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Legal and ethical issues in medical practice

Medical law plays an important role in medical facility procedures and the way we care for patients. We live
in a litigious society, where patients, relatives, and others are inclined to sue health-care practitioners, health-care
facilities, manufacturers of medical equipment and products, and others when medical outcomes are not acceptable.
It is important for a medical professional to understand medical law, ethics, and protected health information as it
pertains to local regulations. There are two main reasons for medical professionals to study law and ethics: The first is
to help you function at the highest professional level by providing competent, compassionate health care to patients,
and the second is to help you avoid legal problems that can threaten your ability to earn a living. A knowledge of
medical law and ethics can help you gain perspective in the following three areas:

1. The rights, responsibilities, and concerns of health-care consumers. Not only do health-care professionals need
to be concerned about how law and ethics impact their respective professions, they must also understand how legal
and ethical issues affect patients. As medical technology advances and the use of computers increases, patients war
to know more about their options and rights as well as more about the responsibilities of health-care practitioners.
Patients want to know who and how their information are used and the options they have regarding health-care
treatments. Patients have come to expect favorable outcomes from medical treatment, and when these expectation:
are not met, lawsuits may result.

2. The legal and ethical issues facing society, patients, and health-care professionals as the world changes.
Everyday new technologies emerge with solutions to biological and medical issues. These solutions often involve
social issues, and we are faced with decisions, for example, regarding reproductive rights, fetal stem cell research,
and confidentiality with sensitive medical records.

3. The impact of rising costs on the laws and ethics of health-care delivery. Rising costs, both of healthcare
insurance and of medical treatment in general, can lead to questions concerning access to health-care services an
the allocation of medical treatment. For example, should everyone, regardless of age or lifestyle, has the same acces:
to scarce medical commodities such as transplant organs or highly expensive drugs? In today’s society, medical
treatment and decisions surrounding health care have become complex. It is therefore important to be knowledgeable
and aware of the issues and the laws that govern patient’s care.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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THE EFFECT OF ACTIVE GAS SUCTIONING TO DECREASE
THE RESIDUAL CQ FOR PREVENTING POST-LAPAROSCOPIC
CHOLECYSTECTOMY SHOULDER PAIN
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ABStRACt CO, for preventing postlaparoscopic shoulder pain.

Methods: One hundred and thirty six patients (ASA
class | and Il) scheduled for elective laparoscopic
cholecystectomy, were randomly assigned into two
groups A and B. Group A, are cases with the ordinary

Objective:  Shoulder pain, apparently specific
to laparoscopic surgery is one of the early post-
laparoscopic symptoms related to residual CO, used for

pneumoperitoneum and remaining in the abdomen after
the operation. This study was conducted to observe the
effect of active gas suctioning to decrease the residual

procedure (passivedeflationoftheabdomen), while group
B included active suctioning following laparoscopic
surgery. A proforma sheet was used in collecting data

*Jasim M. Salman, MB, ChB, FICMS, Anesthesiology, Alsadir Teaching Hospital, Basrah, Iraq. E-mail:drjasim67@yahoo.com.
*lssam Merdan, FICMS, CABS, Assistant Professor of Surgery, Department of Surgery, College of Medicine, University of Basrah.
*Salam N. Asfar, Professor of Anesthesiology, Department of Surgery, College of Medicine, University of Basrah, Basrah, Irag.
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from each patient including the following information:
Age, weight, intraperitoneal pressure, the duration of
the operation and pain assessment score sheet.

Results: Seventy five (55.15%) patients were ASA
class I and 61 (44.85%) patients were ASA class Il. The
overall male/female ratio is 23/113 (16.91%/83.09%).
Postoperative shoulder pain at 4, 8, 12 and 16 hours
was significantly decreased in the group B compared
with group A (p=0.001). The number of patients who
received analgesics postoperatively was compared in
groups A and B. Analgesics were used in 30 (22.1%)
patients in group A and 15 (11%) patients in group B,
(p<0.019) which is statistically significant. Hospital
stay was shorter in group B (20 hours) than in group A
(26.4 hours).

Conclusions: Active peritoneal suctioning at the end
of laparoscopic surgery effectively evacuates residual
CO, thus preventing postlaparoscopic shoulder pain.
Residual CO, after laproscopic surgery should be
removed as completely as possible in all the cases.

IntRoDuCtlon

It is most likely a combination of direct stretching of
the diaphragm caused by insufflation and the release of
hydrogen ions as a consequence of the reaction between
CQO, and water: CO+ H,O « H,CO, «» H* + HCO,.

The free Hradical acid may irritate the phrenic nerve.

It is desirable to prevent or diminish this symptom.
A number of studies have looked at methods to
reduce the incidence and severity of shoulder pain
following laparoscopic surgery for example: Low
pressure insufflation,’®® low rate of insufflation,?
gasless laparoscopywarmed ga$ preemptive anti-
inflammatory medicatior?* preemptive  subdiaph-
ragmatic local anesthetic irrigatiétregional anesthesia
to peritoneal surface in operative &fé&and pulmonary
recruitment maneuvét°

The aim of the study was to evaluate the effect of active
peritoneal suctioning after C@neumoperitonium on
postlaparoscopic cholecystectomy shoulder pain.

MEtHoDS

One of the unpleasant postsurgical symptoms is The study was conducted in Al-Sadir Teaching
shoulder pain. A considerable number of patientsHospital in Basrah. The surgeons helped actively in
undergoing laparoscopic surgery experiences shoulderemoving residual CO from the peritoneal cavity
pain. Occasionally, it is so strong that the patient needsifter laparoscopic cholecystectomy and mainly the

analgesics and is forced to lie in bed for sometifiidne

right subdiaphragmatic region by using a multiporous

incidence of shoulder pain varies from 35% to 80% andsuction tube limiting the negative suction pressure to
ranges from mild to severe. In some cases, it has bee0 mmHg for 2-5 minutes.

reported to last more than 72 hours after surgfery.

Shoulder pain after laparoscopy is genergdlyarded

as a symptom relatedto CQ,pneumoperitoniunt?
Rumiko Suginami et

adeveloped a working

One hundred thirty six patients, ASA physical status
class | and Il of either sex were included in this study,
they were randomly assigned into 2 groups. Group A
utilizing the ordinary procedure, while group B included

hypothesis that complete evacuation of the residuabctive gas suctioning.

