
most common imaging tests used are ultrasound and
computed tomography (CT scan).?

Acute appendicitis is the most common indication
for urgent intra-abdominal surgery.® The conventional
pathophysiologic model of acute appendicitis is likely
to be based on a relationship between time and disease
progression. Delays can occur anywhere along the
pathway from symptom onsetto presentation, evaluation,
and treatment and many factors come into play including
aspects of the disease itself, patient characteristics,
access to medical care, and characteristics of the health
care system. Indirect evidence for this association has
also come from studies linking impaired health care
access to increased risk of complications.®

It is challenging to establish the precise time of
symptom onset and to characterize patients’ pre-hospital
courses. While several previous studies have attempted
this using record review or by incorporating time-based
questions into clinical history taking, many have been
hampered by small numbers of patients from single
institutions, recall bias, and/or poor time discrimination.
Previous studies evaluating time to treatment after
patients arrive to the hospital have encountered similar
difficulties.

The traditional treatment for acute appendicitis is
appendicectomy. While there should be no unnecessary
delay, all patients, particularly those most at risk of
serious morbidity, benefit by a short period of intensive
preoperative preparation.*

METHODS

The present study was based on a cross-sectional
study. Setting in Al-Kindy Teaching Hospital from
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November 2017 to March 2018. The Data samples were
of convenient patients type from the surgical wards.

Inclusion criteria include patients who were
diagnosed clinically and as acute appendicitis and
underwent appendectomy. Exclusion criteria were
patients with ages above 65 years and below 15 years,
immunocompromised patients, patients with steroid
therapy, jaundiced patients, patients with renal failure,
cases with intra-operative findings other than acute
appendicitis (ex: ovarian cyst) were also excluded,
and when the time between the onset of pain and
appendectomy was more than 10 days.

Data were collected regarding: personal history,
main complain duration, time and onset of pain,
time of arrival to the hospital investigations, time
of the operation, operation findings, complications,
hospital stay, mortality. Collected data concerning
the time elapsed from the onset of pain tile
appendectomy and the types of complications were
analyzed statistically by SPSS version 17 software
application, One-Way ANOVA test and Chi-sq
were used to determine p-value. P-value >0.05 was
considered significant.

RESULTS

Of total 118 patients were taken in this study,
18 were excluded according to exclusion criteria. We
analyzed the data of 100 patients with acute appendicitis,
55 of them were males (55%), 45 of them were females
(45%),

The age of the patients ranged from 15 to 65 (mean age
is 24 years). The main age group was patients between
20-29 years (include 48 patients, 48%) followed by the
age group patients between 15-19 (include 34 patients,
34%). The distribution of acute appendicitis according
to the age groups is illustrated in Figure 1.

Complicated acute appendicitis were seen mainly
in the age group (20-29 years), it involved 16 patients
(16%) with a mean time interval 77.07 hours, followed
by the age group (15-19) years, 6 patients (6%) with a
mean time interval 103.03 hours, Table 1.

Complicated cases were 30 (30%) which included
12 cases of perforation (40%), 3 cases of gangrenous
appendix (10%), 16 cases if peritonitis (53.4%), and 4
cases of appendicular mass (13.4%), Figure 2.

Group Non-complicate Mean time interval Complicated Mean time interval

15-19 28 (28%) 41.83 6 (6%) 103.83

20-29 32 (32%) 40.81 16 (16%) 77.07

30-39 6 (6%) 31.33 3 (3%) 71

40-49 3 (3%) 36.66 5 (5%) 192.4

50-65 1 (1%) 105 0 0
Total\Average 70 (70%) 37.66 30 (30%) 111.08

Table 1. Complicated and non-complicated acute appendicitis and mean time interval (hours)
among different age groups.

. Non-complicated Complicated
Characteristics L L p-value
appendicitis appendicitis
Age 22.93 26.29 0.054
Overall time (Hours) 37.66 111.08 <0.001
Pre-hospital time (Hours) 35.67 90.74 <0.001
Hospital stay (Days) 1.65 3.1 <0.001

Table 2. Patients characteristics (means) in cases of non-complicated
and complicated acute appendicitis.
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Figure 1. Age distribution of the 100 patients of acute appendicitis.
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Figure 2. Types of Complications in acute Appendicitis.

Statistical analysis showed that there is no significant
statistical difference according to the mean age of
patients between the non-complicated and complicated
cases of acute appendicitis, but there were significant
statistical differences involving overall time delay, pre-
hospital time, and hospital stay, Table 2.

DISCUSSION

The aim of the present study was to examine whether
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the variable of appendectomy timing has an effect
on outcomes for acute appendicitis. Surgeons have
maintained that appendicitis progresses in a time-
depended manner.

With appropriate use of intravenous fluids
and parenteral antibiotics, a policy of deferring
appendicectomy after midnight to the first case on
the following morning does not increase morbidity.
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However, when acute obstructive appendicitis is
recognized, operation should not be deferred longer
than it takes to optimize the patient’s condition.

Several studies have shown that delayed
appendectomies are associated with poor outcomes.
Papandria D, et al.? reported inpatient delay to be
associated with a higher perforation rate. Giraudo
G, et al.® reported that delayed appendectomy, after
24 hours from onset, increases the complication rate.
In contrast, results from other studies have supported
delays in appendectomies, Teixeira PG, et al.** reported
that appendectomy delay did not increase perforation
risk, and Perry ZH, et al*® reported that delayed
appendectomy for uncomplicated acute appendicitis in
adults does not adversely affect outcomes. The question
of an association between time and complications raises
the possibility that facilitating earlier treatment could
reduce incidence of perforation.

In the present study, we have found that conducting
the operation within 37.66 hours has no significant
effect on the development of the complications, but
delaying the presentation of the cases increases the risk
of complication. Whereas we found that the mean time
from the onset of the symptom till the operations for the
complicated cases is 111.08 hours, and it is comparable
to those other studies, whereas Papandria D, et al.'?
reported inpatient delay to be associated with a higher
perforation rate. Giraudo G, et al.®reported that delayed
appendectomy after 24 hours from onset, increases the
complication rate.

Previous studies on the timing of appendectomy
have nearly always analyzed the time after presentation
to the hospital (In hospital time) alone as in Papandria
D, et al.*?and Abou Nukta F, et al.,*® but in the present
study we evaluated both the pre hospital time and the
in hospital time as two parameters, and this might be
more rational considering the clinical course of the
appendicitis. In the present study, in agreement with
Maru K, et al.'” patients with complicated appendicitis
group had longer Overall Time (OT) and Pre-Hospital
Time (PT) periods. Although OT and IT are both
controllable factors, only OT demonstrated a significant
association with outcomes.
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The hospital stay is another outcome influenced
by the time elapsed from the onset of the symptoms,
whereas we found that the mean hospitals stay for
uncomplicated acute appendicitis is 1.65 days, and for
the complicated cases is 3.1 days, because patients with
complicated acute appendicitis will need more time to
recover from the complications.

We also found that the most affected age groups with
the delay were (30-39 years), with mean time interval
of 71 hours, and (20-29 years) with mean time interval
of 77.07 hours.

CONCLUSIONS

There is a significant association between the
time elapsed from the onset of the symptoms and the
appearance of complications in acute appendicitis,
whereas we found that delaying the operation for
more than 37.66 hours could be associated with the
development of complications, and the most commonly
affected age groups by the delay in the treatment were
patients between 20 and 29 years old, and patients
between 30 and 39 years old.
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ABSTRACT

Obijective: Diabetes mellitus and thyroid diseases are
the two most common endocrine disorders encountered
in clinical practice. Type 1 diabetes mellitus (T1DM)
and thyroid disorders have been shown to mutually
influence each other, and associations between both
conditions have long been reported. The aim of this
study is to assess thyroid function in children with type
1 diabetes mellitus patients and its relation to certain
clinical and biochemical data.

Methods: A case-control study conducted on
fifty children with type 1 diabetes (22 males and 28
females), attending Layla Qasim Diabetic Centre in
Erbil city/lraq from 1% February 2014 to 30" April
2014. We included those with regular follow and were
matched for sex and age with fifty children as normal
controls. In order to clarify the mechanism of impaired
thyroid hormone levels in patients with T1DM, thyroid
stimulating hormone (TSH), total thyroxine (T4), total
triiodothyronine (T3), antithyroperoxidase antibody
(anti-TPO Ab), antithyroglobulin antibody (anti-TG
Ab), HbAlc and growth parameters were measured.

Results: The mean concentration of TSH was
raised significantly (p=0.034) in TIDM patients with
T4 decreased significantly (p<0.001), whereas the T3
concentration had no significant differences between
two groups. The mean concentration of anti-TPO Ab
was raised significantly (p=0.017) in diabetic patients,
and is significantly associated with older aged
diabetics, who had higher Body Mass Index (BMI),
high TSH and low T4 levels.

Conclusions: Estimation of TSH, T4 and anti-TPO
Ab are useful in identification of thyroid dysfunction
in type | diabetic patients despite no apparent clinical
signs of thyroid disease.

INTRODUCTION

Autoimmune thyroid dysfunction is one of most
common immunological disorder in patients with
type 1 diabetes,! around 22% of diabetic patients
having thyroid autoantibodies, but the prevalence
of thyroid disorders varies and hypothyroidism can
be expected to occur in 6-14% of affected children.?
Thyroid autoimmunity early recognition is important
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as it may progress to subclinical hypothyroidism, so
early intervention decrease risks of many problems
like growth retardation, hyperlipidemia, menstrual
abnormalities and cardiovascular complications.3*

Screening of TSH is recommended in those patients
as most of them have subclinical hypothyroidism and
diabetes precede diagnosis of hypothyroidism.®> Regular
palpation of the thyroid gland is indicated in all patients;
if the gland feels firm and enlarged, serum thyroid
antibodies and TSH should be obtained.® Further more,
subclinical hypothyroidism may lead to hypoglycemia
and this why asymptomatic individuals should be
screened annually for thyroid dysfunction.?

It is reported that one among five insulin-dependent
diabetic patients have thyroid auto-antibodies in their
serum; the prevalence is increased 2-20 times than in control
populations. Fewofthesepatients, however, acquire clinical
hypothyroidism and the interval between diagnosis of
type 1 diabetes and thyroid disease is around 5 years.
A confirmed TSH level of greater than 10 pU/ml
indicates existing subclinical thyroid dysfunction that
warrants treatment with thyroid hormone.®

The aim of this study was to determine the prevalence
of thyroid disorders in children with T1DM and find its
relation to certain data including glycaemic control.

METHODS

A case control was conducted in Layla Qasim
Diabetic Center, which is the only specialized
daibetic center in Erbil governorate. During a period
of 3 months, 50 diabetics under age of 18 years with
diagnosis established more than 1-year duration on
regular follow up were included. Fifty healthy children
and adolescents matched for age and sex as a control
group (who were healthy subjects that attended the
dentary care unit or pediatric surgery unit, pending for
minor surgery in Raparein Teaching Hospital). Written
and oral consent were taken from all parents of patients
and controls included in this study after discussing the
way of collection samples and purpose of the study.

Those with newly diagnosed diabetes, complicated
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cases like diabetic ketoacidosis or with associated
chronic illness and those already have thyroid disease
were excluded from the study.

A questionnaire had been filled out for the diabetic
patients, included: information about the date of birth,
sex, age at the onset of DM, duration of diabetes, type
of insulin that is used for the treatment of DM, history
of thyroid disease and drug history. All patients and
controls underwent physical examination for growth
parameters, pubertal stage (according to tanner staging),
signs of thyroid dysfunction. Thyroid morphology
was examined with palpation in all patients and with
ultrasonography if there was goiter or any doubt.

A 3 ml of venous blood was taken from all of
diabetic patients and controls for estimation of HbAlc
(glycated hemoglobin), thyroid stimulating hormone
(TSH), total thyroxine (T4), total triiodothyronine
(T3), anti-thyroperoxidase antibody (anti-TPO Ab) and
anti-thyroglobulin antibody (anti-TG Ab) levels, were
checked within 24 hours from taking the venous blood
samples and was repeated if there were abnormalities
at the initial assessment. HBAL1c was checked by using
Pars Azmoon kit by Cobas Mira device using Immuno-
turbidometry (ITM) method. Total serum T3, T4and TSH
levels were measured by Electro-chemoluminescence
(ECL) method using Roche kit through Elecsys 2010
device. Serum anti-thyroperoxidase antibody (anti-TPO
Ab) and anti-thyroglobulin antibody (anti-TG Ab) were
measured by ELISA method using AESKULISA kit
through ELISA reader. Positivity of at least one antibody
was considered as autoimmune thyroid disease (AIT).’

The following terms were applied:®

Hypothyroidism: If TSH increased with low or
normal T4 (subclinical and primary hypothroidism), or
if TSH decreased with low T4 (secondary).

Hyperthyroidism: If TSH and T4 increased
(secondary), or if TSH decreased with normal
(subclinical) or high T4 (primary).

Euthyroid: When TSH normal whatever level of T4.

While HbA 1¢ classified into:®
Good control: 6-7.5, fair control: 7.6-9.9, poor
control: >10.
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Statistical analysis: Data were analyzed using the
Statistical Package for Social Science (SPSS, version
19). Chi square test was used to compare between
proportions of the two study groups, when the expected
count of more than 20% of the cells of the table was
less than 5, Fisher’s exact test was used. Student’s t test
was used to compare between means of the two study
groups. A p-value of <0.05 was considered statistically
significant.

RESULTS

Fifty diabetic patients (mean age of 10+3.35 years)
were examined clinically and checked by laboratory
investigations for thyroid dysfunction compared to
control, 68% of the diabetics were on mixtard insulin
twice daily while 32% of them three times daily. The
percentage of cases that had good glucose control (by
measuring their HbAlc level) were 32%, while 38%
had fair and 30% had poor glucose control.

When compared to control group, most of diabetic
patients have higher HbAlc as expected but also such
high mean level reflects poor management, Table 1.

Hypothyroid status (Figure 1) with low T4 and high
TSH mean was the dominant abnormal function in
diabetic cases with mean anti TPO Ab level significantly
higher among diabetic group, Table 1.

Most of poor controlled patients have significantly
abnormal T3 (70%) and higher anti-TPO Ab (71.4%)
levels as shown in Table 2.

Those with positive anti-TPO Ab were compared to
negative results in order to identify association with
certain variables as in Table 3 in which older aged,
higher body mass index and hypothyroid status (low T3,
significantly low T4, and high TSH) were significantly
associated with positive anti-TPO Ab patients.

DISCUSSION

The prevalence of thyroid dysfunction among 50
patients studied were 16 (32%), and it seem to be same
of study done in Memphis® with a nearly equal sample
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(33%) but higher than Saroha et al results,® that can be
explained by sample size variability. However, this study
demonstrated higher percentage of hypothyroidism
(22%) and euthyroid (10%) compared to many studies
included adults also as frequency of hypothyroidism
has been reported of 0.7-4% while hyperthyroidism
has varied from 3.2-4.6% and dysfunction of the
hypothalamo-hypophysial-thyroid axis is considered to
be the reason for abnormal thyroid function in diabetic
patients.*1

Few studies done only on adults and DM type 2 in

Iraq in which Al-kazzaz and Hussein found increase
in prevalence of thyroid dysfunction mainly TSH and
T4 levels.®* Al-Shibani concluded that prevalence of
thyroid dysfunction among diabetics was 23.6% in
which euthyroid status was the commonest dysfunction
followed by hypothyroidism in a study included large
sample of 415 diabetic patients at Al-Diwaniya Teaching
Hospital in 2009.2

Higher mean TSH level in hypothyroid diabetic
patientwas obvious by Umpierrez etal® as revealed in our
results with low T4 compareable to normal population

Diabetic group Control group

(mean+SD) (mean+SD) p-value

HbAZc level 9.48+2.19 4.98+0.79 <0.001
Serum T3 2.25+0.96 2.37+0.56 0.487
Serum T4 70.14+22.49 108.28+11.81 <0.001
Serum TSH 4.3345.17 2.73+0.91 0.034
Anti-TG Ab 16.56+27.67 13+2.74 0.367
Anti-TPO Ab 31.93+45.75 15.81+4.38 0.017

SD: Standard Deviation, HbAlc: Glycated hemoglobin, T3: Total triiodothyronine, T4: Total thyroxine,
TSH: Thyroid stimulating hormone, anti-TG Ab: Antithyroglobulin antibody, anti-TPO, Ab: Antithyroperoxidase antibody.