CO, could enhance patient satisfaction by reducing

unpleasant early postlaparoscopic symptoms. Facts that A proforma sheet was used for each patient included
support this hypothesis include: There is a significant the following information: Random numbername, age,
correlation between C(ubble volume under the right gender, ASA classification, weight, day of operation,
hemidiaphragm and postoperative pain séamed the  duration of pneumoperitonium, time of discharge to
active evacuation of residual gas significantly reduced the ward, time of first assessment and pain assessment

the demand for postoperative analgesia in a randomizedcore. A thorough discussion and explanation was done
trial.'! Some authors have reported a reduction in painwith all the patients preoperatively about the use of pain
after gas removal by drainage in the postoperative periogcoring Verbal Rating Scale (VRS). The scale ranged
in both gynecological and general surgical settiigfs. from 0-3, with zero counts for no pain, 1 for mild
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pain, 2 for moderate and 3 for severe. Pain scores were For each normally distributed variable, the mean and
obtained through patient’s interview by resident doctorsstandard deviation were determined for both groups.
who were blinded to the patient's grouping. Differences between the groups were analyzed by using
SPSS 17 statistical test.
The criteria for exclusion were: inability to understand
pain scoring, use of analgesic drugs for previous shoulder The results are presented as meanzSD, number
pain, conversion to open laparotomy, prolongrd surgeryand percentage. Many statistical tests were used like:
and insersion of a drain. student-t test and?Xest for variables. Significance was
considered at p-value <0.05.
All procedures were performed under general
anesthesia with propofol (2-2.5 mg/kg) for induction RESULtS
and succinylcholine (1 mg/kg) to facilitate tracheal
intubation. Anesthesia was maintained by oxygen From July 2011 to November 2011, a total of 146
with 0.5 to 1% isoflurane; adequate muscle relaxation patients who presented for elective laparoscopic
was achieved with 6 mgs of pancuronium bromide.cholecystectomy were randomly selected. Of those,

Artificial ventilation was set using IPPV. In all the cases, ten patients were excluded from the ﬁna.l study, five
supplementary intraoperative analgesia was providegvere converted to open laparotomy, and in five cases
by IV 50 micrograms of fentany!. the duration of surgery exceeded 90 minutes. This

resulted in 136 randomly assigned patients. Seventy five
Pneumoperitonium was created using ,C& an (55.15%) patients were ASA class | and 61 (44.85%)
intraperitoneal pressure of 12-14 mmHg. Patients werepatients were ASA class Il. The overall male/female
placed in reversed Trendelenberg position. The intrafatio is 23/113 (16.91%/83.09%).
abdominal gas pressure was monitored. The patients
were monitored during surgery regarding pulse rate, Statistical analysis: Data were presented as
blood pressure, and pulse-oxymetry. percentage, mean and standard deviation. Data were
analyzed with Med. Calc. software. Student t-test was

At the end of surgery, CQlow was stopped and the  ysed for comparison of means. The Chi-square test was
surgeon evacuated the abdomen by using a multiporougsed for comparison of proportion.

suction tube limiting the negative suction pressure to

-40 mmHg for 2-5 minutes under direct camera view  patients were prospectively randomized into one of
in group B, while in group A, CPwas removed two groups: Group A included 71 patients (52.2%),
passively. group B included 65 patients (47.8%), Table 1.

The patient was then placed back into the supine pemographic data (gender, ASA physical status,
position, the trocar was removed and the abdomlnaLlge and weight) showed no statistically significant
incisions were closed. difference.

Following recovery, patients were discharged
to recovery room and then discharged to the ward
after gaining full consciousness. Their shoulder pain
intensity was recorded as a baseline. Postoperativ
analgesic requirements were recorded. Those patients,

who experienced severe pain, received a bolus dose of Duration of insufflation (minutes) was 62‘0%8;1 in
diclofenac sodium (75 mg) or narcotics if needed. group Aand 59.07£6.6 in group B with p-value=0.8464.

No statistically significant difference was found between
Analysis of data was done using the pain scores ovethe two groups in regard the intra-abdominal pressure
time intervals (4, 8, 12 and 16 hours). and duration of insufflation.

The mean intra-abdominal pressure (mmHg) was
12.5+0.76 in group A and 12.5+0.75 in group B with
g—value=0.9711.
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) . Group A Group B
Patients characteristics p-value
71 (52.2%) 65 (47.38%)
Gender M/F 14/57 (10.3/41.9%) 09/56 (06.81.26) | 0.4928
44/27 31/34
ASATI (32.3%/19.9%) (22.8%1/25.0%) 0.1206
Age (mean) 35.88+11.04 37.66+10.9 0.4488
Weight (mean) 73.08+8.1 73.13+7.1 0.8557

Table 1. Characteristics of patients participating in this study.

4 hours 8 hours 12 hours 16 hours
Pain degree Total Total Total
A B A | B A | B A | B
No.| % No. % No. | % No.| %
No. 4 | 10 2 | 25 8 | 36 0 | s6
g':in % 56 | 154 | 14 | 103 2.8 | 385 27 |19.9| 11.3 | 554 | 44 |32.4| 0 | 862 56 | 41.2
%oftotal| 2.9 | 7.4 15 | 184 59 | 265 0 | 412
No. 17 | 30 27 | 37 51 | 26 11| 9
Mild pain | % 23.9| 462 | 47 | 346 38 | 56.9| 64 |47.1| 71.8| 40 | 77 |56.6| 155 13.8 | 20 | 14.7
% of total| 12.5| 22.1 199 | 27.2 375 191 81| 66
No. 20 | 20 40 | 3 12 | 3 35 | 0
g";gerate% 28.2| 30.8 | 40 | 29.4| 56.3| 4.6 | 43 |31.6 169 | 46 | 15 | 11 | 493 0 | 35| 257
% of total| 14.7| 14.7 294 2.2 88 | 2.2 257| 0
No. 30| 5 2 | o0 o | o 25 | 0
s;‘;ere % 423 77 |35 |257 28] 0o | 2 15| o o | o| o |32 0 |25 184
% oftotal| 22.1| 3.7 15| 0 o | o 184 0

Table 2. Pain score 4, 8, 12 and 16 hours postoperatively.

Analysis of shoulder pain scoring at 4, 8, 12 and 16 Twelve hours postoperatively there was a considerable
hours postoperatively shown in Table 2. Four hoursdecrease in pain severity in both groups. Still some
post-operatively: Fourteen patients (10.3%) have nopatients complain of mild pain 51 (37.5%) in group A
pain, 47 patients (34.6%) have mild pain, 40 patientsand 26 (19.1%) in group B.

(29.4%) have moderate pain, and 35 patients (25.7%)

have severe pain. All patients experienced right shoulder Sixteen hours post-operatively, 25 patients (18.4%)

pain. A comparison of the two groups showed thatin group A experienced severe right shoulder pain as

shoulder pain scores were significantly lower in group compared to zero in group B. This can be explained

B as compared with group A, (p=0.001). by upward movement of the residual Ca% result of
postural change.

Four hours later (8 hours postoperatively), there
was decrease in the incidence of severe pain, and the The number of patients who received analgesics
majority of the patients in group Aregister moderate painpostoperatively was compared in groups A and B.
40 (29.4%), while only 3 patients (2.2%) experienced Analgesics were used in 30 patients (22.1%) in group
moderate pain in group B, p-value=0.0179 which is A and 15 patients (11%) in group B, (p<0.019) which
statistically significant. is statistically significant. There was no mortality in
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our study. Hospital stay was lass in group B (20 hours) A study from Californi& reported in the journal
as compared to group A (26.4 hours) possibly due taObstetrics and Gynecology in 2008, a randomized

residual pain in group A. controlled trial of 116 female outpatients with elective
gynecologic laparoscopic surgery. The control group had
DISCuSSlon standard passive deflation of residual abdominal carbon

dioxide through the cannula. The intervention group
In this study, no significant differences were found had added the Trendelenburg position at 30 degrees plus
between patients in terms of ASA, age, weight, duration5 manual inflations of the lungs. They found that the
of insufflation and intra-abdominal pressure. positional pain of the intervention group was reduced
from 63% to 31%. However this technique carries risk
The incidence of postoperative shoulder pain inof pneumothorax and subsequent increased morbidity.
group A of this study was significantly higher compared
with group B, the use of suctioning at the end of the Other studies included intra peritoneal sub-
operation in group B significantly reduced the frequency diaphragmatic normal saline infusions which
and severity of shoulder pain. The higher incidence ofsignificantly reduced shoulder pain after laparoscopic
postoperative shoulder pain in group A is similar to cholecystectomy, likely by reducing C®etween the
other studie8§>1229:30 liver and diaphragm by forced evacuation of residual
CO,, thus limiting irritation and stretcli."*332 This
Low incidence of severe postoperative shouldermaneuver caries risk of fluid overload and is time
pain in this study among the patients in group B whoconsuming. Some use ,® pneumoperitonium, but
underwent active suctioning (25%) as shown in Table 2N_O is not an ideal gas for laparoscopy as it supports
might related to proper evacuation of residual @am combustion.
the abdominal cavity at the end of surgery in contrast to
group A who showed increased incidence of shoulder Other benefits seen in this study is reduced analgesic
pain in the late hours which is explaned by upwardrequirements among group B as well as reduced hospital
movement of the residual GQs result of postural stay related to pain. The maneuver used in our study does
change. not need any additional tools or intervention. It neither
resulted in prolonged hospitalization nor it requires a
The leading hypothesis is that carbon dioxide inducedollow-up. Furthermore this maneuver is expected to be
phrenic nerve irritation causes referred pain td°Gdr, effective in other laparoscopic procedures as it relies on
study supports this hypothesis. Many techniques were&omplete evacuation of GO
studied to reduce postlaproscopic shoulder pain. Some
of these studies directed towards removal of residual ~qnc|uSlons
CO, as ours for example: Alexander JI dthall MG**in
a randomized study 25 treated patients were compared In order to reduce shoulder pain following
with 28 controls. Use of the drain was found to laparoscopic surgery, it is important to allow escape
approximately halve the frequency of pain throughoutof the CQ gas from the peritoneal cavity at the end
the first 2 postoperative days. The severity of pain was of the surgery. Active peritoneal suctioning at the end
also significantly reduced in the first 6 hours and after of laparoscopic surgery effectively evacuates residual
mobilization at home the next day when painis usually atCO, thus preventing postlaparoscopic shoulder pain.
its worst. Similar studies used intraperitoneal dtaih.  Residual COQ after laproscopic surgery should be
This technique needs for follow up, as surgically placedremoved as completely as possible in all cases.
drains have some risks, they have been associated with
increased rate of intra-abdominal and wound infection, RECoMMENDA tlonS
increased abdominal pain, decreased pulmonary
function, and prolonged hospital stay. 1- Socioeconomic pressures from limited healthcare
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resources have long been motivating us for evaluating
techniques that might minimize the overall medical
costs without compromising surgical outcome.

2- With improvements in surgical techniques and 9.
advances in perioperative anaesthetic care to achieve a
pain and risk-free course, aimed at shortening recovery,

reducing hospital stay and increasing patient satisfactior 0.

remains our major concerns. Anaesthesia continues
to be a unique speciality that demands for potential

improvement, but internal or external pressure on thell.

anaesthesiologist to keep more than one operating room
schedule, with few cancellations and minimum time
between cases, might be an important reason for an

anaesthesia personnel being reluctant to employ newel2.

techniques.

3- We advice all the surgeons to spend a further 5/3.

minutes from the operative time to empty the abdominal
cavity from any remnant of the CQgas during
laparoscopic cholecystectomy to decrease the morbidity
of the patients and reduce hospital stay.

14.
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PREVALENCE OF LATENTTUBERCULOSISAMONG HEALTH CARE
WORKERSAT AL-THAWRAH MODERN GENERAL
HOSPITAL, SANAA-YEMEN 2009
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ABStRACt Methods: Two-step tuberculin skin test (TST) was
performed in Al-Thawrah Modern General Hospital

Objective: To determine the prevalence of latent (TMGH) in Sana’a, Yemen during the year 2009. Four
tuberculosis among health care workers (HCWs) in Al- hundred twenty six (426) health care workers out of
Thawrah Hospital. 466 fulfilled the criteria of inclusion. Information
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related to the demographics, profession, work duration,
department, and an individual history or family
history of tuberculosis (TB) was obtained. Structured
questionnaire was designed for that purpose.

Results: The sample size was 466 with 254 males
(54.5%) and 212 females (45.5%), with a ratio of 1.2:1.
Forty health care workers were excluded, and 426 were
actually tested, 296 were positive (70%), and 117 were
negative (30%). There is an increase in TST reactivity
with an older age, and there is a positive correlation
between work duration and TST reaction. The positive
result was highest among radiology assistants (91%,),
then the laboratory workers (80%), and lower among
the doctors (76%).

Conclusions. We found higher latent tuberculosis
infection (LTBI) rates among health care workers at Al-
Thawra Modern General Hospital in Sanaa using TST
with male predominance and higher positiverate among
high risk working placeslike radiology departmentsand
laboratories and risky occupations like surgical doctors
and laboratory workers, with significant correlation
between age, work duration and latent tuberculosis
infection.

IntRoDuCtlon

are other risk groups, such as intravenous drug users,
patients with end stage renal disease, HIV positive
patients, the homeless and health care workers.

Initial studies conducted between 1900 and 1920
demonstrated the safety of treating patients with TB in
sanatoriums designated for that purpbse.

Subsequent studies have demonstrated the importance
of M. tuberculosis transmission in students and health
care workers$” In addition, other studies showed
significant increase in nosocomial transmission,
especially between TB/HIV co-infected patients and
health care workers, when biosafety guidelines were not
strictly followed?®

Several other studies conducted in various countries
demonstrated higher prevalence of tuberculin skin testing
among health care workers than general popul&titn.

The risk of transmission of M. tuberculosis from
patients to health care workers (HCWSs) is greatest in
facilities with a high burden of infectious tuberculosis
(TB) cases? Transmission of TB in health care facilities
could be reduced or prevented with the implementation
of effective infection control measur#s.

Tuberculosis (TB) is an infection with mycobacterium  In Saudi Arabia, the prevalence of positive TST
tuberculosis, which most commonly affects the lungs(latent tuberculosis) among HCWs at king Abdulaziz
(pulmonary), but can affect any organ in the body. It University Hospital was 78.9 % overall, 60.0 % for
is the leading cause of death associated with infectiousSaudi Arabian compared with 81.0 % for non Saudi
diseases globally, especially with its interaction with the Arabians (p<0.013:
human immunodeficiency virus (HIV).2 The bacterium
is spread primarily through aerosolized infectious !N Yemen, estimated incidence of TB in adults (15-
particles generated from coughing and sneezing by*> years) in 2005 is about 82/100.000. Estimated
individuals with tuberculosis and less commonly via Prevalence is about 136/100.000. Estimated mortality
skin wounds. An estimated one third of the world's rate about 21/100.0C0.

lation is inf ith ft.
population is infected with Unfortunately the prevalence rates of TB among

health care workers in Yemen are not available, even

WHO declare tuberculosis (TB) a global public w41 it is considered one of the most common chronic
health emergency in 1993. Although 95% of the CaseSyfectious diseases in the country.

and 97% of deaths occur in highly endemic areas [the

third world]. The disease continues to be a problem in  Applying chemoprophylaxis for latent tuberculosis is
industrialized countries as well, mostly in immigrants an important measure in preventing active tuberculosis,
populations, in elderly individuals whose latent infection which can help in reducing the overall incidence and
is reactivated, and in local outbreaks. Furthermore therespread of the disea&e.