Table 1. HbAlc, thyroid function test and antibody status among diabetic and control group.

. HbA1c level (No. %)
Variables Total p-value
Good Fair Poor
Sex Male 8 (50) 8 (42.1) 6 (40) 22 0.836
Female 8 (50) 11 (57.9)) 9 (60) 28
. Urban 15 (93.8) 13 (68.4) 12 (80) 40
Resid * 0.175
esidence Rural 1(63) 6 (31.6) 3(20) 10
N | 15(93.8 15 (78.9 11 (73.3 41
T4 level* orma (93.8) (78.9) (73.3) 0.30
Abnormal 1(6.3) 4 (21.1) 4 (26.7) 9
N . . .
T3 level* ormal 15 (93.8) 17 (89.5) 8 (53.3) 40 0.008
Abnormal 1(6.3) 2 (10.5) 7 (46.7) 10
TSH* level Normal 14 (87.5) 17 (89.5) 9 (60) 40 068
Abnormal 2 (12.5) 2 (10.5) 6 (40) 10
. Positive 0 (0) 0 (0) 1(6.7) 1
Anti-TG Ab* 0.30
! Negative 16 (100) 19 (100) 14 (93.3) 49
. Positive 1(6.3) 1(5.3) 5(33.3) 7
Anti-TPO Ab* 0.036
™ Negative | 15(93.8) 18 (94.7) 10 (66.7) 43

HbAlc: Glycated hemoglobin, T4: Total thyroxine, T3: Total triiodothyronine, TSH: Thyroid stimulating hormone,
anti-TG Ab: Antithyroglobulin antibody, anti-TPO Ab: Antithyroperoxidase antibody. *Fisher exact test used

Table 2. Diabetic control in relation to certain demographic and laboratory data.
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Anti-TPO Ab Mean (xSD) p-value
Positive 19.17 (+2.62)
BMI - 0.02
Negative 16.62 (+2.60)
Positive 13.28 (+£1.88)
Age - 0.005
Negative 9.51 (£3.25)
Positive 10.92 (+1.32)
HbA1c level - 0.06
Negative 9.25 (£2.23)
Positive 1.14 (x0.84)
T3 level - 0.001
Negative 2.44 (+0.86)
Positive 5.27 (x1.77)
T4 level - <0.001
Negative 8.60 (£1.71)
Positive 13.20 (+8.23)
TSH level - <0.001
Negative 2.88 (£2.50)

BMI: Body Mass Index, HbAlc: Glycated hemoglobin, T3: Total triiodothyronine,
T4: Total thyroxine, TSH: Thyroid stimulating hormone, anti-TPO Ab: Antithyroperoxidase antibody.

Table 3. Independent t-test of diabetic positive anti-TPO Ab in relation to certain measures.

50
45
40 47
35
30
25
20
15
10

w
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Normal Euthyroid Hypothyroidism

o

B diabetic control

Figure 1. Frequency distribution of thyroid disorder among diabetic and control cases.

and this supported by Barker'®* and, Monajemzadeh S when compared to fair and good controlled groups. This
and Najafian N.* opinion is not reassured by results which showed that
HBALc levels were not related to thyroid dysfunction,®
Poor glycaemic control is higher (30%) in this study even not affect thyroid antibodies.***
and this may expalin higher percentage of thyroid
dysfunction. Anti-TPO antibody and T3 level were There is little reliable information on relation of sex
significantly abnormal in poorly controlled diabetics and residence with glycemic control (HBALlc) among
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children, but a study by Jaurez et al*® and by Dudzinska
et al'” on adults showed no significant relation to sex
and residence.

Many studies have measured varying prevalence of
between 3 up to 50%, depending on the methodology
of the study and patient’s characteristics (age, sex,
ethnicity, and genetic background).® Studies showed
higher mean and percentage anti-TPO antibody titre
(96.73, 19.3%)* than in this study despite relatively
higher level compared to control.

The prevalence of positive thyroid peroxidase (TPO)
antibodies and elevated TSH levels together can reach
up to 80% of diabetic patients as in a study done in
adolescent and adult, patients who were TPO positive
were 17.91 times as likely to develop hypothyroidism
as patients who were negative,>!® these agree with
our results as high TSH and low T3 and T4 were
main significant findings in those with positive anti-
TPO antibody serology supporting the likelihood of
developing subclinical and clinical hypothyroidism.

Barova et al*® grouped patients according to their
thyroid antibody status in both type 1 and type 2 diabetic
and they did not differ in their BMI, this agrees with our
findings. Subramanyam G and Pushparaj J® had same
results in a study conducted again on adolscents and
adults with DM type 1.

Age dependent increase of AIT (auto-immune
thyroiditis) incidence has previously been described
and supports our report with high significant association
bewteen increase age and prevalence of anti-TPO
positive antibodies.®®

CONCLUSIONS & RECOMMENDATIONS

Estimation of TSH, TT4 and anti-TPO Ab are
useful in identification of thyroid dysfunction in type
1 diabetic patients even in asymptomatic thyroid
disease. Higher TSH levels, BMI and older age were
significantly associated with raised anti-TPO Ab
and this recommend idea of annual thyroid function
screening of diabetics especially for those with
additional risk factors.
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PREOPERATIVE PREDICTIVE FACTORS OF RECURRENT HEPATIC
HYDATID CYST AFTER DIFFERENT TYPES
OF OPEN SURGICAL TREATMENT

2300 A anl) ila€l) QS bl U8 gl Jalsal
Aala ) A gidall adial) Ladladl DA ¢)ya) ny

Hayder Hussein Ibrahim, MBChB, FRCSEd; Saad Yonis Saeed, MBChB, CABHS
KW IVOETTRT Rt VRN 4“'.‘.'“')'." OV SR W )

Gl paile

gl Jalpall 3and ) Al 038 Cangl 158 Funm A1 IS0 Cum ¢ alle Ll 53 Lika (ge & Gpplaall L)) siayl) cina
Al Aol GLuSl EY s 3 Aalall el e Al Llad) ela) s Al Gl G daball 38 325 4l

Lt b Laddatl) ALEAN A a8 dg)lae umsdhluﬂau)ﬂumbl\w@wlfio daal)ll Al o2 ciled iaall Gk
oailiad Aplul) el Jadi Silly ampall Zualall cillal) 2y 5 .2017 31 e Alals 1997 Llid ed o 8580 DA Jea gl
on Lab JalS Jlsiod ccafill ol gon TSl o 55 € e sl gy o Al Jlasiial) Al Jnsi o(3xly Joadll gl nl
()g-u 180- 6))@-\»30&_\:544\.\1::‘»} 3ol Gm)‘d\ Aaglie Cad LAlaal) (pSAl Y ara g (4..».\53\

il la) Jangl A 7054 G (ayall lec k—\&_})—\ 1022 caly &l J}SJM‘LAJASOJMwloo bl caled sgiladl)
o 2.41£8.6 WSl sl aaa Jaisia iy Liage 15 die las (peailly Liagpe 22 vic ul) Gailly cliagye 123 vie 2SU G
Lall e dlls 104 8 univesicular Jaead) hail) o Ll culS L Als 44 8 5000 Sl Als 116 8 Lolal cilus calaa )
a3l Ll sainall sl 3 5T J<G) Baagd o35 (%015.6 LuSill <V ane cialy LAl 56 & multivesicular sixd)

30 Tl Aaad) Ll Sl Al At Jalse JS 3anal) Ll anial) (L€YY o il el (st elal :cnlalizia)

(i) e 0.00350.046 Jslas P dad) dalidal) GuaSlall dualall DI o))

ABSTRACT

Objective: Hydatid cysts is a parasitic disease of
worldwide distribution, continues to be a major public
health problem. The aim of this study was to identify
the preoperative predictive factors of recurrence after
different types of open surgical treatment for hepatic
hydatid cysts.

Methods: A retrospective study of 160 patients who
underwent open surgery for hepatic hydatid cysts were
included in this study in Mosul and Duhok teaching
hospitals, during the period from February 1997 till
March 2017. The patients demographic data, cyst
characteristics (location, type, size, and multiplicity),
type of operation (endocystectomy and external
tube drainage, deroofing with omentoplasty, or total
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pericystectomy) performed and recurrence rate were
recorded. Mean follow-up period was 30 months (6-180
months).

Results: There were 110 female and 50 male patients
with a ratio F/M: 2.2/1. The age range was 4-70 years.
Right lobe was involved in 123 patients, the left lobe in
22 and both lobes in 15 patients. Average cyst size in cm
was 8.6+2.41 cm. Single cyst in 116 and multiple cysts in
44 patients. Univesicular type in 104 and multivesicular
in 56 patients. Recurrence rate was 15.6%, which was
detected in patients with multivesicular type and in
multiple cysts.

Conclusions: Preoperative predictor factors of
recurrence of hepatic hydatid cyst after different types of
open surgical treatment according to logistic regression
analysis revealed that multiple cysts and multivesicular
cysts are independent factors for recurrence, with a
p-value of 0.046 and 0.003, respectively.

INTRODUCTION

Hydatidosis is a parasitic disease of worldwide
distribution, due to infestation mainly by Ecchinococcus
Granulosus parasite, continues to be a major public
health problem and endemic in many countries
especially Middle East including Irag.l? Hydatid cysts
can develop in any organ of the body, but are most
frequently seen in the liver (60-70%).3

Infection rates are lowest in urban environments
while in endemic rural areas, prevalence rates of 2-6%
or higher have been recorded.* Recent studies showing
an higher prevalence among females and with increasing
age.®

Clinical management of hepatic hydatid cyst (HHC)
has evolved over the last three decades in two different
settings. In advanced centers, patients benefit from an
exceptional concentration of clinical experience and
high technological diagnostic and treatment facilities,
whereas in endemic regions of the third world with
resources, choice of treatment modalities are limited.®

Recurrence remains one of the major problems in the
management of HHC in spite of advances in surgical
techniques and the use of chemotherapy.” There is no
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consensus on the type of follow-up needed after primary
interventions or on the management of diagnosed
recurrences. Many factors have been suggested that
lead to recurrence.

The aim of this study was to identify the preoperative
predictive factors of recurrence after different types of
open surgical treatment for HHC.

METHODS

A total of 160 patients who underwent open surgery
for HHC between February 1997 and March 2017
were investigated retrospectively in Mosul and Duhok
teaching and private hospitals. All the patients in the
study were operated upon by one consultant surgeon.

The data analyzed included patient's age, gender,
clinical features, diagnostic tools used such as ultrasound
(US) in all patients, computed tomography (CT) was
performed in 30% cases (with suspicious hydatid cyst
on US and in patients with multiple cysts), magnetic
resonance imaging (MRI) and magnetic cholangio-
pancreaticrography (MRCP) were ordered for patients
with features of biliary obstruction (4.3%). Type, size
and site of cyst as well as type of surgical procedure
(cystostomy with endocystectomy and external tube
drainage, deroofing with omentoplasty, pericystectomy),
recurrence, and length of follow-up were recorded.
Liver function tests and blood eosinophiles were not
routinely used to support the diagnosis unless in selected
patients. Other laboratory tests were not performed like
hemagglutination and ELISA tests, because we depend
mainly on imaging like U/S or CT scan and in jaundiced
patients using MRCP.

The study was approved by local scientific and
research committee. Given the retrospective nature of
the study, patient consent was not obtained.

Exclusion criteria are cyst smaller than 4 cm in diameter,
located deep in the liver parenchyma (more than 4 cm from
the liver surface by U/S), and calcified cyst.

In all cases the approach was through laparotomy
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(paramedian or subcostal incision), the operative
field was carefully isolated by gauze packs soaked in
chlorhexidine gluconate solution 0.1%, or povidine
iodine solution 10%. When a conservative surgical
procedure include cystostomy and evacuating of cyst
contents (endocystectomy) and external tube drainage,
or deroofing (partial pericystectomy and omentoplasty
was selected, the cyst contents were aspirated first by
using wide bore needle connected to a suction tube,
then incision made over the cyst which was partially
decompressed, the cavity evacuated completely from
its content and was carefully examined for sites of bile
leakage that were sutured if possible, then the cavity
was mopped with scolicidal solution as chlorhexidine
gluconate 0.1% or povidine iodine 10% solution.
Radical operation include excision of all cyst layers
(total pericystectomy) which was performed in selected
patients as in peripherally located single cysts. In
addition, other surgical procedures performed at the same
time, such as cholecystectomy and choledochotomy
and T-tube insertion, depended on the type, location,
and complications of the cyst (as in patient with frank
intrabiliary cyst rupture or cyst adherent to gall bladder,
or opened into it, and splenectomy in one patient because
of associated hydatid cyst of spleen). Management of
the residual cavity following conservative surgical
approach was performed with either external tube
drainage size 18 F which was used in high position cyst
as cyst near diaphragm (segment 7, 8) and in infected
cysts or deroofing and omentoplasty (was performed by
constructing an omental flap followed by packing and
fixation of the flap in the residual cavity).

Intracystic injection of scoliciadal agents was not
performed for two reasons:

- Occult cystobiliary communication: Which might
be present which are of two types; honest (bile stained
fluid from the start or insidious in which bile appear
later on in the drainage tube), such type of occult
communication cannot be detected by preoperative
investigation, and only detected during or after
operation so to avoid complications which might arise
from injection of scolicidal agents. We depend on good
isolation of the operative field by using sterile surgical
pack soaked in chlorhexidine gluconate 0.1% solution
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or povidine iodine 10% solution. Scolicidal agent are
not effective in multivesicular cysts because it cannot
penetrate the daughter cysts.

A follow-up was carried out routinely during
postoperative period. Our standardized protocol was
abdominal U/S in the sixth postoperative month, then
annually. Any suspicion of recurrence based on the
U/S was confirmed with CT. Time of recurrence and
localization of the new cyst were recorded.

All of our patients were put on postoperative
antiparasitic drug «albendazole» orally 10 mg/kg in
three divided doses for 3 cycles, each cycle consist of
four weeks followed by one week rest. Patients were
observed for the side effects of drugs as jaundice,
urticaria or agranulocytosis.

Statistical analysis: Statistical analyses were
performed using SPSS version 24 (Armonk NY, USA).
Univariate analysis using student t test, to evaluate the
differences between continuous variables, the Chi-square
test was used for categorical variables. Multivariate
analysis by logistic regression test was done to detect
independent predictor factors of recurrence as size, site,
type and multiplicity of the cyst. P-value less than 0.05
was considered to be statistically significant.

RESULTS

A total of 160 patients during the study period
underwent open surgery for HHC. The age range was
4-70 years (average, 33.38+15.36 years). There were
110 female and 50 male patients with a F:M ratio of
2.2:1.

The right lobe (123 patients) was more involved
than the left lobe (in 22 patients), while both lobes
were involved in 15 patients. Single cysts were found
in 116 patients and multiple cysts in 44 patients. The
cyst diameter ranged from 5-20 cm in diameter (average
8.6£2.41 cm) on US examination. Univesicular cysts
were seen in 104 patients (65%), while multivesicular
cysts were observed in 56 patients (35%), as shown in
Table 1.
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. Patients Percentage
Variables ") (%)
Male 50 31
Gender
Female 110 69
_ Right lobe 123 77
Site of Left lobe 22 14
the cyst
Both lobes 15 9
Single cyst 116 73
Multiple cysts 44 28
Cyst 5-7cm 77 48
diameter >7 cm 83 52
Types of Univesicular 104 65
the cyst | Multivesicular 65 35

Table 1. Patient demography and hydatid cyst character
in the hepatic lobes.

Clinical presentation of most patients were
symptomatic in 126 patients (88%) as mass, pain,
fever, jaundice and asymptomatic in 34 patients
(21%). The type of surgical operation was cystostomy
and external tube drainage of the cyst after complete
evacuation of its content (endocystectomy) in 145
patients (91%), deroofing (partial pericystectomy) and
omentoplasty in 12 patients (8%), and radical cyst
excision (total pericystectomy) in 3 patients (2%). An
additional operation was performed on several patients
as choledochotomy with T-tube insertion in 5 patients,
cholecystectomy in 4 patients, cholecystectomy with
choledochotomy and T-tube insertion in 2 patients,
splenectomy in one patient, as shown in Table 2.