10
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Despite the importance of latent tuberculosis TB in the hospital, like patient isolation or use of N-95
infection (LTBI), the tuberculin skin test (TST) was, respirators andhere is no negative pressure room or
until recently, the only test available for its diagndsis. protective ventilation system.

TheTST measures hypersensitivity response to purified

protein derivativéPPD), a crude mixture of antigens,  The study aims to identify the prevalence of TB

many of which are shareanong M. tuberculosis, M. among HCWSs, using tuberculin skin test rather than

bovis bacille Calmette-Guéri(BCG), and several QuantiFERON-test for two reasons firstly there is an

nontuberculous mycobacteria (NTM). The TB3ds agreement between both tests in various reports and

limitations with respect to accuracy and reliabiliti# secondly, the cost of QuantiFERON- test is higher, in the
presence of the lack of resources, and also the absence

Advances in genomics and immunology have led toof the political commitment in the health authority of
a promisingalternative the in vitro interferon y (IFN-y) this country.
assay? basedn the concept that T cells of infected
individuals releasi’N-y. Although early IFN-y assays General objective: Determine the prevalence of
used PPD, newer assays uasgigens, such as the TB among health care workers in Al-Thawrah Modern
early secreted antigenic target 6 (ESABGY culture  General Hospital, Sana’a-Yemen.
filtrate protein 10 (CFP-10). These proteins, encoded
within the region of difference 1 (RD1) of the M.  Specific objectives: To determine the prevalence
tuberculosigenome, are significantly more specific to  of latent TB among HCWs, and the occupational risk
M. tuberculosis thaRPD, as they are not shared with of mycobacterium TB infection among health care
BCG substrains or several NTspecies that might workers. Also, to identify higher risk group for acquiring
cause IlOIlSpeCiﬁC sensitization.'® The QuantiFERON- TB among HCWs, and make recommendations about

TB assay (Cellestis Limited, Carnegie, Australia) was preventive measures against transmission of TB among
the first commercially available [FN-y assay. The PPD- HCWs.

based QuantiFERON-T®st was approved by the US

Food and Drug Administration 2001 .1%-% MEtHoDS

Several studies have compared RDI-based IFN-y
assays with TSTmostly in low-endemic populations
with some agreemeft.There is also an agreement in
high-endemipopulation (81.4%Yy3%

This was a descriptive cross sectional study carried
out in Al-Thawrah Modern General Hospital; which
is located in the center of capital of Yemen and is the
referral hospital in Yemen.

So we did our research in Al-Thawrah Modern
General Hospital which is the referral hospital in Sana’a; All HCWs working at the medical, surgical,
capital of Yemen. The hospital has 1000 beds, theemergency, intensive care units, laboratory and
numbers of patients admitted with pulmonary TB aboutradiology departments invited to participate in the
170 patients/year where as the numbers of patients witstudy, including doctors, radiology doctors, radiology
extra pulmonary TB about 30 patients/year. assistants, laboratory workers, nurses, respiratory

therapists, administrators and cleaners.
There is no inpatient service for chest diseases in

the hospital, patients with newly diagnosed active any participant with a history of old TB or positive
pulmonary TB or extra pulmonary TB cases are usuallyTST pefore joining the hospital, any family history of
admitted to the general ward for their treatment orTB or close contact more than one year, any HCWs
further evaluation. with employment or training less than one year in the
hospital, and those refusing the TST or refuse to repeat
We don’t have any infection control measures for the second step test were excluded from the study.
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Those who were available in the period between June Written informed consent obtained from each
15, 2009 and 5July 2009 were called to participate participant.
in the study. 466 out of 600 were present at the time of Budget The (PPD) RT-32 supplied by Al-Awlagi
the study, (78%). TST was done by a single investigatoprivate laboratory without any returnee, other
using the standard mantoux intradermal injection. Therequirements supplied by our own budget.
standard tuberculin test consist€.1 ml (5 tuberculin
units) of PPD administered intracutaneoussyally in RESULtS
the forearm, using a 26 gauge needle after sterilization

with normal saline. The reactionresad 48 to 72 hours The total number of targeted Study popu|ati0n was
after injection, and the widest axis of indurations wasgpp HCWs, 466 (78%) of them participated in the study,

measured by a standardized palpation method with ghe remaining either excluded or not present at the time
flexible ruler after a period of 48-72 hours by the same of study.

investigator.

Of the 466 participant 254 (54.5%) were men and
For the purpose of our analysis, two cut-off points used212 (45.5%) were women with a male to female ratio
to define the positive TST reaction, an indurations of 10 of1.2:1
mm or greater regarded as positive and an indurations
of 15 mm or more is regarded as strong positive. Ten HCWs (2.1%), 6 males and 4 females, have
received anti-TB treatment, 2 of them treated before
Those with negative result advised to come afterworking in the hospital while 8 of them treated after
1-2 weeks for second step TST and those who agreegpining the hospital. Also, 30 HCWs (6.4%), 20 males
underwent 2 step TST after 1-2 weeks. Those reactedand 10 females; refused to do the test, most of them
strong positive TST were investigated to rule out activebecause of fear of injection and/or the result. Thus,
TB. leaving 426 (91%) HCWs in the study, (Figure 1)

Of the 426 participants, 215 (50.5%) were positive
from the %' step TST, and 211 (49.5%) wergé gtep
TST negative and needed to do tlieés?ep. However,
40 (19%) were unable to repeat the TST for different
reasons. Thus, 171 (81%) were able to do thet2p

BCG vaccination history was ignored in this study, TST, of whom 54 (32%) tumed to be positive and 117
because the health care workers are high risk grou;z680/’o) had negative result

and booster doses of BCG is not performed in Yemen
routinely.

A questionnaire and a consent form distributed to
each participant to read, and fill out the questionnaire at
the same time of doing the TST.

The final TST results, 117 (30%) were TST negative
Data collected from all participants were coded and 269 (70%) were TST positive.
and entered in the computer and analyzed using SPSS

software. Out of the 269 positive cases, 144 (37%) were strong
positive (<15 mm), 119 (31%) were just positive (10-15
Ethical considerations: mm), 6 (2%) were strong positive with skin ulceration.

Those with strong positive TST were screened for
- All participants informed in details about the nature of active TB and only 2 were found to have radiological
the study including the risks and expected discomfortevidence of apical fibrosis; with active TB in one of
of TST. them (a female), (Figure 2).
- The participant’s information will be secured.
- Written informed consent obtained from Al-Thawrah  The positive TST were 197 (70%) Yemeni HCWs, 62
Hospital manager. (66%) Indian, 6 (100%) Phillipinoes and 4 (100%) other

12
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nationalities, there is no significant p-value (0.362), There was a male predominance with older subjects,
(Table 1). (Figure 3).

There was significant increase in positive results with
age (p<0.01). Subjects in the age group 18-28 years ha
a 56% positive rate, while 77% of those between 29-39t
years of age, 89% in the age group of 40-50 years, and
100% of those over 50 years, had a positive TST result. There was no significant difference in percentage

The TST positive results increased significantly with
?1e duration of work (p<0.01) as shown in Table 2.

10. 2.1% 2 ; Treated before )
30, 6.4% ’ working in the
Fear of injection \ ' hospital )
31%
8 ; Treated after
Fear of result working in the
34% hospital
Fear of both
L 21%
Other Dagree
14% ) Hrefuse
[ already treated

Figure 1. Distribution of sample according to TST agreement.

2%

O negative
E positive

Ostrong
positive

Oskin
ulceration

Normal CXR

98.7%

Figure 2. Tuberculin skin test reaction results.
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Figure 3. Distribution of positive TST according to the sex and age.

TST result . Males | . .Females | ~ Total |
Positive | Negative | Positive | Negative | Positive Negative
Nationality | No | % | No | % | No | % [ No| % | No | % No %
Yemen | 151 | 77 | 43 | 51| 46 | 23 | 42 | 49 | 197 | 70 85 30
Indian 10 | 16 0| 52 | 84| 32 |100| 62 | 66 32 34
Phillipino | 2 | 33 0 4 | 67| 0 0 6 | 100| O 0
Others 3 |75 0 1 | 25 0 4 | 100| O
Total 166 | 62 | 43 | 37 | 103 38 | 74| 63 | 269 | 70 | 117 | 30

p<0.362

Table 1. Distribution of positive TST according to the sex and nationality.

S . Males | | .Females | . Total |
Positive | Negative | Positive | Negative| Positive | Negative
Work duration | No | % | No | % | No | % No| % | No | % | No | %
lto<5years| 73 | 54| 27 | 32 | 61 | 46 | 58 | 68 | 134| 61| 85 | 39
5to<10years| 55 | 68 | 10 | 43 | 26 | 32| 13| 57| 81 | 78| 23 | 22
10to<15years 12 | 60 40 8 40 60| 20 | 80| 5 20
<15 years 26 | 76 | 4 | 100| 8 24 0| 34 89| 4 11
Total 166| 62 | 43 | 37 | 103 | 38 | 74 | 63 | 269 | 70 | 117 | 30

Table 2. Distribution of positive TST according to the sex and work duration.
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of positive TST among different hospital departmentsadministrators (58%) and respiratory therapists, (58%),

(p<0.131). However, the surgical department had thgTable 4).

highest rate of 78%, followed by laboratory (77%),

radiology (74%), medical wards (71%), emergency There is a diference in TST results in females with the

department (66%), medical intensive care unit (MICU use of female veil (the dress used by the females in the

59%), and the lowest rate of 48% was obtained in thdslamic countries in which they cover their bodies with

emergency intensive care unit (ERICU), (Table 3). it including their face leaving only their eyes) which is
not stastistically significant with (p-value <0.80) as the

According to the employment category, there was nopo:sitive TST in females with veil 52% and without veil
significant difference in TST among different subjects 55%, (Table 5).
(p=0.268), but the highest positive result was recorded
among radiology assistants (91%), then lab workers
(80%), doctors (76%), nurses (65%), radiologists (59%), Previous studies have shown that the risk of

DISCuSSion

Males Females Total

TST result = . — . " .

Positive Negative | Positive | Negative| Positive | Negative
Working place No. | % | No. | % | No. | % | No.| % | No. | % | No.| %
Surgical 38 75 3 21 13 | 25| 11 |79 51 | 78| 14 | 22
Lab 11 55 3 50| 9 |45| 3 | 50| 20 |77| 6 | 23
SICU 7 39 2 33| 11 |61| 4 | 67| 18 | 75| 6 | 25
Radiology 19 76 5 56| 6 | 24| 4 |44 25 | 74| 9 | 26
Medical 43 57 13 | 43| 32 | 43| 17 | 57| 75 | 71| 30| 29
Emergency 36 75 10 | 40| 12 | 25| 15 | 60| 48 66| 25| 34
MICU 6 32 2 15| 13 | 68| 11 | 8| 19 |59 13| 41
ERICU 6 46 5 36| 7 | 54| 9 | 64| 13 | 48| 14 | 52
Total 91 34| 30 | 26| 64 | 24| 52 |44 | 269 | 70 |117| 30
p<0.131

Table 3. Distribution of positive TST according to the sex and working place.

Males Females Total

TST result o : > ; i :

Positive | Negative | Positive | Negative| Positive | Negative
Category No.| % | No. % No.| % | No.| % | No. | % | No.| %
Radiology assistants | 18 | 90 2 |100) 2 | 10| O 0| 20 |91 2 9
Lab workers 12 | 60 3 |60 8 |40 2 40, 20 |80| 5 | 20
Doctors 68 | 86 | 15 | 60| 11 | 14| 10 | 40| 79 | 76| 25 | 24
Nurses 46 | 37 | 11 | 16 | 80 | 63| 57 | 84 | 126| 65| 68 | 35
Radiology doctors 9 920 5 |71 1|10 2 |29 10 |59 | 7 | 41
Administrators 7 /100 5 (1000 O | O] O 0 7 | 58| 5 | 42
Respiratory therapists 6 86 2 |40 1 | 14| 3 |60, 7 |58| 5 | 42
Total 136 | 51 | 43 | 37| 93 | 35| 74 | 63 |269| 70 | 117| 30
p<0.268

Table 4. Distribution of positive TST according to the sex and employment category.
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general population because Finland has an excellent TB

TST Positive Negative Total control program.
i 0, 0, 0,
Female veil No. | % | No. % | No.| % In another study conducted in 1996 in Malawi, it
Used 34 | 52 32 48 66 | 75 was found that the incidence of TB among health care
Not used 12 | 55 10 45 22 | 25 workers in 40 hospitals that treat TB patients was twelve
Total 46 | 52 42 48 88 | 100 times greater than that of the general adult population
p=0.642 15 years of agé.
Table 5. Distribution of TST result according -~ o _
to the use of female veil. In our study, the positive result is higher in males

(62%) than females (38%), this could be explained by
developing TB among HCWs is dependent on factorsthe fact that the female joined the health profession too
such as occupational category, age and use of TBate compared to their male counterpart or because of
infection control measures in the workpld&&€.The  wearing the traditional veil (alhijab or alnikab) which
rate of TB in the general population in Yemen is aboutis worn by majority of females in this country which
136/100000 in 2005,but there is little information may possibly protect them against infection. Moreover,
available on the prevalence of TB among HCWs inthe frequency of TST was higher in female expatriate
Yemen. nurses, and Yemeni female nurses not wearing the veil