The mean follow-up period was 30 months (6-180
months). Regarding the factors leading to recurrence,

the development of new cysts at remote locations
in 3 of these patients reflected the manifestation
of disseminated disease. In 22 patients the site of
recurrence was in the liver. Cysts with a diameter
more than 7 cm showed more incidence of recurrence
(10%, 16 patients). Multiple cysts with recurrence was
11 patients compared to 14 patients with single cysts.
Recurrence in patients with multivesicular type of the
cyst was detected in 15 patients compared to 10 patients
with univesicular cysts, as shown in Table 3.

Recurrence rate was observed in 25 patients (15.6%).
The period of recurrence development ranged from 6
months to 15 years. The remote time of recurrences
was compatible with a differential diagnosis of frank
recurrence or reinfestation.

DISCUSSION

HHC is still an endemic health problem in our country
as in some other areas of the world. Various therapies
in the treatment of HHC have been described, which
include surgical (radical, conservative, laparoscopic),
nonsurgical as drainage under U/S guide and medical
treatment.®

The goal of surgical management of hydatid
disease is to eliminate local disease, treat associated
complications and avoid recurrence. The choice of
operation (radical or conservative) was based on cyst
location, size, morphology, complications (infection
or biliary obstruction), and presence of technical
difficulties owing to adhesions. Despite advances

Type of operation Patients (n) (%) Percentage

Cystostomy and external tube drainage after endocystectomy 145 91

Deroofing (partial pericystectomy) and omentoplasty 12 71

Complete cyst excision (total pericytectomy) 3 2

Cholecystectomy 4 3

. Choledochotomy + T-tube insertion 5 3

Additional

operations Cholecystectomy + Chol_edochotomy + 2 1
T-tube insersion

Other (splenectomy) 1 1

Table 2. Types of open surgical procedure among patients with hepatic hydatid cysts.
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Predictive factors Non recurrent | Recurrent p-value
n and % n and %
Right lobe 105 (67) 18 (7)
Site of the cyst Left lobe 17 (11) 4 (3) =0.81
Both lobes 12 (8) 3(2)
Single cyst 102 (64) 14 (9) ~0.128
Multiple cyst 33 (21) 11(7)
Univesicular cyst 94 (59) 10 (6) 0.004
Multivesicular cyst 41 (26) 15(9)
General 8.61+2.4 7.74£0.88
Size of the cyst 5-7cm 60 (38) 9 (6) =0.538
>7cm 75 (47) 16 (10)

Table 3. Predictive factors of recurrence after different types of open surgical treatment
of 160 patients for hepatic hydatid cysts. Universal analysis.

in surgical techniques and the use of chemotherapy,
recurrence remains one of the major problems in the
management of hydatid disease.’

Recurrence is defined as the appearance of new
active cysts after therapy, including reappearance with
continuous growth of live cysts at the site of a previously
treated cyst or the appearance of new distant disease
resulting from spillage.” *2

Recurrence detected during the early postoperative
period is indicative of inadequately treated cysts in
the first operation.®*> Failure to achieve permanent
control of primarily treated cyst is considered local
recurrence, and the appearance of the new cyst in the
peritoneal cavity is regarded as disseminated disease
(regional recurrence). The lack of prospective trials and
differences in treatment regimens and length of follow-
up invalidate accurate comparison of recurrence rates.

Results of an indirect hemagglutination (IHA) test
and an IgE radioallergosorbent test (RAST) will remain
positive long after operation, and only demonstration of
the scolices in the remaining cavity ensures definitive
diagnosis.®

In current study, the rate of recurrence was 15.6%,
which is within the range of other studies (4.6-
22%)'12-14,17,18
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Recurrence rate after radical procedures was very
low, which mean that even by using radical procedures
for the treatment of hydatid disease, the possibility
of recurrence always remains.” In the current study,
radical excisions was performed in 3 patients (1.8%),
with a peripherally located single cyst and recurrence
was not observed, however the small number of radical
treatments that were used on a selected patients cannot
permit us to draw a definite conclusion.

The recurrence may develop many years later, so the
confirmation of therapeutic efficacy is difficult, the onset
in most cases are asymptomatic and clinical evaluation,
even supplemented by serum liver tests and serologic
tests, may not be diagnostic.?® Thus, the postoperative
follow-up period should be at least 3 years and continued
as long as possible.’*#22 Recurrence usually becomes
symptomatic only 3 to 4 years after the operation.?2

In our series, follow-up of 5 years was considered to
be complete. Recurrence was evident after 6 month till
5 years in 24 patients, and one patient after 15 years.
However, the absence of symptoms in many patients
and the fact that most our patients are poor and from
rural places of residence not referred to centers familiar
with such operation affect on the follow up of patients.

Differentiation of remaining cavities of effectively
treated cysts from locally recurrent disease was difficult,
therefore we relied on the accepted imaging (U/S or CT
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Scan) as a marker of the increase in size of the cyst on
serial examination, which proved to be effective.’®%

Recurrence is likely due to residual vesicles left
in place, even if the cysts were carefully emptied.
Vesicles can develop from a main cyst and grow next
to it, which is especially the case in older cysts or in
cyst with difficult location as in dome of the liver which
make visualization of interior part difficult. Exogenous
vesiculations have been pronounced in hydatid cyst
recurrence.”® Recurrences may also develop if peritoneal
soiling occurs during emptying of a cyst.

HHC was detected in females more than in males
which is similar to other study.?” Our study was limited
to specific preoperative predictor factors of recurrence
including cyst character (location, size, multiplicity and
type of the cyst).

Large hydatid cysts represent the cysts that relapse
frequently, because of their immunogenic character and
the presence of exocysts in the pericysts.? In our study,
the size of the cyst as predictor factor showed that most
cases of recurrence occurred in cyst >7 cm which was
clinically significant, but statistically not significant
with a (p-value=0.36), which is against the result of
other study.?®

In this study, the right lobe of the liver was more
frequently involved (77%) than left lobe (13%), which
is similar to other published studies because of the
preferential portal blood flow.®® Recurrence rate was
detected more in the right lobe, 11% compared to 3%

in the left lobe, but statistically not significant with
(p-value=0.81). Multiple cyst compared to single cyst
as predictor factor was not considered as significant
factor with a p-value=0.128 by univariate analysis,
but by logistic regression analysis is considered as
independent factor with a p-value=0.046, as shown in
Table 4, our results are in line with other literature.®

Other predictor factor was type of the cyst
(univesicular or multivesicular), the recurrence
was observed more in multivesicular cyst which
was statistically significant with a p-value=0.004 in
univariante and 0.003 in multivariate analysis as shown
in Table 4 and 5, which correlates with other study.®
Multivesicular cyst are more difficult to evacuate it
completely, particularly in difficult location as in the
dome of the liver extendingposteriorly.

Limitation of the study was its retrospective design,
relatively small sample size and there is no consensus
about the follow up period after surgical treatment.

Lower Upper
Step 17 Site

Site (1) .337 4.091
Site (2) .160 3.699
Size .883 1.264
Multiple (1) 1.018 8.525
Type (1) 1.601 10.288

Constant

95% C.I. for EXP (B)
a. Variables (s) entered on step 1: Site, Size, Multip, Type.

Table 5. Variables in the Equation.

B S.E. Wald df Sig. Exp (B)
Step 1° Site 195 2 .907
Site (1) 161 .637 .064 1 .800 1.175
Site (2) -.263 .802 .108 1 743 .768
Size 055 .092 .359 1 .549 1.056
Multiple (1) 1.081 542 3.975 1 .046 2.947
Type (1) 1.401 AT5 8.714 1 .003 4,059
Constant -3.143 .932 11.382 1 .001 .043

B: Coefficient for constant, SE: Standard error around for coefficient, Wald: Wald Chi-square test,
df: Degree of freedom for Wald Chi-square test, sig. p-value, Exp(b): Odd ratio.

Table 4. Variables in the Equation.
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CONCLUSIONS

Predictor factors of recurrence of HHC after different

types of open surgical treatment according to univariate
analysis was: multivesicular cyst. Logistic regression
analysis revealed that multiple cysts and multivesicular
cysts are independent factors with a p-value of 0.046
and 0.003 respectively. Confirmation of these factors in
prospective studies are required, so as to better ensure
the best postoperative results.
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DIAGNOSTIC VALUE OF HYPONATREMIA IN PEDIATRIC
ACUTE PYELONEPHRITIS

JULY) xie o) 4K dcay sall lall
Mohammad Zaher, Kheria Amin Hijazia
Ayl u-_'uoi dyis 5 o) dg>0 2
ABSTRACT

Obijective: Isto know the importance of hyponatremia as biological marker in early diagnosis of acute pyelonephritis,
and the association between hyponatremia and inflammatory markers.

Methods: The study involves 75 patients with acute pyelonephritis for the first time, whose age between 3-13 year
and 75 control patients who have fever without acute pyelonephritis in one year 2013-2014 in Al-Assad Hospital in
Latakia, Syria. Laboratory tests: White blood cell count, C-reactive protein, serum and urine sodium concentration,
and urine culture (culture growing >100.000 colonies on clean-catch samples was required to establish diagnosis
of pyelonephritis) were determined in both groups. Radiologic investigations: (renal ultrasonography, VCUG) were
performed.

Results: In patients with acute pyelonephritis, the inflammatory markers (white blood cell count, neutrophils count,
and C-reactive protein) were significantly higher than in those without pyelonephritis (p<0.001), serum sodium
concentration was negatively correlated with WBC count (r=-0.48, p=0.01), absolute neutrophils count (r=-0.25,
p=0.01), and CRP (r=-0.40, p=0.01) in patients with acute pyelonephritis. Serum sodium concentration return to
normal value after 48 hours of treatment with antibiotics. The radiologic investigations were normal.

Conclusions: Our study indicate that hyponatremia may be a substantial «inflammatory» marker, and is significantly
correlated with the degree of inflammation in children with acute pyelonephritis.
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DRESS SYNDROME WITH SIGNIFICANT GASTROINTESTINAL
INVOLVEMENT: A CASE REPORT WITH REVIEW OF LITERATURE
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ABSTRACT

Drug reaction with eosinophilia and systemic
symptoms (DRESS) syndrome is a potentially life-
threatening adverse drug-induced reaction, with
an estimated mortality of 10%. Diagnosing DRESS
syndrome is challenging due to the diversity of
cutaneous eruption and organs involved. | describe a
39 year-old lady who presented with fever and rash
a month after starting sulfasalazine. Investigations
revealed leukocytosis, eosinophilia and elevated serum
transaminases. The diagnosis of DREES syndrome was
made, sulfasalazine was stopped and systemic steroid
given. Symptoms began to resolve within 2 days of
steroid therapy. | reviewed 40 cases of sulfasalazine

R

induced DRESS syndrome reported in the literature
and applied 3 scoring systems that define and grade
these cases of DRESS syndrome. In the reviewed cases
elevated transaminases and eosinophilia were the most
constant findings (94.9% and 84.2% respectively), 4
cases (10%) died from acute liver and heart failure as a

complication of DRESS syndrome.

INTRODUCTION

Drug reaction with eosinophilia and systemic
symptoms (DRESS) syndrome is a rare, potentially
life threatening adverse drug reaction with cutaneous
manifestations and internal organ involvement that
occurs in both adults and children. It was originally

*Abdullah Zuhair Alyouzbaki, MD, Gastroenterologist and Hepatologist, MBChB, FICMs, CABM, Gastroenterology and Hepatology, Faruk Medical City,

Sulaimani 46001, Kurdistan, Irag. E-mail:a_alyouzbaki@yahoo.com.
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observed in patients treated with anticonvulsants in the
early 1930s, when phenytoin first became available.?

In 1996, Bocquet et al® proposed the term DRESS
"to decrease the ambiguity of the denomination of
hypersensitivity syndrome" and to give a more accurate
description of this clinical entity.

Here in, we describe the first case of DRESS
syndrome from Iraq caused by sulfasalazine. We review
the literature about sulfasalazine induced DRESS
syndrome and we applied 3 scoring systems: Bocquet
et al,®* J-SCAR scoring system* and Registry of Severe
Cutaneous Adverse Reactions Regi SCAR® to assess
the diagnostic accuracy of and the relationship between
these scoring systems.

Etiology and risk factors: DRESS syndrome is
generally regarded as a severe hypersensitivity to a
medication and its reactive drug metabolites, which
may be associated with enzymatic defects in drug
metabolism. Relatives of DRESS syndrome patients
have this detoxification defect, and may therefore be
at an increased risk for DRESS.® Antiepileptic agents
like carbamazepine, lamotrigine, phenytoin and
phenobarbital are the most frequently reported causes,
Table 1. Sulfasalazine-induced DRESS Syndrome is
rare but well-recognized.”

Immunosuppression may predispose individuals to
develop this condition, especially when accompanied
by a primary infection or reactivation of dormant human
herpesvirus-6 (HHV-6) infection. HHV-6 reactivation
as shown by increased titers of 1gG anti HHV-6 and
HHV-6 DNA levels play important role.2®

CASE PRESENTATION

A 39 year old lady was admitted to hospital
complaining of jaundice and skin rash, jaundice was
started before 2 weeks associated with fever, chills,
rigor, loss of appetite, weight loss and upper abdominal
colicky pain; One week before admission she developed
generalized pruritic maculopapular rash, Figure 1.

43

Drug category Drug name

Carbamazepine,
lamotrigine,
phenobarbital, phenytoin
valproic acid

Ampicillin, cefotaxime,
dapsone, ethambutol,
isoniazid, linezolid,
metronidazole,
minocycline, pyrazinamide,
quinine, rifampin,
sulfasalazine, streptomycin,
trimethoprim-
sulfamethoxazole,
vancomycin

Abacavir, nevirapine,
andzalcitabine

Bupropion, fluoxetine
Amlodipine, captopril
Efalizumab, imatinib
Celecoxib, ibuprofen

Allopurinol, epoetinalfa,
mexiletine, ranitidine

Anticonvulsant

Antimicrobial

Antiviral

Antidepressant
Antihypertensive
Biologic
NSAID

Miscellaneous

Table 1. Common drugs associated
with DRESS syndrome.

She reported having recurrent attacks of diarrhea
during the last year with no proper investigations, and
four months before the present illness she noticed blood
with her stool in two occasions and was treated as irritable
bowel syndrome by mebeverine and esomeprazole.

One month before admission, sulfasalazine was
prescribed for her by a doctor to treat her diarrhea;
the patient took sulfasalazine for few days and then
stopped it.

Physically, she was febrile with temperature 38.4°C,
blood pressure 105/60 mmHg, pulse rate 120/minute
and respiratory rate 22/minute. She looked ill but
fully conscious with generalized maculopapular rash,
moderate jaundice, pallor, cervical lymphadenopathy.
Her abdominal examination revealed tender epigastrium
with hepatosplenomegaly. Heart and chest examination
were normal.

Initially we put a differential diagnosis of cholangitis,
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Figure 1 Skin rash and facial swelling.
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viral hepatitis and septicemia. Supportive care started,
investigation done and showed: Liver function tests:
AST 84 1/U (0-32 U/L), ALT 236 U/L (0-32 U/L),
alkaline phosphatase 326 U/L (35-104 U/L), gamma
glutamyl transferase 574 U/L (13-60 U/L), total protein
4.6 g/dl (6.4-8.3 g/dl), albumin 2.9 g/dl (3.5-5 g/dl),
prothrombin time (PT) 16.5 second (12-16 second),
international normalization ratio (INR) 1.13. Complete
blood count (CBC): WBC 21.7x10%1 (3-10x10%1) with
absolute eosinophil count 14000/mm? (100-500/mm3),
Hb 13.3 g/dl and platelet count 205x10%I1. Urinalysis:
3+ bilirubin, stool analysis: pus cells 100-150/HPF and
RBC 60-80/HPF.