(55%) than in those with veil (52%) with no statistically

A literature review of TB among HCWs in low and significant difference. These findings may suggest that
middle-income countries reported a prevalence of LTBIthe veil has a possible protective effect on female nurses
of 54% (range 33-79) using the T8Dn reviewing  against TB infection, but this point needs further study.
these studies, we noted a high rate of TB among HCWs
in comparison to general population in Poland as the There is a higher frequency of positive TST in old

rate of TB in the general population was 24.3/100000 i”subjects and in those with longer work duration in our
2004, but TB incidence among HCWs staff in contactsmdy

which is consistent with the findings reported
with TB was 204-721/100000 in 20€1.

in HCWSs in high incidence countries like (India,
Russia, andseorgia)and middle incidenceareas like

In our study, the prevalence of LTBI among HCWs (Japanfos

at Al-Thawra Teaching Hospital (TMGH) Sanaa Yemen
is 70%, which is similar to that reported in 51 previous
studies (37-79%Y. However, it is lower than that in Astudy from India reported a 4-fold higher prevalence
Saudi Arabia (79%?% in medical students who were more than 23 years of age
than in those aged 18-20 yedts.
Similar reports from Turkey showed that the
incidence of TB was 199.9/100.000 among health care Moreover, the higher TST positivity and conversion
workers, compared with 40.8/100.000 in the generalrates were documented among nurses and those working

population, giving a relative risk of approximately 5 in clinical areas, further suggesting an occupational
times greater among health care workers than in theisk.32
general populatiof?.

There is variations of LTBI among different
In a study conducted in Brazil, it was found that employment categories with radiology technicians is
nurse students were more susceptible to infection witithe highest (91%), this has been previously reported in
M. tuberculosis than the general population at a rate obther place$® We think that the work environment of
10.5% and 0.5% respectivélyWhile in Finland, the the technicians is likely responsible for this higher rate,
risk is lower among health care workers than in theroentgenography rooms are often poorly ventilated,
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therefore, droplet nuclei may stay in the air for hours Currently, the CDC guidelines recommend that
or even days. HCWSs receive tuberculin testing on entry to the
workplace but do not make specific recommendations
The lowest rate of LTBI among administrators is due concerning treatment of the latent infectfénThe
to less contact with patients. The respiratory therapistsCDC guidelines recommend that an assessment should
has lower rate of positive TST in our study unlike the be made to assign a risk category to HCWs in an
other reports as in Poland this is because this occupatioimstitution and thus the frequency of screening should
is new in our hospital (TMGH) which started 2 years agobe determined according to the ri€kach institution
and more time is needed to have positive conversion. should use its own surveillance data from tuberculin
skin testing to assess the specific risk category of its
HCWs. Many healthcare institutions have mandatory

A higher risk of acquiring LTBI waassociatedvith _ _ _
annual tuberculin screening for their HCWs. Annual

certain work locations as surgical department which is . . o .
the highest (78%), the higher frequency of TST wasScreening prowdes 51gn1ﬁcant. pr'otectlon for HCWs
among surgical doctors, this result can be explained; a@ Most active cases develop within the first few years
TMGH is the referral center and complicated pulmonary@fter the initial infectior? The current guidelines
TB treated in the surgical word with manipulation of recommend using a six months course of INH for those

empyema produce minutes droplets which are morEreacting positive to TST or Quantiferone testing and is
penetrable than larger droplétghis is followed by considered to be preferable from a cost-effectiveness
laboratory workers (77%), especially those working in standpoint. Although a 9-month course is considered

bacteriology (95%) and this result has been previouslyl© P& the preferred regimen, a 6-month course provides
reportec substantial protection against the development of TB,

especially for those without human immunodeficiency

virus infection or radiographic evidence of prior TB.
In our study, the doctors have higher percentage of TST

than the nurses in contrast to other studies, where nurses
have been found to have a higher risk for developing
TB.35%n spite of the fact that nurses are the first point _
of contact with patients in the out-patient departments Ve found high LTBI rates among HCWs at
and are continuously in contact with patients in hospita\l"Thawra Teaching Hospital in Sana'a using TST with
wards, and they also take sputum samples, including@/€ Predominance, higher positivity among high risk
those obtained by induction from infectious patients, Working places and risky occupation, and significant
increasing their risk of exposure. This paradox couldCorrelation between older age, longer work duration
be explained by the fact that majority of the nurses aré?nd LTBI. There is also correlation between wearing a
females and once they got married they quit the job Sgemalg vel'l arld protection against tuberculosis without
they don’t stay longer in the hospital in addition to the Statistical significance.

fact that most of the females are wearing the veil which _ ) o _
could work as a mask for them. Our study provides important baseline information

on the prevalence of LTBI among Yemeni HCWs.

ConCLuSlonS

High suspicion oftuberculosis by the clinician, We recommend that the health administrators
adequate infection-control measut®s the hospital and infection control committees in hospitals are
authorities and early identification of latenttuberculosis  responsible for ensuring the implementation of an
infection in healthcare workers by occupational effective TB control program. This requires education,
specialists form the essential components of arisk assessment, early identification, isolation, complete
comprehensivgpackage to prevent tuberculosis in treatmentofinfectious TB patients, effective engineering
healthcare workers. controls, an appropriate respiratory protection program,
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counseling, screening and evaluation for health cares.
workers according to CDC guidelines as mentioned
above.

Further research is needed to assess the utility of use
of Gamma IFN-Release Assays (IGRAs) among HCWs,
as it is more acceptable by HCWs with no side effects
and to compare it with tuberculine skin testing.

10.
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ABStRACt

Objective: Snce the routine introduction of CT scan
as a main diagnostic tool in head trauma, delayed
epidural hematoma (DEDH) has been defined as
separate entity and more patients have been reported
in the medical literature. This paper describes the
characteristics, including the pathognomic, clinical,
and surgical aspects of DEDH, based on the data of our
patients and of the patients reported in the literature.

Al o bad

Methods: Our retrospective clinical study includes
nine patients of space-occupying traumatic DEDH out
of 112 patients of traumatic epidural hematomas, treated
in Aleppo University Hospital, from the beginning of
2006 till the end of 2010. These hematomas were not
present or minimal on the computerized tomography
scans (CT scans) done immediately after trauma, but
were evident on the repeated CT scans, which were
performed 24-48 hours later. The precursor of DEDH
was the neurological deterioration in seven patients,

*Ahmed Moukhles Sabbagh, MD, FACHARZT in Neurosurgery, Bonn University, Germany, Teacher of Neurosurgery, Faculty of Medicine, Aleppo University,
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repeated epileptic fits followed by lethargy in one
patient, and progressive headache accompanied by
repeated vomiting in one patient. Eight patients (almost
89%) were treated surgically.

Results: Outcome of all managed patients was
very good. Clinical follow up was done in all studied
patients every month for the first 6 months after trauma.
All operated patients did very well in the postoperative
followup period, and none of themsuffered postoperative
neurological sequelae attributed to the previously
mentioned mode of management. Overall mortality rate
in the studied patients was nil.

Conclusions; Awareness of the possibility of
occurrence of DEDH as a complication of head injury,
repeat CT scan in case of any neurological deterioration
and proper management are essential factors for
improving the outcome of affected patients.