Virology screen for viral hepatitis were negative,
ultrasound (US) examination of abdomen: hepatomegaly
with normal biliary passages, thick wall gallbladder,
enlarged lymph nodes at porta hepatis, splenomegaly,
dilated portal (15 mm) and splenic (9 mm) veins. Chest
X-ray and echocardiography were normal. CT abdomen
with contrast (Figure 2) done on day 4: hepatomegaly,
splenomegaly with splenic infarction, dilated portal and
splenic veins, varices at splenic hilum, moderate amount
of ascites, enlarged lymph nodes of porta hepatis,
retroperitoneal, mesenteric and inguinal regions,
thickening of the wall of entire colon and terminal
ileum with bilateral pleural effusions and normal wall
gallbladder with surrounding free fluid.

In spite of supportive care and empirical antibiotics
(ceftriaxone and metronidazole), she continued to
deteriorate with running fever, facial swelling which
became evident on day 3, jaundice was deepen and
poor oral intake. Antibodies against cytomegalovirus
(CMV), Epstein Barr virus (EBV) and brucella were
negative; test for typhoid fever, antinuclear antibody
(ANA) and rheumatoid factor were also negative.

On the background of recurrent diarrhea, abnormal
stool analysis and the CT finding, we suspect Crohn’s
disease, esophago-gastroduodenoscopy (EGD) and
sigmoidoscopy done and showed multiple aphthous like
ulcers in the sigmoid colon, biopsy taken, while EGD
revealed diffuse erythema and edema of esophagus,
stomach and duodenum. Histopathology of colonic
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biopsy showed focal crypt distortion with eosinophil
rich cell infiltration, focal cryptitis with eosinophilic
crypt abscess.

On day 4 the diagnosis of drug reaction with
eosinophiliaand systemic symptoms (DRESS syndrome)
was considered and hydrocortisone intravenous injection
100 mg three times daily started. Day 5 she is doing
symptomatically much better with no fever, started oral
feeding and facial edema start to reduce.

Day 6 she was doing very well with reduction of her
liver enzymes, CRP, eosinophil count and normalization
of her PT. 10 days post discharge, she had no complain
with further reduction of her liver enzymes and
normalization of her CBC, C-reactive protein (CRP) and
serum albumin. She continued on prednisolone tablet
30 mg daily for 1 month, followed by gradual tapering
over further 1 month. Her skin rash started to fad with
desquamation over several days. Fortunately her kidney
function tests remain normal throughout her illness.

Three months later she returned to clinic complaining
of sore throat with low grade fever, right sided neck
pain with swallowing, but no jaundice or skin rash,
on examination there was markedly tender right side
of neck, ultrasound done showed enlarged thyroid
gland with features of thyroiditis and enlarged cervical
lymph nodes; labs revealed: total bilirubin 1.32, AST:
61, ALT 38, CRP: 8.48, thyroid stimulating hormone
(TSH): 3.45, CBC: mild anemia with normal total
and differential WBC, PT: normal, US of abdomen:
mild splenomegaly with dilated portal vein 9 mm and
normal liver; at that time we think that she may had
thyroiditis or recurrence of DRESS syndrome again, in
spite of symptomatic treatment for 5 days she continue
to complain and a new course of steroid (prednisolone)
started for 1 month with gradual tapering, she is doing
very well.

Nine months after the diagnosis of DRESS syndrome,
she complained from generalized body aches and
tiredness, Lab: CBC: normal, LFT: bilirubin 2.06, GGT:
39, normal AST and ALT, TSH: 155.5 ulU/ml, free T4:
0.6 pmol/l (12-22), treatment of hypothyroidism started.
Eleven months post DRESS syndrome, she presented
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with acute calculous cholecystitis with elevated liver
enzymes; she recovered by conservative treatment.
At 13 months, she is doing well on thyroxine, her last
bilirubin is 1.3 mg/dl and the other liver enzymes were
normal, with normal US of abdomen.

Pathogenesis: The precise pathogenesis of DRESS
syndrome remains elusive.®® Mechanisms that have
been implicated in DRESS syndrome include drug
detoxification enzyme abnormalities with subsequent
accumulation of reactive drug metabolites,3°1°
sequential reactivation of herpesviruses, such as CMV,
EBV, human herpesvirus-6 and herpesvirus-7,° and
genetic predisposition associated with certain human
leukocyte antigen alleles.™

Clinical features: DRESS syndrome often begins
with prodromal symptoms of pruritus and pyrexia.
Cutaneous manifestations are variable; a morbilliform
rash is the most common.*?

Multiple organ systems can be affected in DRESS
syndrome. The most common systemic findings involve
the lymphatic, hematologic, and hepatic systems. Liver
is the most frequently affected visceral organ in DRESS
syndrome, often with varying degrees of hepatitis.®* A
calculous cholecystitis has been reported in DRESS
syndrome but is uncommon. 4

Certain medications have a predilection for involving
specific organs, Table 2.

Medication Clinical abnormality
Allopurinol Renal
Ampicillin Cardiac
Carbamazepine Renal
Dapsone Hepatic and renal
Phenytoin Hepatic
Minocycline Hepatlc,g:rl(rj?;):ary, and

Table 2. Drugs associated with specific internal organ
involvement in DRESS syndrome.

Complications are rare; they include thyroid diseases,
renal failure, syndrome, eosinophilic colitis,® and
eosinophilic esophagitis.*®
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DISCUSSION

We report the first case of DRESS syndrome
from lIrag. DRESS syndrome is a rare drug-induced
hypersensitivity reaction with estimated incidence
ranges from 1 in 1000 to 1 in 10,000 drug exposures.'’

It is considered as potentially life-threatening as the
death rate is 10-20% and mortality is associated with
older age, renal involvement, hepatitis with jaundice
and CMV reactivation.'®

The other noteworthy features are a delayed onset,
usually 2-6 weeks after the initiation of drug therapy,
and the possible persistence or aggravation of symptoms
despite the discontinuation of the culprit drug.®

There isno gold-standard test for diagnosis of DRESS,
and as a result, the diagnosis remains a challenge and
is mainly based on conventional proposed scoring
systems, Table 3. Bocquet et al®* proposed the original
criteria to establish the diagnosis of DRESS syndrome;
these criteria are based on clinical and laboratory
findings. In an effort to define more accurately the
DRESS syndrome, new scoring systems have been
recently developed. The most common scoring systems
to define DRESS syndrome are the European Registry
of Severe Cutaneous Adverse Reaction study group
(RegiSCAR),>¥ and the Japanese research committee
on severe cutaneous adverse reaction (J-scar) group
that highlights the role of HHV-6 in DRESS syndrome
which they refer to as drug-induced hypersensitivity
syndrome (DIHS).?

The RegiSCAR’s scoring system has been designed
to grade DRESS cases as «no», «possible», «probables»
or «definite» case.® Clinicians must exclude other
potentially serious conditions, including infections,
neoplastic processes, autoimmune disorders, and
connective tissue disease.

Therapy: DRESS syndrome is treated with oral
corticosteroids (1-1.5 mg/kg body weight/day) when
there is any sign of severity including: transaminases
greater than five times normal, renal involvement,
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Bocquet et al (3) J-SCAR (20)# RegiSCAR scoring (5) -1 0 1 2 Min | Max
Skin rash
Cutaneous dru Maculopapular rash Rash (%) No/U ~50%
eruption g >3 weeks after starting P )
drug Rash suggest DRESS No u Yes

Biopsy suggest DRESS No Yes/U

Eosinophilia
Hematological Leukogy_tes
abnormalities abl.lormalmes 21
Atypical lymphocytes Eosinophils No/U 0.7-1.49%* >1.5 0 1
. . 5 >5%
Eosinophils L30T 1 coikocytes >11x10%1 Eosinophils if 10199% | >20%
) Eosinophilia WBC<4x10%I ' ==
Atypical lymphocytes ~1.5%10¢1
’ Atypical lymphocytes No/U Yes 0 1
Lymphadenopathy Enlarged lymph nodes No/U Yes 0 1
Systemic involvement: | Liver abnormalities Organ involvement *
(ALT>100U/L) (liver, lung, kidney, No/U yes 0 9
Adenopathy: LNs >2 ¢cm or other organ muscle/heart, pancreas,
in diameter involvement other organs)
Prolonged clinical
Hepatitis with symptoms after .
transaminases >2 UNL | discontinuation of the Resolution >15 days No/u Yes -1 0

causative drug

Interstitial nephritis Evaluation of other

potential causes, ANA,
blood culture, serology
for HAV, HBV, HCV, Yes

Interstitial pneumonitis

Carditis Chlamydia/mycoplasma
If non+ve and >3 of
above -ve
Fever >38 C Fever >38 C No/u yes -1 0
HHV-6 reactivation Total score -4 9
Our case: 3 6 8

For Bocquet et al 3 criteria, all 3 criteria are required (1 hematologic and 1 systemic feature required).

#J-SCAR criteria includes: Typical DRESS is defined as the presence of all 7 criteria, while atypical DRESS is defined as the presence of the
first 5 criteria only.

tNecessary criteria for diagnosis according to RegiSCAR.

¥Three of these 4 criteria required for diagnosis according to RegiSCAR.

U, unknown/unclassifiable; HAV, hepatitis A virus; HBYV, hepatitis B virus; HCV, hepatitis C virus HHV-6, human herpesvirus-6.

*After exclusion of other explanations: 1, one organ; 2, two or more organs.

RegiSCAR score: (<2 : no case), (2-3: possible case), (4-5: probable case), (>5: definite case).

Table 3. Scoring systems for DRESS syndrome cases.
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Figure 2. CT abdomen with contrast. a: red arrow: distended gallbladder with peri-cholic fluid,
black arrow: splenic infarction. b: red arrow: splenic infarction, black arrow: dilated portal vein,
c: red arrow: dilated splenic vein, d: red arrow: thickened colonic wall.

pneumonia or cardiac involvement.?! It is noteworthy
that rapid tapering of corticosteroids is associated with
reactivation of the syndrome.? Intravenous IgG and
plasma exchange have been successful in cases in which
the disease did not regress under corticosteroids,?
The role of antiviral therapy (valganciclover) is still
controversial.?*

Review of literature: A systematic review of
sulfasalazine induced DRESS syndrome cases in
the literature was carried out by searching PubMed-
MEDLINE irrespective of publication date or
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language. Search terms were “DRESS syndrome and
sulfasalazine” and “drug reaction with eosinophilia
and systemic symptoms and sulfasalazine. Thirty
eight reported cases were identified (55-92) including
40 patients, 29 (72.5%) patients using sulfasalazine
for rheumatological problem, 7 (17.5%) patients for
inflammatory bowel disease (IBD) and 4 (10%) cases
did not report the indication.

There is no age limitation for the DRESS syndrome;
the age of the reported cases varies from 11 years* to 77
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Figure 3. Gastroendoscopy and colonoscopy: liner and aphthous
like erosions invlove the esophagus.
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Figure 4. Histopathology of colonic biopsy (stained with H and E stain): focal crypt distortion with
eosinophil rich cell infiltration, focal cryptitis with eosinophilic crypt abscess.
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years®® with average of 38.8 years. As well as, the is no
sex preference as cases distributed equally in both sex
group (19 males, 19 females and 2 cases did not report
their sex). One of the characteristic feature of DRESS
syndrome is the presence of gap between drug exposure
and development of characteristic skin rash, one score
in J-SCAR system® include more than 3 weeks between
the start of offending drug and the appearance of rash,
in our review there is an average 4 weeks gap period
which is in keeping with most reported case,*'® however;
one case reported the appearance of rash 7 days after
sulfasalazine ingestion.*

Eosinophilia is consider one of the key feature
of DRESS syndrome as it is included in all scoring
system, in our review eosinophilia (eosinophil count
>0.5x10%1) occurs in 84.2% of cases (32/38 cases, 2
cases did not report their eosinophil count), 2 scoring
systems (Bocquet and J-scar) need higher eosinophil
count (>1.5x10%1) to be included in the systems, just
14 /38 (36.84%) cases had eosinophil count more than
1.5x10%1, this may explain why other scoring systems
(Regiscar) used lower eosinophil count.

The presence of atypical lymphocytes is consider
another hematological manifestation of DRESS
syndrome, although this finding is much less common
than eosinophilia but it may be useful when the
eosinophil count is normal, 4 reported cases,?264056 had
atypical lymphocytes with normal eosinophil count.

Regarding the liver dysfunction in sulfasalazine
induce DRESS syndrome, 37/39 (94.9%) cases (1
case did not mention the liver enzymes) showed
hepatic enzymes disarrangement. It appears that liver
involvement is more constant finding than eosinophilia
in our reviewed cases (94.9% versus 84.2%), this may
be because sulfasalazine induced DRESS syndrome
target liver more than other organs.

Four cases died (10%), which is in keeping with
the most reported mortality rate,® three mortalities
result from acute liver failure and one case from acute
myocarditis, acute liver failure is the most common cause
of DRESS syndrome related death.® nineteen reviewed
cases reported the status of HHV-6 in their cases, of
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those 18 (94.7%) case were positive for this virus. One
cases series showed that HHV-6 were positive in 80%
of cases investigated by serology or PCR.®

We applied 3 DRESS related scoring systems on the
reported cases: Bocquet, Regiscar and J-scar systems.
32/40 (80%) of cases had the full 3 Bocquet criteria,
while just about one third of cases had the all 7 criteria
of J-scar system (considered as typical cases of DRESS
syndrome), and more than 5 Regiscar score (considered
as definite cases of DRESS syndrome). 8/40 (20%)
reported cases had just 2 Bocquet score, of those
eight cases, one case (case No0.7) had 5 Regiscar score
(probable) and 6 J-scar score while the other case (case
26) had 4 Regiscar score (probable), the remaining 68/
75%)) cases had <3 Regiscar score (53-2 :8/ and 1:8/
1 score) and 7/8 (87.5%) cases had <5 J-scar scores
(considered as atypical cases). So Bocquet scoring
system may be a good initial system to roll out rather
than to confirm typical or definite cases of DRESS
syndrome.

| faced problems during applying the scoring systems
as the reported cases did not include full information
required to be score in the systems, so we lost some
points, this may explain why there is differences between
scoring systems. A case that got full mark in one scoring
system may just had low mark in other system, just
937/ cases (24.3%) share high scores between Regiscar
(6 and 7) and J-scar (>5) scoring systems, 637/ cases
(16.2%) with Regiscar score <3 had high J-scar score
(>6) as well as 737/ cases (18.9%) with low Regiscar
score (<3) also had low J-scar score (<5). This means
that if one case get full score in one system may has a
low score in the other system.

CONCLUSIONS

The diagnosis of DRESS syndrome should be
highly suspected with the presence of skin rash,
liver involvement, fever, hyper-eosinophilia, and
lymphadenopathy. The high rate of HHV-6 and other
herpes viruses reactivation associated with DRESS
syndrome implies that HHV-6 and other herpes viruses
should be detected in routine clinical practice.
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Clinicians must be aware of this potentially fatal

reaction and its common culprit medications. They must
pay particular attention to visceral organ involvement
and order appropriate laboratory studies. Prompt
diagnosis using clinical criteria, laboratory values, and
histopathology is imperative.

10.
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Medical Case
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Cast of the Right Bronchial Tree
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A 36-year-old man was admitted to the intensive care unit with an acute exacerbation of chronic heart
failure. His medical history included heart failure with an ejection fraction of 20%, bioprosthetic aortic-valve
replacement for bicuspid aortic stenosis, endovascular stenting of an aortic aneurysm, and placement of a
permanent pacemaker for complete heart block. An Impella ventricular assist device was placed for management
of acute heart failure, and a continuous heparin infusion was initiated for systemic anticoagulation. During
the next week, the patient had episodes of small-volume hemoptysis, increasing respiratory distress, and
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increasing use of supplemental oxygen (up to 20 liters delivered through a high-flow nasal cannula). During
an extreme bout of coughing, the patient spontaneously expectorated an intact cast of the right bronchial tree.
The right bronchial tree consists of three segmental branches in the upper lobe (blue arrows), two segmental
branches in the middle lobe (white arrows), and five segmental branches in the lower lobe (black arrows). The
patient’s trachea was subsequently intubated, and flexible bronchoscopy revealed a small amount of blood in the
basilar branches of the right lower lobe. The patient was extubated 2 days later and had no further episodes of
hemoptysis. One week after extubation, he died from complications of heart failure (volume overload and poor
cardiac output) despite placement of the ventricular assist device.
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Gavitt A. Woodard, M.D. and Georg M. Wieselthaler, M.D.
University of California, San Francisco, San Francisco, CA
gavitt.woodard@ucsf.edu
N Engl J Med 2018;379:2151. November 29, 2018. Images in Clinical Medicine
DOI: 10.1056/NEJMicm1806493
Translated by Samir Aldalati, MD

55



Journal of the Arab Board of Health Specializations Vol.19, No. 4, 2018

Medical Case

Lead Toxicity from a Retained Bullet
aall b Alle Lala; 4ot abally aeud Ala

A 46-year-old man presented to the emergency department with worsening chronic left knee pain. Fourteen years
before presentation, he had sustained a gunshot wound to the left knee. Radiographs obtained at the time of that
injury showed a metallic bullet embedded in the posterior weight-bearing surface of the lateral femoral condyle

and metallic debris within the joint (Panel A). No surgery was performed to remove the bullet at that time.