IntRoDuCtlon

present from the start, but is detected several days after
injury, and occurs in 4-30% of all patients of epidural
hematoma, appearing as isodense lesion on the CT scan
in most patient$81°

Since the CT scan has become the main diagnostic
instrument in head injury, DEDH has been defined as
separate entity and more patients have been repgérted.
The frequency of DEDH has increased from 6-13%
to 30% in the successively reported setié$The
appearance of DEDH on the CT scan is usually the
same as acute or sub acute EDHs.

MEtHoDS

One hundred and twelve patients with traumatic
epidural hematomas (EDH) were treated in Aleppo
University Hospital from the beginning of 2006
till the end of 2010. Nine of them (8%) developed a
space-occupying DEDH in the repeat CT scans, which
were done 24-48 hours after trauma. These patients

Delayed epidural hematoma (DEDH) or epidural \yere six males and three females, aging between 6

hematoma of delayed onset means that the hematoma jg,q 52 years (mean age 15 years). Patients having

minimal (insignificant) or not present on the initial brain  iher associated intracranial lesions, such as subdural
CT scan, which is done immediately after head traumanematomas apparent brain parenchymal lesions

but repeat CT scan within 24-48 hours of admissiongng traumatic subarachnoid hemorrhages, or patients
shows a sizable and space-occupying hemorrhage,aying other associated traumatic systemic lesions like
Presumably, the epidural bleeding may not be initially gina|, thoracic, and abdominal trauma, which required

severe enough to allow rapid collection of blood, gygical management, were not included in this study.

like when.the bleeding is a.result of capillary 00zing The cause of head injury was documented, and after
from a strlpped dura, or oozing from a_lacerated Sr_“a”initial resuscitation, each patient was assessed in terms
venous sinus or a lacerated pacchionian granulationsys age, sex, mechanism of head trauma, neurological

or from the diploe through the edges of any aSSOCiate(iileuroradiological, and laboratory findings. Glasgow

skull fracture (over 90% of the reported patients of .omqa scale (GCS) scores at the time of admission were
DEDH have skull fractures revealed radiologically or yocumented in all patients.

intraoperatively):?In these patients, the accumulation
of the blood clot takes several hours to a few days in KrEg|| tS
order to reach a sizable volume and to become space-

occupying, leading to clinical deterioratioh. The cause of head injury was road traffic accident

in five patients, fall from height in three patients, and
Until 1980, when angiography was the main diagnosticassault in one patient.
tool in head injuries, only a few patients of DEDH were
reportecP In the past, authors considered their patients Glasgow coma scale (GCS) scores at the time of
as having "chronic epidural hematonftd$or "epidural ~ admission revealed mild head injury (GCS= 13-15) in
hematomas” with delayed evolution of symptcthst four patients and moderate head injury (GCS= 9-12) in
chronic epidural hematoma is a different entity. It is the remaining five patients. Routine hematology and
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blood chemistry, including hemoglobin and hematocrit  This patient (and his close relatives) refused surgery,
level, and prothrombin activity, were within normal so he was put under close hospital observation for
limits in all patients, including children, except in one few days, and treated symptomatically. The follow-
adult patient, who had evidence of abnormal bloodup CT scan, done 1 week after the trauma, showed a
coagulation in the form of low prothrombin activity satisfactory resolution of the hematoma, theesfoe
(prothrombin activity was 55%, INR was 1.43), due to was discharged home with the advice of immediate
prolonged pre-traumatic anticoagulation therapy. All follow up in case of any new complaint.

patients had initial cranial CT scans with bone window
done immediately after admission. These scans showe
no EDHs in five patients and very minimal ones in four
patients, in two of them in the frontoparietal region,
and in the other two in the frontobasal region. Sevengs
patients had fissure skull fractures, four of them of the : '
frontal bone, two of the temporal bone, and one of thefggs
occipital bone.

Regarding the clinical picture, one 40-year-old
male patient had mild head injury with transient loss |
of consciousness for a few minutes. His initial CT §
scan showed a very minimal left-sided, frontobasal,
paramedian EDH, underlying a fissure fracture, without NS
any space-occupying character, as shown in Figure 1. ‘=

Figure 2. Cranial CT scan showing a 2.5 cms thick
heterogeneous left-sided, frontal DEDH.

Another 6-year-old male patient with moderate
head injury and transient loss of consciousness was
also admitted for hospital observation. His initial CT
scan showed a very minimal right-sided frontoparietal
EDH, underlying a fissure skull fracture, without space-
occupying character, Figure 3.

Figure 1. Cranial CT scan showing a very minimal left-
sided, frontobasal, paramedian EDH, underlying a fissure
fracture, without any space-occupying character.

Within the first 24 hours after admission, the patient
developed persistent headache accompanied by repea
vomiting, but remained otherwise clinically stable. His
repeat CT scan, done 36 hours after trauma, showed "3
2.5 cms thick heterogeneous (in some areas hyperdensegure 3. Cranial CT scan showing a very minimal
and in others hypodense), left-sided, frontal DEDH asright-sided frontoparictal EDH, underlying a fissure
shown in Figure 2. skull fracture, without space-occupying character.
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During hospital observation, he developed within the clot, and hemostasis, was done in all patients, except
the next day, three attacks of generalized tonic cloniche one with the persistent headache and repeated
convulsions with tongue biting lasting for 3-4 minutes vomiting, who refused surgery (as mentioned before).
each time. After the "Battack of these fits, he did The indication for surgical intervention in the operated
not regain his normal level of consciousness andpatients was the deterioration of the clinical neurological
remained rather lethargic. His repeat CT scan showed aondition, primarily of the level of consciousness,
heterogeneous DEDH with maximal thickness of aboutin addition to the space-occupying character of the
2.5 cms and remarkable midline shift, Figure 4. DEDHwith the marked midline shift, and the marked
compression of the underlying brain, as seen on the
CT scans. The clot was found to be solid “chronic” in
four patients, and rather fluid in the other four patients
including the one with the drug-induced coagulopathy,
who was operated after satisfactory correction of
the coagulopathy (by preoperative administration of
fresh frozen plasma and factor VII intravenously).
In this patient, the preoperative CT scan showed that
the hematoma was rather heterogeneous (as a sign of
continuous bleeding).

Figure 4. Cranial CT scan showing a heterogeneous Clinical follow up was done every month for the first
DEDH with maximal thickness of about 2.5 cms 6 months after trauma. Outcome of all managed patients

and remarkable midline shift. was very good. None of the studied patients suffered
neurological sequelae attributed to the previously

The other seven patients developed different typednéntioned mode of management.
of neurological deterioration within 24-36 hours after
admission, as shown in Table 1. DISCuSSlon

- L . In reviewing our patients and the patients reported
These clinical deteriorations led to the repetition . 9 P P P

of the CT scans, within 24-36 hours after admission,In the literature, we have dlspovered $°me common
. . .__features among all these patients, which may be of
in these seven patients. These scans revealed sizable

EDHs of various localizations as shown in Table 2. Theremarkable interest. Most of the reporteq patients are
. . . usually youndf (the mean age of our patients was 15
maximal thickness of the hematomas in these seven . .
atients varied between 2.25 and 4 cms years) and most of them sustained head injury due to
P ' ' road traffic accidents or fall from height.}*1*(The cause
Surgical intervention in the form of skin flap and of head injury in our patients was road traffic accident

craniotomy centered over the hematoma, evacuation ofind fall in most patients). Frontal and fronto-parietal

Focal motor | Disturbance of
deficits vital signs
Number of patients 5 5 4 4

Types ofclinical deterioation | Deterration of level of cosciousness Anisocoria

Table 1. The different types of neurological deterioration observed in seven patients.