At the current presentation, the physical examination was notable for a large effusion in the left knee. Repeat
radiographs showed that, in addition to changes consistent with arthritis in the joint, the bullet had fragmented
into metallic particles throughout the joint and synovium (Panel B). Laboratory studies revealed microcytic
anemia, with a hemoglobin level of 9.1 g per deciliter (normal range, 12.9 to 16.8), and an elevated blood
lead level (182 pg per deciliter [8.8 umol per liter]). The Mini-Mental State Examination score was 24 (scores
range from 0 to 30, with lower scores indicating poorer cognitive performance). The patient showed no other
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symptoms of chronic lead poisoning. Intraarticular bullets should be removed surgically at the time of the injury.
In addition to causing joint damage, intraarticular bullets can fragment and dissolve in synovial fluid, leading
to lead absorption and delayed symptomatic lead poisoning. The patient received chelation therapy. Surgical
management with a left knee synovectomy was planned, but the patient left the hospital
before surgery and was lost to follow-up.
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Jose |. Marquez, M.D., and Michael A. Schindlbeck, M.D.
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N Engl J Med 2018; 379:2451. December 20, 2018. Images in Clinical Medicine
DOI: 10.1056/NEJMicm1804726
Translated by Samir Aldalati, MD
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Pediatrics
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Vedolizumab use after failure of TNF-a antagonists in children and adolescents
with inflammatory bowel disease
W oyl Jadal) Jaladl ciabiasy dallaal) Jié aey vedolizumab alaidil
) garall £1al) CY ey clalally JULY) Nie

Schneider AM, et al.
BMC Gastroenterol 2018 Sep 15;18(1):140.

Background: Vedolizumab is safe and effective in adult patients with Crohn’s disease (CD) and ulcerative colitis
(UC); however, data in children with inflammatory bowel disease (IBD) are scarce. Therefore, we evaluated
vedolizumab use in a cohort of Austrian paediatric patients with 1BD.

Methods: Twelve patients (7 female; 7 CD; 5 UC), aged 8-17 years (median, 15 years), with severe IBD who received
vedolizumab after tumour necrosis factor o antagonist treatment were retrospectively analysed. Clinical activity
scores, relevant laboratory parameters, and auxological measures were obtained at infusion visits.

Results: In the CD group, 1/7 patient discontinued therapy due to a severe systemic allergic reaction; 1/7 and 2/7
patients achieved complete and partial response, respectively, at week 14; and 3/7 patients discontinued therapy
due to a primary non-response or loss of response. In the UC group, complete clinical remission was achieved at
weeks 2, 6, and 14 in 2/5, 1/5 and 1/5 patients respectively; partial response was observed in one patient at week 2.
CD activity scores did not significantly change from baseline to week 38 (median 47.5 vs. 40 points, p=1.0), while
median UC activity scores changed from 70 to 5 points (p<0.001). Substantial weight gain and increased albumin and
haemoglobin levels were observed in both groups.

Conclusion: These results demonstrate that vedolizumab can be an effective treatment for individual paediatric
patients with IBD who are unresponsive, intolerant, or experience a loss of efficacy in other therapies. However,
vedolizumab appears to be more effective in paediatric UC than in paediatric CD.
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Twenty years of growth hormone treatment
in dialyzed children in Poland-Results of national multicenter study
@sadl) Jlail) pdaye JULY) die galll () gaygs Aadlaall (e A (g i
JShal) Basetia dyaaf Al B Bailg ilis B

Adamczuk D, et al.
Adv Med Sci 2018 Dec 20;64(1):90-99.

Purpose: The aim of the study was to analyze the effect of recombinant human growth hormone (rhGH) therapy and
to establish factors influencing growth rate in dialyzed children in Poland.

Methods: We retrospectively analyzed medical records of 81 children with end-stage renal disease (ESRD) on
chronic dialysis treated with thGH for >12 months between 1994 and 2014. The following data were recorded:
cause of ESRD, dialysis modality, age at the dialysis and thGH initiation [years]. In addition, growth [cm], [standard
deviation score - SDS], body mass index [SDS], skeletal age [years], bone mineral density [SDS], hemoglobin, total
protein, albumin, urea, creatinine, calcium, phosphorus, calcium phosphorus product, PTH, and alkaline phosphatase
were measured at the baseline and after 12 months.

Results: Growth velocity in 81 children during one-year thGH treatment was 7.33+£2.63 cm (ASDS 0.36+0.43).
Height SDS increased significantly (-3.3141.12 vs. -2.941.15%, p<0.001). Children on peritoneal dialysis (PD) (n=51)
were younger than children on hemodialysis (HD) (n=30) (9.92+3.72 vs. 12.32+3.11 years, p=0.003). ASDS did not
differ between PD and HD children (0.40+0.33 vs. 0.30+0.47, p=0.311). Growth velocity (ASDS) correlated with age
at dialysis initiation (r=-0.30, p=0.009), age at rhGH treatment initiation (r=-0.35, p=0.002), skeletal age (r=-0.36,
p=0.002), BMI SDS (r=-0.27, p=0.019), and PTH (r=-0.27, p=0.017). No correlation between growth velocity and
other parameters was observed.

Conclusions: Treatment with rhGH in children with ESRD is effective and safe irrespective of dialysis modality.
Early initiation of rhGH therapy is a crucial factor determining response to the treatment in children with ESRD.
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Furosemide exposure and prevention
of bronchopulmonary dysplasia in premature infants

g3 Aligall die 598l aualll pialll jue (1 Llgllg furosemide slgal ol

Greenberg RG, et al.
J Pediatr 2018 Dec 20.

Objective: To evaluate the association between furosemide exposure and risk of bronchopulmonary dysplasia
(BPD).

Study design: This retrospective cohort study included infants (2004-2015) born at 23-29 weeks gestational age
and 501-1249 g birth weight. We compared the demographic and clinical characteristics of infants exposed and
not exposed to furosemide between postnatal day 7 and 36 weeks postmenstrual age. We examined the association
between furosemide exposure and 2 outcomes: BPD and BPD or death. We performed multivariable probit regression
models that included demographic and clinical variables in addition to 2 instrumental variables: furosemide exposure
by discharge year, and furosemide exposure by site.

Results: Of 37 693 included infants, 19 235 (51%) were exposed to furosemide; these infants were more premature
and had higher respiratory support. Of 33 760 infants who survived to BPD evaluation, 15 954 (47%) had BPD. An
increase in the proportion of furosemide exposure days by 10 percentage points was associated with a decrease in
both the incidence of BPD (4.6 percentage points; P=0.001), and BPD or death (3.7 percentage points; P=0.01).
Conclusions: More days of furosemide exposure between postnatal day 7 and 36 weeks was associated with decreased
risk of BPD and a combined outcome of BPD or death.
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Removal of bilirubin with a new adsorbent system:
in vitro kinetics

Elasl b Aadlal clihal) sapsn i) pli e g sl ALY

Gemelli C, et al.
Blood Purif 2018 Sep 14:1-6.

Background/aims: Many potentially toxic molecules accumulate in the blood during hepatic dysfunction. In clinical
practice, it is very difficult to remove bilirubin, the most widely studied toxin, and particularly the unconjugated
form, strongly albumin-bound. The aim of this in vitro study was to assess irreversible bilirubin adsorption as a
protein-bound compound marker, using Cytosorb® (Cytosorbents Corp.), a new hemoadsorption device designed to
remove cytokines.

Methods: We performed 4 in vitro experiments, dynamic and static, with different albumin-bilirubin solutions.
Results: All experiments showed the resin’s ability to break the albumin-bilirubin complex (Experiment 1, 2), leading
to efficient bilirubin removal for 24 h (Removal Rate: 90% Experiment 3) with minimal albumin loss. No sign of
bilirubin release from the charged resin was detected (Experiment 4).

Conclusion: Cytosorb® seems a promising artificial liver support, thanks to its ability to adsorb bilirubin and its
proven ability to modulate the cytokines involved in hepatic dysfunction.
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Abnormal red blood cell indices increase the risk
of arterial ischemic stroke in children
all A phpaall il Sl Clrda b cligldd) ABdle
JUkY) aie Al il 4l ekl cliSu i Sal)
Khongkhatithum C, et al.
J Clin Neurosci 2018 Dec 19.

A high red cell distribution width (RDW) and low hemoglobin level increase the risk of arterial ischemic stroke
(AIS), mostly in adults. The mechanisms related to AIS remain unknown. A total of 233 subjects (90 patients and
143 healthy controls [HC]) were enrolled. The mean(SD) age in patients and HC was 9.5(3.8) and 11.4(1.8) years,
respectively. We found increased odds ratios (ORs) for large vessel and small vessel subtypes in patients without
underlying diseases with a mean corpuscular volume (MCV) <80 fL (OR: 5.4, 95%CI 1.8-16.3 and 2.8, 95%CI 1.2-
7.2), mean corpuscular hemoglobin levels <27 pg (OR: 2.9, 95%CI 1.0-6.7 and 2.6, 95%CI 1.0-6.7), and RDW >15%
(OR: 5.5, 95%CI 1.3-24.5 and 2.7, 95%CI 1.0-7.3). RBC indices showed significant correlations with TM levels.
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Therefore, low MCV and MCH levels, and a high RDW were risk factors for AIS and associated with TM levels in
this population.
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Obstetrics And Gynecology
Al s ad gl

Preterm delivery and maternal cardiovascular disease risk factors

a1 aie Agile gl Al 5)ghadl) Jalgs g 580 5Nl
Tanz LJ, et al.
J Womens Health (Larchmt) 2018 Sep 15.

Background: Preterm delivery has been linked to future maternal cardiovascular disease (CVD); however,
research investigating clinical CVD risk factors is limited. We evaluated whether women who have delivered
an infant preterm are at higher risk of developing CVD risk factors after adjustment for prepregnancy
confounders.

Materials and methods: We examined the association between preterm delivery and incident chronic hypertension,
type 2 diabetes mellitus (T2DM), and hyper-cholesterolemia among 57,904 parous women in the Nurses’ Health Study
II. Multivariable Cox proportional hazards models were used to estimate hazard ratios (HRs) and 95% confidence
intervals (Cls) for the associations between preterm delivery in first pregnancy and each CVD risk factor; adjusted
cumulative incidence curves were computed using the Breslow estimator.

Results: Preterm delivery (<37 weeks) was associated with HRs of 1.11 (95% CI: 1.06-1.17) for chronic hypertension,
1.17 (95% CI: 1.03-1.33) for T2DM, and 1.07 (95% CI: 1.03-1.11) for hypercholesterolemia, adjusting for age, race/
ethnicity, parental education, and prepregnancy confounders (e.g., body mass index, smoking, and family history).
HRs were higher in women who delivered very preterm (<32 weeks) and in the first 10 years after first birth. The
cumulative incidence of each risk factor was highest in women who delivered very preterm.

Conclusions: Women with a history of preterm delivery are at higher risk of developing chronic hypertension,
T2DM, and hypercholesterolemia in the years after pregnancy. This increased risk was particularly pronounced in
the first 10 years after a preterm delivery, indicating that it may be an important time period to implement lifestyle
interventions.
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Prenatal exposure to air pollution, maternal
diabetes and preterm birth
£lsgd) Eiglid 3l JB (it} dide
B Bl Y1 die aal) @Sl gl s aa

Padula AM, et al.
Environ Res 2018 Dec 15;170:160-167.

Prenatal exposure to ambient air pollution has been associated with preterm birth in several studies. Associations
between air pollution and gestational or pre-existing diabetes have been hypothesized but are not well established.
We examined the association between air pollution exposure in pregnancy and gestational diabetes and whether the
association between air pollution and preterm birth is modified by diabetes (gestational or pre-existing) in a highly
polluted area of California. Birth certificates and hospital discharge data from all singleton births from 2000 to 2006
to women living in four counties in the San Joaquin Valley of California were linked to criteria air pollution and traffic
density measurements at the geocoded maternal residence. Air pollutants were dichotomized at the highest quartile
and compared to the lower three quartiles. Logistic regression models were adjusted for maternal race-ethnicity, age,
education, payment of birth expenses, and prenatal care. There were consistent inverse associations between exposure
to air pollution during the first two trimesters and gestational diabetes (statistically significant odds ratios (OR) less
than 1). When stratified by any diabetes (gestational or pre-existing), associations between air pollution exposure
during pregnancy and categories of preterm birth (20-27, 28-31, 32-33, 34-36 weeks) were generally similar with
few exceptions of exposures to carbon monoxide (CO) and particulate matter < 2.5 um (PM, ). Those with diabetes
and exposure higher levels of CO (in first trimester or entire pregnancy) or PM, . (in first trimester) had higher risk
of extremely preterm birth (20-27 weeks) compared with those without diabetes. The associations between traffic-
related air pollution and gestational diabetes were in the unexpected (“protective”) direction. Among those with any
diabetes, associations were stronger between CO and PM, . and extremely preterm birth.
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Lifestyle interventions limit gestational weight gain
in women with overweight or obesity
OV BaL) (e aad) A Blal) Jaad B Dl g0
L) of Al ol evlag eludl) die Jaal) A

Peaceman AM, et al.
Obesity (Silver Spring) 2018 Sep;26(9):1396-1404.

Objective: This study aimed to evaluate the effects of varied lifestyle intervention programs designed to ameliorate
excess gestational weight gain (GWG) in pregnant women with overweight or obesity compared with standard care,
including effects on pregnancy outcomes.

Methods: Seven clinical centers conducted separate randomized clinical trials to test different lifestyle intervention
strategies to modify GWG in diverse populations. Eligibility criteria, specific outcome measures, and assessment
procedures were standardized across trials. The results of the separate trials were combined using an individual-
participant data meta-analysis.

Results: For the 1,150 women randomized, the percent with excess GWG per week was significantly lower in the
intervention group compared with the standard care group (61.8% vs. 75.0%; odds ratio [95% CI]: 0.52 [0.40 to
0.67]). Total GWG from enrollment to 36 weeks> gestation was also lower in the intervention group (8.1 +5.2 vs.
9.7+5.4 kg; mean difference: -1.59 kg [95% CI:-2.18 to -0.99 kg]). The results from the individual trials were similar.
The intervention and standard care groups did not differ in preeclampsia, gestational diabetes, cesarean delivery, or
birth weight.

Conclusions: Behavioral lifestyle interventions focusing primarily on diet and physical activity among women
with overweight and obesity resulted in a significantly lower proportion of women with excess GWG. This modest
beneficial effect was consistent across diverse intervention modalities in a large, racially and socioeconomically
diverse US population of pregnant women.
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Physicians’ attitudes and views regarding religious fasting
during pregnancy and review of the literature
Al il bisel alual) Joa s LY £y ciblsa
) e B daalie e Jaall A

Adler-Lazarovits C, et al.
Eur J Obstet Gynecol Reprod Biol 2018 Dec 17;233:76-80.

Many patients worldwide seek medical advice regarding safety of fasting during pregnancy. This issue lacks high
quality evidence, which makes giving medical advice challenging. To aid decision making on this subject we
performed an internet mediated survey to determine the expert opinion on this issue. The survey was answered
by one hundred and eight obstetricians and gynecologists (OB/GYN). The questions were aimed at the content
of the medical advice given to pregnant patients on Ramadan (for Muslim patients) and Yom Kippur (for Jewish
patients) fasts. For both fasts, most physicians recommended against fasting on the second or third trimester,
while fasting on the first trimester was controversial. Differences were found between medical advices provided
by physicians according to their demographical characteristics. Regarding Ramadan fast, senior specialists were
more lenient about fasting than younger specialists (62% and 35%, respectively, p=0.01). As to Yom Kippur
fast, religious and traditional physicians were more likely to permit fasting compared to their secular colleagues
(53% and 25%, respectively, p=0.01). Additionally, a comprehensive literature review was conducted revealing
possible adverse maternal and fetal outcomes of fasting; however the risk for long term clinical complications
is yet to be defined.
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Surgery

ialal

More than just teddy bears: Unconventional transmission
agents in the operating room

Glleal) b2 B Uy) Jal Ladiil) 48 Jalsall rs Lpad yaa (e S

Hardy A, et al.
Arch Pediatr 2018 Sep 13.

Introduction: Surgical site infection (SSI) following orthopedic surgery can have a substantial impact on patients
and families. The rate remains high, ranging from 0.5% to 8.5% in pediatric spine surgery. It is common to allow
children to bring a teddy bear (or similar toy) to the surgical ward to help reduce the stress of surgery. We hypothesize
that despite their known benefits for children, teddies would increase the bacterial load in the surgical room.
Methods: A blinded descriptive study was conducted from June 2015 to September 2016. The study included children
entering the hospital through the emergency ward for a traumatic cause requiring surgery. Patients admitted for
infectious problems and those who had been hospitalized less than 6 months before the inclusion date were excluded.
A picture of the teddy was taken and stored in a blind fashion. The AFNOR (Association francaise de normalisation)
standardized rules for bacteriological surface control and the ISO/DIS 14698 protocol were strictly followed. Two
independent observers performed blind bacteriologic analyses of the teddy bears with bacteria identification and
colony counts. Photos of the teddy bears were then analyzed by two blinded, independent observers: one doctor and
one parent from outside the hospital. Cleanliness and fluffiness of the toy was evaluated using a numeric scale.
Results: Bacteria were identified on 100% of the 53 teddies included. The mean number of bacteria was 182.5+49.8
CFU/25 cm?. Eight teddies (15.1%) tested positive for potential pathogenic bacteria (two staphylococcus aureus, one
acinetobacter ursingii, four acinetobacter baumannii, one pseudomonas stutzeri). Three teddies (5.7%) tested positive
for fungi. The median cleanliness score was 2 (interquartile range (IQR)=1) if rated by the doctor and 2 (IQR=1) if
rated by the parent. No statistical difference was found between these two values in the global teddy bear population.
We found no any statistical link between the number of CFUs and the cleanliness scores given by the doctor. The
median fluffiness score given by the parent was 2 (IQR=1). Looking at the correlative CFUs, we found a statistically
significant difference between each stage of fluffiness with a higher stage showing higher CFU (P<0.0001).
Conclusion: Despite their documented benefits for the child, teddy bears are not appropriate in the surgical room.
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Indications for islet or pancreatic transplantation
L) el ol (bl g5 bl

Wojtusciszyn A, et al.
Diabetes Metab 2018 Sep 14.

While either pancreas or pancreatic islet transplantation can restore endogenous insulin secretion in patients with
diabetes, no beta-cell replacement strategies are recommended in the literature. For this reason, the aim of this
national expert panel statement is to provide information on the different kinds of beta-cell replacement, their
benefit-risk ratios and indications for each type of transplantation, according to type of diabetes, its control and
association with end-stage renal disease. Allo-transplantation requires immunosuppression, a risk that should be
weighed against the risks of poor glycaemic control, diabetic lability and severe hypoglycaemia, especially in cases
of unawareness. Pancreas transplantation is associated with improvement in diabetic micro- and macroangiopathy,
but has the associated morbidity of major surgery. Islet transplantation is a minimally invasive radiological or
mini-surgical procedure involving infusion of purified islets via the hepatic portal vein, but needs to be repeated
two or three times to achieve insulin independence and long-term functionality. Simultaneous pancreas-kidney
and pancreas after kidney transplantations should be proposed for kidney recipients with type 1 diabetes with no
surgical, especially cardiovascular, contraindications. In cases of high surgical risk, islet after or simultaneously
with kidney transplantation may be proposed. Pancreas, or more often islet, transplantation alone is appropriate
for non-uraemic patients with labile diabetes. Various factors influencing the therapeutic strategy are also detailed
in this report.
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Can we predict the outcome of oral dissolution therapy
for radiolucent renal calculi?

Cilpanll Allal) 4 gadl) Aallaall guilisy 35 Alsa)
Aaad A8dd) 40l cilpaal) el B

Elsawy AA, et al.
J Urol 2018 Sep 12.

Purpose: To prospectively, assess the efficacy and predictors of success of oral dissolution therapy (ODT) by
alkalinization for lucent renal calculi.

Patients and methods: Patients with radiolucent renal stones were counseled ODT which entails oral potassium
citrate 20 mEq three times daily, 3 liters of daily fluid intake and dietary regimen. Primary study's endpoint was ODT-
achieved 6 months stone free rate. Other end points included change in stone surface area as measured by NCCT at
3 and 6 months.

Results: Between February 2015 and January 2016, among 212 eligible patients agreed to participate, only 182
patients were ODT compliant and included in the final analysis. Mean stone surface area at enrollment was 1.3 cm?®
(range 0.16-11.84). At 3 months, 97(53.2%), 65 (35.7%) and 20 (11.1%) patients were stone free (ODT responders),
partial responders and non-responders, respectively. ODT-achieved 6 months stone free rate was 83% (97 and
54 patients after 3 and 6 months ODT, respectively). On regression analysis, initial response (3 months) to ODT
(p=0.001), lower stone density (p=0.03) and higher urine PH at 12 weeks after treatment (p=0.01) independently
predict ODT response at 6 months.

Conclusion: Regardless stone size, ODT is an effective treatment approach for lucent renal stones. Initial response
to ODT after 3 months is the key factor in determining potential ODT response after 6 months. In addition, treatment

compliance achieving targeted urine PH and low stone density has an independent role in ODT response.

& Al e ODT ilaall Alall £y gadl) dallaall 1ol Lypil) Jalpally Adladll ddine ai sla) ) bl oda Caagt ) Cioa
LA 4l 4K Glanll VA

i 2235l Al Gph ge lpaall Al Lalled) chay il dpsall K0 cluasl el Ll el &t (3 by (e
O ol A Al Bl il i€ LA Apen Galais ey Jilsad) e i) 3 e (myUfam) £ 38e e 20 asanslisll
b dabue & 43Ul o pasl) mjﬁdﬁy\@hJ\‘_\M@smdd\ A<l luaall uYBeA;lu\wM\GAyu&,lﬂ\ iluaall
el 6 53 Jualsiy NCCT adal) pypeaill oo dusliall Cilyuaal)

liasll Ny Aallaal) agie 182 JaSl il 3 A Laall Lingya 212 J5 2016 B (5315 2015 ook oy 85dl) D& o5 st
Liaye 97 S (11.84-0.16 Cs ol5) P 1.3 il Il die ol s Fiabise T ol el ol 3 pgla (ppand g
3xs Aol poe Allas (%111 A s 20 5 Ay Al Allay (%35.7 Gunii) Linyye 65 iboanl) (o Allas (%053.2 2t)
oe Glaasl) Nl Aalledl o el 6 ey clianll e yaill Jpeasll G cialy eﬂ\wkwuwuuwu\www
U2 i) Ulai) o gl Jdatll DA (e angd (il o daledll o el 653 ans Linyya 54 me97) %83 adll 31k
le s 12 330 32 Jsall PH a0 g 1) (0.03=p) cilasll dimisiall 35S ¢(0.001=p) ODT luasll cilay dallaall (el 3 52
el 6 2ny ilmal) ey dallaall Llaid e Jalse < (0.01=p) dallaall (o

69



Journal of the Arab Board of Health Specializations Vol.19, No. 4, 2018

At ALY B I Cilanll Y 8 Alld Aglia il Gyyha i ilpasll Zlal) Aallaall it clpanll ana e kil iaiy relalifiuy)
Aalled) o el 6 any LSl Alatal) pant 3 anlal) daladl 230 (e (JY) DN el DA Aadleall A0l Llanuyl e
& Olise cplele (IS Glaaall dasiial WGy Jad) PH 4500 o costhal (i) Giad A dalleall JEie) o8 QY 23l

il Gyyb ge Slaanll iVl dadlaall a8 giall LliaY)

High preoperative plasma endothelin-1 levels are associated
with increased acute kidney injury risk after pulmonary endarterectomy
Ll J@ Ldkd) A 1-uligny) cligiua glii) ddle
sl ) Ailay Juativd clles sy el L) Eigan ad 3045 e

Grosjean F, et al.
J Nephrol 2018 Sep 18.

Objectives: The only curative treatment for chronic thromboembolic pulmonary hypertension (CTEPH) is pulmonary
endarterectomy (PEA). PEA requires cardiopulmonary bypass (CPB) which is associated with a high acute kidney
injury (AKI) risk. Circulating endothelin-1 (ET-1) levels are elevated in CTEPH, and ET-1 plays a pivotal role in
AKI. Because AKI is burdened by high morbidity and mortality, we aimed to evaluate the association between
preoperative ET-1 and the risk to develop AKI in CTEPH individuals who undergo PEA. We also evaluated the
association of AKI and ET-1 with kidney function and mortality at 1 year after PEA.

Methods: In 385 consecutive patients diagnosed with CTEPH who underwent PEA at the Foundation IRCC
Policlinico San Matteo (Pavia, Italy) from January 2009 to April 2015, we assessed preoperative circulating ET-1 by
ELISA and identified presence of AKI based on 2012 KDIGO criteria.

Results: AKI occurred in 26.5% of the 347 patients included in the analysis, and was independently associated
with preoperative ET-1 (p=0.008), body mass index (BMI) (p=0.022), male gender (p=0.005) and duration of CPB
(p=0.002). At 1-year post PEA, estimated glomerular filtration rate (¢GFR) significantly improved in patients who
did not develop AKI [AeGFR 5.6 ml/min/1.73 m? (95% CI 3.6-7.6), p<0.001] but not in those with perioperative
AKI. AKI (p<0.001), age (p<0.001), preoperative eGFR (p<0.001) and systemic hypertension diagnosis (p=0.015)
were independently associated with 1-year AeGFR. Neither perioperative AKI nor preoperative ET-1 was associated
with 1-year survival.

Conclusion: Perioperative AKI is associated with higher preoperative circulating ET-1 and it negatively influences
long-term kidney function in patients with CTEPH who undergo PEA.

Sasadl 5l elaai) gl gl gl VAL sl S 23l PEA @)l olpdl) Dl Jlafinl dlee it réagdl i
Clysise aifi aalall 4K LYY Erpnl Ale byshad we B3l Lo say CPB Ay 4 s)lae Gukil )Y 1 s, .CTEPH
Al ) b Ll s canly Gun (CTEPH Gajall o5l alaal1 sl sl g i) clla b gpadl (sall 3 1—ppulisniy)
1=l (s ginn ol V) apsid A pall o3 6 pa) i 388« g Aala (pe Slall AyglH LAY e Ciiiall Sl oaall Aniig L3alall
Jiaiind leal Genanlall CTEPH gajall (g5ia)) paloaiV1 s5ipll Jigill g liiy) aimpe vie salal) 4Kl LYY jolit Jhay dalall J
JR15 sha) (e A aay il glly AISH Caillay aa 1= cputigiyly 5alad) 500 Y1 e JS i) s Liadd 25 LS gl (sl iy
ceahal)

ool @Y alea) g5l sl pli)l cNal dpag Guadidall o Liape 385 vie 1-pulisuty) Glisine a5 sl 3k
e o syl A WUy A Pavia sk 8 IRCC Policlinico San Matteo 38 A (550 Glpdll dalay Juatin) Zoleal cpaaldlly
ELISA asVL dhagyal) 4f5aY) duelial) dusgliall Ay 1= 0pnlisn¥) Slisine Gl 23,2015 alad Gl 5o Jing 2009 56 ()5l
2012 2lad KDIGO _les o £y salall 3350<0 2,301 25m5 aaai

70



Journal of the Arab Board of Health Specializations Vol.19, No. 4, 2018

L A el dagi) LS eJulaill aelad cpdly La.va 347 araaes duhall aye dase (3e %026.5 ie sals 45K 43 g_wla.y sl
(0.005=p) _S3all il ¢(0.022=p) BMI aueall AES nia ¢(0.008=p) aabiall Ui 1-cpulisni)) lgines o Miiasa Ualiiy) 521a)
Sl il Jars (d Bsale Gt Sigan o)) Glapadll Ay Jlafind dlee (o A a3 Laa g1 (0.002=p) 450 Ll 55laal) puag 30
19095 A& Jualsty ¢ 2o 1.73/3/0e 5.6 i) Sl i)l Jana) e hal) ey sala 58 4330 1 pshay ol oaiayall 2ic @GFR (gl
Oo JS Lol Aalally dagsall sl 8 sals Aygl bl agual sl (pdll el die Cpueadl) s Eigan (950 ¢(0.001>p 7.6-3.6
adida Sld 5 e ) 35 (0.001>p) dabal) J (6l ool =il Jaea ¢(0.001>p) saed) ¢(0.001>p) salall 33510 2,3
e JR1A) (e A ey el ie L Jaee Ty al e DY) (e A ey L) (gail) S )l dad e Jiise US55 (0.015=p)

Aaball 08 10l ssy) ssiee me o Aabally Anmd 550 5 A0 L) Eipn
il 55 Ll WS ddalall J8 ghsall 8 1= 0alinl) e oY) Glsinall ae daball Jon Lol 8 400 3,31 Ly sclalisiuy)
:@:)n Oyl Al Juaiin) dlead Gealal) odal) gfiad) alaa¥) @iyl sl g Uil ampe vie 40 dadagl) b aaY) Alsh Al

Pulmonary Diseases
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Muscle atrophy in chronic obstructive pulmonary disease:
molecular basis and potential therapeutic targets
rorarall dball (555 plal) odaje ais ianl) ) gasal)

Al Ladal) il sl culad)

Barreiro E, et al.
J Thorac Dis 2018 May;10(Suppl 12):S1415-S1424.

Patients with chronic obstructive pulmonary disease (COPD) experience several systemic manifestations such
skeletal muscle dysfunction with and without muscle mass loss. Moreover, frequent comorbidities such as nutritional
abnormalities, heart failure, and pulmonary hypertension, which are frequently associated with COPD may further
contribute to skeletal muscle mass loss and dysfunction. Muscle dysfunction impairs the patients’ exercise capacity
and quality of life as daily life activities may be hampered by this problem. Importantly, impaired muscle function
and mass loss have been shown to impact negatively on the patients’ prognosis and survival in several studies. Thus,
this is a major clinical problem that deserves special attention in clinical settings. During the course of exacerbations
muscle mass loss takes place, hence aggravating muscle status and performance even after hospital discharge,
especially in the frequently exacerbatory patients. Several factors and biological mechanisms are involved in the
etiology of COPD muscle dysfunction. The biological mechanisms identified so far offer a niche for therapeutic
interventions in the patients. In the current review, a general overview of the most relevant etiologic factors and their
target biological mechanisms through which muscle mass loss and dysfunction take place in both the respiratory and
lower limb muscles in COPD patients is provided. We conclude that more clinical research is still needed targeted
to test several therapeutic interventions. Given its prognostic value, the assessment of skeletal muscle dysfunction
should be included in the routine evaluation of patients with chronic respiratory disorders and in critical care settings.
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Neurology
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Familial occurrence of idiopathic intracranial hypertension
) Jsgae il Jal gl g i) clal lilal) Eigaad)

Klein A, et al.
Isr Med Assoc J 2018 Sep;20(9):557-560.

Background: Idiopathic intracranial hypertension (IIH) is a disorder of unknown etiology. Its occurrence in the
general population is 1/100,000, and 20/100,000 among overweight women of childbearing age. Familial occurrence
is reportedly uncommon and not well-characterized.

Objectives: To describe a familial association with 11H.

Methods: We conducted a retrospective chart review of all familial cases of I1H examined in the neuro-ophthalmology
clinic of our medical center between January 2006 and June 2013.

Results: Of a total of 520 patients with 11H, 15 had other family members with I1I1H (from seven different families).
The family relation was a mother and daughter in two families, a brother and sister in four families, and an aunt and
two first-degree cousins in the seventh family. Symptoms, course of disease, and risk factors were similar among
the relatives of all seven families, except for the age at diagnosis, which was different in one family. All of the adult
patients of six families were obese (body mass index 25-35 kg/m?), and all of the members of the other family were
morbidly obese. There was no association between other systemic risk factors and 11H.

Conclusions: 11H occurrence within a family is more common than previously believed, and its incidence in families
is more common than in the general population. The clinical course appears to be similar in family members. Our
findings suggest a genetic predisposition. Further investigation of familial cases may yield useful information on the
pathogenesis and genetic nature of this condition.
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The contribution of small vessel disease to subtypes of Alzheimer’s disease:
a study on cerebrospinal fluid and imaging biomarkers
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Ferreira D, et al.
Neurobiol Aging 2018 May 30;70:18-29.

We investigated whether subtypes of Alzheimer’s disease (AD), that is, typical, limbic-predominant, hippocampal-
sparing, and minimal atrophy AD, had a specific signature of small vessel disease and neurodegeneration. Four
hundred twenty-three clinically diagnosed AD patients were included (161 typical, 121 limbic-predominant, 70
hippocampal-sparing, 71 minimal atrophy). One hundred fifty-six fulfilled a biomarkers-based AD diagnosis. White
matter hyperintensities and cerebral microbleeds (CMB) had the highest prevalence in limbic-predominant AD,
and the lowest prevalence in minimal atrophy AD. CMB existed evenly in lobar and deep brain areas in limbic-
predominant, typical, and hippocampal-sparing AD. In minimal atrophy AD, CMB were mainly located in brain
lobar areas. Perivascular spaces in the centrum semiovale were more prevalent in typical AD. Small vessel disease
contributed to the prediction of Mini-Mental State Examination. Minimal atrophy AD showed highly pathological
levels of cerebrospinal fluid A, total tau, and phosphorylated tau, in the absence of overt brain atrophy. Cerebral
amyloid angiopathy seems to have a stronger contribution to hippocampal-sparing and minimal atrophy AD, whereas
hypertensive arteriopathy may have a stronger contribution to typical and limbic-predominant AD.
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Cardiovascular Diseases
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Cerebral thrombolysis in patients
with ischemic stroke and heart failure
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Sobolewski P, et al.
Neurol Neurochir Pol 2018 Aug 17.

Background: Heart failure (HF) is common among patients with ischemic stroke (IS), however its impact on
outcome after iv-thrombolysis has not been fully determined. Moreover, definition of HF has been recently
modified, but majority of stroke studies classified patients regarding an old HF criteria. Thus, the aim of
our study was to evaluate the relationship between both, newly and formerly defined HF and the long-term
outcome, mortality and the presence of hemorrhagic complications in patients with acute IS treated with iv-
thrombolysis.

Methods: We retrospectively evaluated data from 328 Caucasian patients with 1S consecutively treated with iv-
thrombolysis. HF was defined according to old and new definition; long-term outcome was assessed with modified
Rankin Scale (mRS) score and mortality rate on 90th days after IS.

Results: The incidence of HF did not differ between patients with favorable (mRS 0-2) and unfavorable (mRS 3-6)
functional outcome respectively for the old and for the new definition (10.4% vs. 15.5, p=0.17; 17.4% vs. 18.1%,
p=0.88) and between those who survived and died within 90 days after IS (11.7% vs. 20.0%, p=0.27; 17.2% vs.
25.0%, p=0.38, respectively). Multivariate analysis showed no impact of HF diagnosis on outcome (p=0.94) or
mortality (p=0.64).

Conclusion: The presence of systolic HF, defined according to an old and a new definition, does not determine safety
and efficacy of cerebral iv-thrombolysis in patients with IS.
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Outcomes after predischarge initiation of B-blocker in patients hospitalized
for severe decompensated heart failure requiring inotropic therapy
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Cho MS, et al.
Can J Cardiol 2018 Sep;34(9):1145-52.

Background: The optimal time for initiating B-blocker (BB) treatment in patients with severe acute decompensated
heart failure requiring inotropic therapy has not been well defined. We evaluated the effect of predischarge initiation
of BB treatment on clinical outcomes.

Methods: Among the 5625 patients enrolled in the Korean Acute Heart Failure (KorAHF) registry, 672 BB-naive
patients suffering from heart failure with reduced ejection fraction (median, 67.0 years; 62.5% male; median left
ventricular ejection fraction, 24.1%) who received inotropic support during hospitalization were evaluated. We
compared the risk of post-discharge mortality and rehospitalization between groups with (n=282) and without
(n=390) pre-discharge BB treatment.

Results: During a median follow-up of 2.6 years, all-cause mortality occurred in 252 patients (37.5%). Those
who received pre-discharge BB treatment showed lower 2-year mortality rates compared with those who did not
(21.3% vs 39.3%; P<0.001). In a Cox proportional hazards model, all-cause mortality was consistently lower in
pre-discharge BB groups after multivariable adjustment (hazard ratio, 0.69; 95% confidence interval, 0.50-0.95;
P=0.025) and adjustment for propensity score methods using the inverse probability of treatment weighting (hazard
ratio, 0.70; 95% confidence interval, 0.52-0.93; P=0.016). The same trend was observed for secondary outcomes of
rehospitalization for any cause and rehospitalization for heart failure. Pre-discharge BB was associated with higher
rates of BB prescription after 6 (90.1% vs 23.9%; P<0.001) and 12 (88.9% vs 25.0%; P<0.001) months.
Conclusions: Pre-discharge BB initiation is associated with better clinical outcomes after severe acute decompensated
heart failure episodes requiring inotropic therapy.
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Gastroenterology

The characteristics of nivolumab-induced colitis
nivolumab aladiuly (asaall ¢ slesll Gilgall ela A Al pailadl)

Yamauchi R, et al.
BMC Gastroenterol 2018 Aug 31;18(1):135.

Background: The use of immune-checkpoint inhibitors in cancer treatment has become increasingly common,
resulting in an increase in the incidence of related side effects. Diarrhoea and colitis have been previously
documented as gastrointestinal tract-related side effects of immune-checkpoint inhibitors. Although PD-1/PD-
L1 inhibitors produce fewer side effects than CTLA-4 inhibitors, diarrhoea and colitis continue to be reported.
However, little is known about the endoscopic features associated with PD-1/PD-L1 inhibitors. In this report, we
describe three cases of colitis induced by a PD-1 inhibitor nivolumab. These cases showed endoscopic findings
characteristic of ulcerative colitis (UC). Treatment was in accordance with UC therapy, which resulted in beneficial
outcomes.

Case presentation: Three patients with lung cancer treated with nivolumab presented with diarrhoea with (case 2)
or without haematochezia (cases 1 and 3). Treatment with nivolumab was ceased and colonoscopy was performed,
revealing endoscopic features similar to those of UC. These patients were diagnosed with nivolumab-induced colitis.
Case 1 was treated with mesalazine, whereas cases 2 and 3 were treated with corticosteroids. Subsequently, their
symptoms improved.

Conclusions: Nivolumab-induced colitis exhibited similar characteristics to UC. Treatment was similar to that for
UC and was successful.
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Non-alcoholic fatty liver disease and the risk of urolithiasis:
A systematic review and meta-analysis

AW Jalaty g daalye 1 Aled) Cluaal) jghai jhadg eSO A andi ¢

Qin S, etal.
Medicine (Baltimore) 2018 Aug;97(35):e12092.

There is growing evidence that nonalcoholic fatty liver disease (NAFLD) is associated with a higher risk of urolithiasis,
but it has not yet been determined that this association is reproducible and consistent across different studies. We
performed a systematic review and meta-analysis of these studies to examine the association between NAFLD and
the risk of urolithiasis. We searched PubMed, EMBASE, and Google scholar using terms “fatty liver” (OR “non-
alcoholic fatty liver disease” OR “non-alcoholic steatohepatitis” OR “NAFLD” OR “NASH””) AND “urolithiasis” (OR
“nephrolithiasis” OR “kidney stone” OR “urinary calculi” OR “renal colic” OR “urologic disease”). Observational
studies in which NAFLD and urolithiasis were diagnosed by either ultrasonography or computerized tomography
were included. A total of 7 observational studies with 226,541 individuals (24.7% with NAFLD) and 19,184
urolithiasis (8.5%). NAFLD was significantly associated with an increased risk of urolithiasis (random effect odds
ratio, OR 1.73, 95% confidence interval, Cl 1.24-2.40, 1=94.5%). Sensitivity analyses revealed the robustness of the
results. Egger test and Begg test suggested no publication bias (P>0.05). NAFLD is associated with an increased risk
of urolithiasis. Therefore, patients with NAFLD should be carefully monitored for the development of urolithiasis.
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Hematology And Oncology
ebfﬁ s aal bl

Nutraceuticals in colorectal cancer: a mechanistic approach
potianally ¢rlsSl Glapan (b Agmbal) Jalgal) 0 40Y 4yl

Rossi M, et al.
Eur J Pharmacol 2018 Jun 20.

Colorectal cancer (CRC) is one of the most diagnosed cancers in the world. Even though screening, surgery and
oncology have greatly advanced, CRC is still one of the leading causes of cancer deaths, with 700,000 annual
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mortalities in both men and women. Environmental and lifestyle factors brought up by industrialization, such as
an altered diet, lack of physical activity, increase in alcohol consumption, and circadian disruption, have greatly
affected the burden of CRC. These factors increase the CRC risk, at least partly, by pathologically altering the colonic
environment, including composition of the gut microbiota, referred to as dysbiosis. Colonic dysbiosis can promote
pro-carcinogenic immune signaling cascades, leading to pro-tumorigenic inflammation, carcinogen production, and
altered cellular responses in susceptible host resulting to development and/or progression of CRC. Nutraceuticals
such as prebiotic molecules and probiotic bacterial species can help maintain intestinal microbial homeostasis and
thus mitigate this pathological processes. Therefore, prebiotics and probiotics can hinder the effects of dyshiosis by
encouraging anti-carcinogenic, anti-inflammatory immunity, the maintenance of the intestinal epithelial barrier, pro-
apoptotic mechanisms, and carcinogen inactivation. In addition to its implications in preventing CRC, because of
the mechanisms affected, nutraceuticals are being discovered as potential adjuncts to immune checkpoint inhibitors
in the treatment of CRC. In this review, we provide an overview of the potential implications of prebiotics and
probiotics in the prevention and treatment of CRC.
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Recurrence of hepatocellular carcinoma after direct acting
antiviral treatment for hepatitis C virus infection
Ay yil) labiaally dadlaal) any 4] A0AY) Ail jou (S
C sl Gl (ug iy GUY) eVl B pdlead) il e
Guarino M, et al.
Dig Liver Dis 2018 Aug 11.

Although studies suggest decreased incident hepatocellular carcinoma (HCC) after treatment with direct-acting
antivirals (DAAs) for hepatitis C virus (HCV) infection, data are conflicting regarding risk and aggressiveness of
recurrence in patients who have a history of treated HCC. This review analyses data available in literature in order
to elucidate the impact of DAASs on the risk of HCC recurrence after successful treatment of the tumor. Overall 24
papers were identified. The available data cannot be considered definitive, but the initial alarmist data indicating
an increased risk of recurrence have not been confirmed by most subsequent studies. The suggested aggressive
pattern (rapid growth and vascular invasion) of tumor recurrence after DAAs still remains to be confirmed. Several
limitations of the available studies were highlighted, and should drive future researches. The time-to-recurrence
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should be computed since the last HCC treatment and results stratified for cirrhosis and sustained viral response.
Any comparison with historical series is of limited interest because of a number of biases affecting these studies and
differences between enrolled patients. Prospective intention-to-treat analyses will be probably the best contribution
to drive clinical practice, provided that a randomized trial can be difficult to design.
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Intratumoral injection of activated B lymphoblast in combination with PD-1 blockade
induces systemic antitumor immunity with reduction of local and distal tumors
4l dolia digaa (o jlasl) aa gl s Aadal) Lul) clglialll dag i ofa
Saally dmidagall @sz” @ LIAJ: (B sl ua

Soldevilla MM, et al.
Oncoimmunology 2018 Apr 9;7(8):e1450711.

In spite of the success of PD-1 blocking antibodies in the clinic their benefits are still restricted to a small fraction
of patients. Immune-desert tumors and/or the highly immunosuppressive tumor milieu might hamper the success
of PD-1/PD-L1 blocking therapies into a broader range of cancer patients. Although still under debate, there is a
cumulative body of evidence that indicates B tumor-infiltrating lymphocytes are a good prognostic marker in most
types of cancer, especially in those that form ectopic lymphoid tissue structures. Taking this into account, we reason
that the adoptive transfer of activated B lymphoblasts (ABL) in the tumor could be a feasible therapeutic approach
to shift the immunosuppressive tumor microenvironment into an immune-permissive one. In this work we show the
antitumor effect of ABL therapy in two different tumor models: colon carcinoma (CT26) and melanoma (B16/F10).
The ABL transfer in the most relevant non-immunogenic B16/F10 melanoma model depicts synergism with anti-
PD-1 antibody therapy. Furthermore, systemic antitumor immunity was detected in mice treated with PD-1 antibody/
ABL combination which was able to reach distal metastatic lesions.
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Normal-range alouminuria in healthy subjects increases over time
in association with hypertension and metabolic outcome
Chgl) g an Aadal) A B ABSA (e gdl¥) ALt Ldal) il ghacal) aba5)
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Grupper A, etal.
J Am Soc Hypertens 2018 Aug 23.

Albuminuria is a prognostic factor for mortality and cardiovascular events, even at low levels. Changes in albumin
excretion are associated with end-stage renal disease and hypertension (HTN) in cohorts including high-risk
participants. We aimed to investigate the evolvement of albumin excretion in healthy individuals with normal kidney
function and normoalbuminuria, and possible associations with HTN and metabolic outcomes. The study cohort
consisted of 1967 healthy adults with normal kidney function (estimated glomerular filtration rate >90 mL/min/1.73
m2; urine albumin to creatinine ratio [ACR] <30 mg/g). Delta ACR slope was calculated as ACR difference between
two consecutive visits divided by the time interval. During a mean follow-up period of 93.8 months, mean delta ACR
slope was 0.27+3.29 mg/g/year and was higher in participants with age >40 years, obesity, a high waist circumference,
higher baseline ACR, HTN, prediabetes, and metabolic syndrome. Delta ACR slopes in the upper quartile predicted
diabetes (OR=1.31, P=0.027) and albuminuria (4.34, P<0.001). Upper quartile of ACR slopes correlated with a
higher risk for new-onset HTN (1.249, P=0.031). Delta systolic and diastolic blood pressures were associated with
ACR slopes in addition to age, body mass index, and baseline ACR. In conclusion, accelerated change in ACR
correlates with HTN and diabetes in healthy individuals with normal kidney function and normoalbuminuria.
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Respiratory tract infection: a risk factor for the onset and relapse of
adult-onset minimal change disease in southern china
S LA aSig g (8 ) ghad JalaS Al Jaad) i) 9
Omall qigia B A 8 cal) Jub el (ha

Han H, et al.
Biomed Res Int 2018 Aug 28;2018:1657208.

Aims/introduction: Steroid resistance and frequent relapse are problems in the treatment of minimal change disease
(MCD). However, epidemiological factors that influence steroid-resistant and relapse of MCD are rarely reported.
This study evaluated potential factors that influence the onset and relapse of MCD and the epidemiological features
of southern Chinese patients with adult-onset MCD.

Patients and methods: Patients with adult-onset MCD were included from the Affiliated Hospital of Guangdong
Medical University, which is located in the southernmost part of China’s mainland, between 2015 and 2016. Potential
influencing factors were investigated.

Results: Eighty-seven patients with incipient MCD were enrolled, and 85 of these patients were followed up; 71.8%
(61/85) were steroid-sensitive and 28.2% (24/85) were steroid-resistant. In terms of seasonal distribution, the highest
rate of incipient cases was in spring (39.1%, 34/87), which also showed a high rate of relapse cases (29.7%, 22/74).
Among patients who were followed up for more than half a year and whose proteinuria completely resolved (69.4%,
59/85), 52.5% (31/59) were without relapse and 47.5% (28/59) were with relapse. Patients without relapse were older
than those with relapse (P<0.05). Before disease onset, 20.7% (18/87) of patients with incipient MCD were diagnosed
with infection, including 94.5% (17/18) with respiratory tract infection. Fourteen patients in complete remission
posttreatment developed an infection before relapse, including 85.7% (12/14) with respiratory tract infection.
Conclusion: Steroid resistance and frequent relapse are current challenges for the treatment of adult-onset MCD
in southern China, and respiratory tract infection may be a risk factor for onset and relapse. Additionally, younger
patients with MCD tend to have more frequent relapse.
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Infectious Diseases
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Ceftriaxone administration disrupts intestinal homeostasis,
mediating non-inflammatory proliferation and dissemination
of commensal enterococci
sl B Al QL) cuas B ceftriaxone sla slas) g
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Chakraborty R, et al.
Infect Immun 2018 Sep 17.

Enterococci are Gram-positive commensals of the mammalian intestinal tract and harbor intrinsic resistance to
broad-spectrum cephalosporins. Disruption of colonization resistance in humans by antibiotics allow enterococci
to proliferate in the gut and cause disseminated infections. In this study, we used Enterococcus faecalis (EF)
colonized mice to study the dynamics of enterococci, commensal microbiota and host in response to systemic
ceftriaxone administration. We found that the mouse model recapitulates intestinal proliferation and dissemination
of enterococci seen in humans. Employing a ceftriaxone-sensitive strain of enterococci (EF, ), we showed
that increased intestinal abundance is critical for the systemic dissemination of enterococci. Investigation of the
impact of ceftriaxone on the mucosal barrier defenses and integrity suggested that translocation of enterococci
across the intestinal mucosa was not associated with intestinal pathology or increased permeability. Ceftriaxone-
induced alteration of intestinal microbial composition was associated with transient increase in the abundance
of multiple bacterial Operational Taxonomic Units (OTUSs) in addition to enterococci, for example, lactobacilli,
which also disseminated to the extra-intestinal organs. Collectively, these results emphasize that ceftriaxone-
induced disruption of colonization resistance and alteration of mucosal homeostasis, facilitate increased intestinal
abundance of a limited number of commensals along with enterococci, allowing their translocation and systemic
dissemination in a healthy host.
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Otorhinolaryngology
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Utilization of emergency department computed tomography
and otolaryngology consultation in the diagnosis of pediatric peritonsillar abscess
il Wé&wg&d\ u.\kid\ seail) ¢ a)
JUakY) die 556l Jen Aal_Ad eVl andlds i A A3y 5 Laay) e
Varelas AN, et al.
Int J Pediatr Otorhinolaryngol 2018 Nov 30;117:189-193.

Objectives: To determine whether obtaining a computed tomography (CT) scan in the emergency department (ED)
is predictive of peritonsillar abscess (PTA) in the pediatric population, and to evaluate for clinical characteristics that
may suggest whether a CT is beneficial in the diagnosis of pediatric PTA.

Methods: Single-institution retrospective chart review at Rush University Hospitals. Study included pediatric
patients, aged 17 or younger, who presented to the ED with suspected PTA over a 6-year period. Patients received a
neck CT and/or an official otolaryngology consultation. Relevant demographic and study parameters were collected
and statistically analyzed using SPSS.

Results: A total of 36 pediatric patients with suspected PTA. Of these, 47.2% (1736/) received a diagnosis of PTA
while 52.8% (1936/) received an alternative diagnosis. Patients with PTA were more likely to have trismus (41.2% vs
5.3%; p<0.01), uvular deviation (94.1% vs 15.8%; p<0.01), and palatal edema (52.9% vs 10.5%; p<0.01), compared
to patients without PTA. Fewer CT scans were ordered when comparing PTA positive versus negative cohorts (35%
vs 63.2%; p=0.10), however this was not statistically significant. An otolaryngology consult prior to imaging did
significantly reduce the frequency of ordered CT scans (12.5% vs 63.6%; p<0.01).

Conclusion: This is the first study to investigate the benefit of CT imaging in the diagnosis of pediatric PTA and
impact of an otolaryngology consult on the frequency of CT scans. Pediatric patients at high risk for PTA based on
clinical findings may not require CT imaging for diagnosis. Patients at lower risk may benefit from imaging based on
the availability of an otolaryngology consult or expertise of the examiner.
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Anaesthesia And Intensive Care
DS J.d\ Z\ﬁ\_'ud\j ﬁﬂ‘

Safety of propofol versus nonpropofol-based sedation
in children undergoing gastrointestinal endoscopy

@A) Msar SN Jilia propofol aladialy s Al Aadw
ah plil Gealil) JUkY) se

Narula N, et al.
Gastroenterol Res Pract 2018 Jul 30;2018:6501215.

Background: The majority of children who undergo gastrointestinal (G1) endoscopy require anesthesia or procedural
sedation for comfort, cooperation, and procedure efficiency. The safety profile of propofol is not well established in
children but has been studied in the literature.

Objective: The aim of this study is to evaluate and compare the safety of propofol-only sedation for GI endoscopy
procedures to other anesthetic regimes in the pediatric population.

Methods: A search was conducted in the MEDLINE, Embase, and Cochrane Library databases. Randomized clinical
trials and prospective cohorts were included in the study.

Results: No significant difference was noted in total complications between the two cohorts with a pooled OR of 1.31
(95% CI: 0.57-3.04, Chi?=0.053, 1’=54.31%). The pooled rate of complications in the studies was 23.4% for those
receiving propofol only and 18.2% for those receiving other anesthetic regimens. Sensitivity analysis was performed
removing a study with a very different control comparison compared to the rest of the studies included. Once excluded,
there was minimal heterogeneity in the remaining studies and a significant difference in overall complications was
detected, with more complications seen in the propofol-only group compared to the other anesthetic groups (OR 1.87,
95% CI 1.09-3.20).

Conclusion: Significantly higher incidence of cardiorespiratory complications was noted in the propofol-only versus
other anesthetic regimens in pediatric patients undergoing GI endoscopy in this meta-analysis. However, the overall
quality of the evidence is very low.

How to apply this knowledge for routine clinical practice: Clinicians providing sedation to a pediatric population
for Gl endoscopy should consider there may be increased risks when using a propofol-only regimen, but further study
is needed.
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Ophthalomology
dnall alpaY)

Effect of phacoemulsification on visual acuity and macular morphology
in patients with wet age-related macular degeneration
Jadall) G g Ay peaad) 508 o 8y o) o) el 5
sy Jag pall o ) ARdall) (S puda ya 2ie

Figurska M, et al.
Med Sci Monit 2018 Sep 17;24:6517-6524.

Background: This article discusses the effectiveness of phacoemulsification cataract surgery with intraocular lens
implantation in patients with wet age-related macular degeneration in the inactive phase of the disease.

Material and methods: Forty-nine patients (50 eyes) aged 78.94+5.54 years, previously treated with intravitreal
injections of anti-vascular endothelial growth factor agents, were qualified for a prospective, randomized 12-month
study. The participants were divided into 2 groups. Group | consisted of 25 patients (25 eyes) who were subjected
to phacoemulsification cataract surgery. Group II consisted of 24 patients (25 eyes) who were not subjected to
phacoemulsification cataract surgery despite having a lens opacity of grade II or higher according to the Lens
Opacities Classification System.

Results: After 12 months of follow-up, patients in group | gained on average 8.04 letters (p<0.001). Furthermore,
20% of the eyes had a significant improvement in best corrected visual acuity of >15 Early Treatment of Diabetic
Retinopathy Study Chart letters. Patients in group II lost on average 1.96 letters (p>0.05). No significant differences
between central retinal thickness values in either group (p>0.05) were noted. The mean number of intravitreal
injections of anti-vascular endothelial growth factor agents during the study was 2.64+1.98 in group | and 2.92+2.40
in group II (p>0.05).

Conclusions: Phacoemulsification performed in eyes with wet age-related macular degeneration during the inactive
phase of the disease significantly improves visual acuity. In addition, it does not significantly influence the frequency
of intravitreal injections of anti-vascular endothelial growth factor agents or disease activity.
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Characteristics of infectious keratitis in old and very old patients

sandly 1aa Cpaadiial) g Cpaiasall ua yall dis ALY A AN Gilgal) c¥la ailad

Toriyama K, et al.
J Ocul Pharmacol Ther 2018 Sep 15.

Purpose: The aim of this study was to analyze patient backgrounds, including activities of daily living (ADL) and
living status, predisposing risk factors, causative agents, and severity with infectious keratitis in old (75 < 85 years of
age) and very old (=85 years of age) patients.

Methods: We retrospectively reviewed 54 old patients who were hospitalized for infectious Keratitis. The focus
occupancy ratio (FOR) was defined as the total focus area/entire cornea area.

Results: The mean patient age was 82.9£5.6 years. There were 33 old and 21 very old patients. Dementia was found
in 8 patients (14.8%), but the most common predisposing risk factor was post-keratoplasty (15 patients, 27.8%).
However, 10 patients (18.5%) had unknown risk factors. In all, 16 patients (29.6%) had low ADL, including being
bedridden or being unable to go outside without assistance, and 19 patients (35.2%) lived alone. Causative agents
were detected in 31 patients (57.4%) and included bacteria in 22 patients and fungi in 9 patients. Seventeen patients
(31.5%) had >25% focus size of the corneal area. The average FOR was 12.1+£14.1%, and the mean best-corrected
visual acuity (BCVA) at the first and final visits was 1.88+0.71 and 1.52+1.03 logMAR, respectively. Multivariate
analyses showed that age correlated with FOR and the final BCVA.

Conclusions: Infectious keratitis in old and very old patients is likely to be severe due to low ADL and social
environment. Ophthalmologists should take care to identify keratitis during its early stage in these patients.
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Psychiatry
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Efficacy, tolerability, and safety of low-dose and high-dose baclofen
in the treatment of alcohol dependence
Allally Aaddiall cileal) aladin) A Al Jaadll cdlladl)
Jeasl e aliey) dallas B baclofen ¢

Pierce M, et al.
Eur Neuropsychopharmacol 2018 Jun 19.

A systematic review of the current literature on the efficacy of baclofen, particularly the effect of dosing, for the
treatment of alcohol dependence (AD) is missing. We therefore conducted a systematic review and meta-analysis
of currently available randomized placebo-controlled trials (RCTs). A systematic literature search for RCTs in AD
patients comparing baclofen to placebo was performed in September 2017. The effect of baclofen treatment, and the
moderating effects of baclofen dosing (low-dose (LDB) 30-60 mg versus high-dose (HDB) targeted as >60 mg/day),
and the amount of alcohol consumption before inclusion were studied. Three treatment outcomes were assessed:
time to lapse (TTL), percentage days abstinent (PDA), and percentage of patients abstinent at end point (PAE). 13
RCTs from 39 records were included. Baclofen was superior to placebo with significant increases in TTL (8 RCTs,
852 patients; SMD=0.42; 95% CI 0.19-0.64) and PAE (8 RCTs, 1244 patients; OR=1.93; 95% CI 1.17-3.17), and
a non-significant increase in PDA (7 RCTs, 457 patients; SMD=0.21; 95% CI -0.24 to 0.66). Overall, studies with
LDB showed better efficacy than studies with HDB. Furthermore, tolerability of HDB was low, but serious adverse
events were rare. Meta-regression analysis showed that the effects of baclofen were stronger when daily alcohol
consumption before inclusion was higher. Baclofen seems to be effective in the treatment of AD, especially among
heavy drinkers. HDB is not necessarily more effective than LDB with low tolerability of HDB being an import
limitation.
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Kappa opioid receptor binding in major depression
S Y plal) B LS A g Ccliiaal) i )

Miller JM, et al.
Synapse 2018 Jun 23.

Endogenous kappa opioids mediate pathological responses to stress in animal models. However, the relationship of
the kappa opioid receptor (KOR) to life stress and to psychopathology in humans is not well described. This pilot
study sought, for the first time, to quantify KOR in major depressive disorder (MDD) in vivo in humans using PET
imaging. KOR binding was quantified in vivo by PET imaging with the [** C]|GR103545 radiotracer in 13 healthy
volunteers and 10 participants with current MDD. We examined the relationship between regional [** C|GR103545
total volume of distribution (V. ) and diagnosis, childhood trauma, recent life stress, and, in a subsample, salivary
cortisol levels during a modified Trier Social Stress Test (mTSST), amygdala, hippocampus, ventral striatum and
raphe nuclei. Whole-brain voxel-wise analyses were also performed. [** C]JGR103545 V_ did not differ significantly
between MDD participants and healthy volunteers in the 4 a priori ROIs (p=0.50). [** CJGR103545 V_ was unrelated
to reported childhood adversity (p=0.17) or recent life stress (p=0.56). A trend-level inverse correlation was observed
between [ CJGR103545 V_ and cortisol area-under-the curve with respect to ground during the mTSST (p=0.081).
No whole-brain voxel-wise contrasts were significant. Regional [* CJGR103545 V_, a measure of in vivo KOR
binding, does not differentiate MDD from healthy volunteers in this pilot sample. Future studies may examine KOR
binding in subgroups of depressed individuals at increased risk for KOR abnormalities, including co-occurring mood
and substance use disorders, as well as depression with psychotic features.
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Dermatology
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Predicting risk for seroma development after axillary
or inguinal sentinel lymph node biopsy in melanoma patients
Ao Al ¢l p) ay aaal) a sl gk jlady gl
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Persa OD, et al.
Int J Dermatol 2018 Sep 19.

Background: Sentinel lymph node biopsy (SLNB) is currently a routine procedure in the staging of patients with
cutaneous melanoma; however, little information is available about the risk factors for postoperative complications,
especially for the risk of seroma formation.

Methods: Medical records of patients undergoing SLNB at the University Hospital of Cologne, Germany, between
2011 and 2016, were reviewed. Binary logistic regression was used to analyze the influence of a wide range of
variables on seroma development.

Results: A total of 615 patients were included in the study. Overall, 20.4% of patients developed complications
with seroma being the most common postoperative complication. Development of seroma was significantly more
common among smokers than nonsmokers (OR=1.956, P=0.007). Inguinal localization (OR=3.644, P<0.0001)
was also associated with seroma formation. Male patients developed a seroma significantly more often than female
patients following SLNB (OR=2.104, P=0.001). The presence or absence of metastasis in the lymph node did not
influence seroma development.

Conclusions: Male sex, inguinal localization, and smoking are risk factors for the development of seroma.
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Analysis of neoplastic skin complications in transplant patients
slacy) JAI o e dis 4pdiil) alad) cilladidy) &gan Jalas

Marconi B, et al.
G ltal Dermatol Venereol 2018 Sep 18.

Background: Transplant patients need to be strictly followed, since the immunosuppressive therapies they usually
receive can increase the risk of skin complications. This study aims to evaluate the prevalence of neoplastic skin
complications in transplant patients.

Methods: We analyzed 256 liver or kidney transplant patients. The follow-up mean period was 7+3.5 years. It was
also evaluated the prevalence of cutaneous neoplastic complications according to the immunosuppressive regimen
received by patients as follows: cyclosporine, tacrolimus, steroids, mycophenolate mofetil or everolimus, in single,
double or triple therapy.

Results: The 18.36% of patients developed neoplastic complications, among these 9.37% actinic keratoses, 8.20%
non melanoma skin cancer, and 0.78% cutaneous melanoma. Among patients who developed non melanoma skin
cancer, 61.90% had basal cell carcinoma, 23.81% squamous cell carcinoma, 52% Kaposi’s sarcoma and 4.76%,
Malherbe’s epithelioma.

Conclusions: This study demonstrated the increased risk of skin cancer in transplant patients during the first 7 years
of follow-up and made the dermatologists aware about the need of a regular cutaneous follow up for this subset of
patients.
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