Localization of the hematoma Temporal Fronto-parietal Frontal Parieto-occipital Sub-tentorial
Number of patients 1 2 2 1 1

Table 2. The various localizations of the DEDHSs in seven patients.
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locations were the most common site of EDHs in ourthrough the edges of the associated skull fractures

patients, as in most reported patiéitshereas the (seven patients out of nine in our series had such

occurrence of DEDH in the classical temporal regionfissure fractures). One patient of our series had drug-

was rare“There were underlying skull fractures in over induced coagulopathy (not disseminated intravascular

90% of the reported patierfts}'®(seven out of nine coagulopathy), which was the leading cause for the

patients i.e. almost 78% of the patients in our series hadbbrmation of DEDH in our opinion. None of our patients

fissure fractures of the skull). had surgical evacuation of another intracranial space-
occupying hematoma or administration of intravenous

Regarding the contributory factors in the formation mannitol.
of DEDH, it is speculated that rapid surgical or medical

relief of previously elevated intracranial pressure, caused The indications for repeat CT scan in our patients were
by brain edema or another intracranial space-occupyinghe secondary deterioration of the neurological status
hematoma (which acts like a "tamponade"), enhances th@nainly the level of consciousness) in seven patients,
possibility of this complication considerabBly’About  the progressive headache with repeated vomiting in
half of the DEDHs reported in the literature have occurredone patient, and the repeated epileptic fits followed

after Craniotomy done to evacuate another intracraniaby |ethargy in another one. None of our patients was

hematomé:°+"1**Koulouris and Rizzolf reported a  primarily comatose and needed mechanical ventilation.
series of patients who developed DEDH on one side of

the skull within a few hours gfter evacuating an acute | the literature, the indications for repeat CT scan
EDH on the contralateral side. There were fractureWere summarized by Frankhauser étaal follows:

lines overlying the hematoma in these patients. Other 1 5.3 days after the detection of a small EDH

patients reported by Mendelow etdeveloped DEDH  ngerlying a skull fracture on the initial CT scan.
after medical treatment of elevated intracranial pressure 5 Secondary neurological deterioration or absence

(by administrating intravenous mannitol). Mendelow ¢ improvement.
speculated that mannitol lowered the intracranial 3 = persistent elevation of intracranial pressure.

pressure and increased the cerebral perfusion pressure, 4 Secondary elevation of intracranial pressure

and thus increased the cerebral blood flow in these after evacuation of other intracranial bleeding.
patients, which encouraged the formation of DEDH. 5 12.24 hours after trauma in comatose patients,
One comatose patient reported by Frankhauser*et alyhg are put on mechanical ventilation.

developed DEDH after vigorous artificial ventilation.

Frankhauser assumed that vigorous mechanical Roberson et @have concluded that, repeat CT scan

ventilation in comatose patients may favor the formationshould be obtained in the following cases:

of DEDH due to cerebral shrinkage. Other patients, 1.1 day post craniotomy.

reported by several authors, developed DEDH after 2. No clinical improvement by day 3.

rapid treatment of shock-induced hypotensgiofi:2°In 3. At 2-3 weeks.

a limited number of cases, disseminated intravascular 4. At 3 months.

coagulopathy (DIC) seemed to be another mechanism

for DEDH formatior? Also CSF drainage seemed to  Regarding the management of DEDH, surgical

play an important role in the formation of DEBM.  evacuation in selected patients, the sooner-the better, is

Two of the patients in the series reported by Borovichthe treatment of choice, according to certain parameters

et alhad frank CSF otorrhea, which caused continuoussuch as the neurological picture, the volume and

CSF drainage and lowered the ICP, contributing to thelocation of the hematoma, the degree of midline shift,

formation of the previously undetected DEDH. and the signs of active bleeding on the CT s¢amthe

literature, most DEDHs were reported to be managed

We assume that the cause of DEDH in most of oursurgically. Very few patients of epidural hematoma

patients was the slow blood oozing from the diploe (acute or delayed), were managed conservatively,
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depending on the neurological condition of the patientsubsequent appearance of delayed traumatic lesions.
and the space-occupying character of the hematbma. Hospital admission for close observation for signs
of secondary neurological deterioration is strongly
Eight out of the nine patients studied in our seriesrecommended for all patients who have sustained
underwent surgical intervention according to their head injury associated with GCS score under 15, or
clinical and neuroradiological findings. These for patients having risk factors, such as skull fracture
interventions were done immediately after the detection(especially fracture crossing meningeal vessels,
of the DEDH on the repeat CT scans. One patient wagr venous sinuses), shock-induced hypotension or
managed conservatively, as he refused surgery. This isoagulopathy, which promote the developmeint
the patient who developed progressive headache anBEDH. Repeat CT scans should be done immediately
repeated vomiting. Fortunately, he remained clinically after any clinical deteriorationptherwise within 24
stable and could be discharged home on'ttaa8 after  to 36 hours after admission and before discharging

trauma. the patients, especially after surgical or medical
decompression of intracranial hypertension, recovery
Taking the indications for repeat CT scans, from shock or in the presence of skull fractures. Early

mentioned by Frankhauser et @hd Roberson et‘dl  diagnosis and immediate treatment have proved to be
into consideration, any minor head injury will be very essential for improving the prognosis of patients
taken seriously and managed properly. Early diagnosisffected by delayed DEDH.

and timely surgical intervention of DEDHs provided
rewarding results in all managed patiehtéRegarding

the prognosis of DEDH, it seems that the neurological
status, especially the level of consciousness just before
surgical intervention, the association of other lesions,
especially intracranial, early diagnosis, and proper
management are considered to be the most significant
factors influencing the morbidity and mortality of the
affected patients?1419
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ABStRACt

Objective: Cancer is forming an increasing danger
on health and women’s life especially with the absence
of control and treatment strategies. This study aims at
describing treatments of patients with cancer tumor
since treatment starting in public and private sectors.

Methods: This study is a descriptive, qualitative and
prospective one, it was conducted at the department
of tumors in the University Maternity in Damascus
from January 2010 to April 2010 using questionnaires
prepared especially for study purposes. The data

were collected during interviews with 36 women with
malignant tumors, and all reports were reviewed to
study the kind of tumor and its stage in addition to
the sequence of offered treatments starting from first
patient’s contact with the service providers taking into
consideration ethical issues.

Results. The results showed a delay in providing
medical services and medical malpractice in the field
of gynecological cancer. Furthermore, there was no
conforming to international criteria of treatment;
medical servicesareal so fragmented and non-integrated
between public and private sectors.

*AsmaaAbdulsalam, MD, Professam Departmenbf ObstetricandGynecology, Facultpf Medicine, Damascudniversity, E-mail:syria. asma@scs-net.org

*SalahCheikha, Professan Departmenbf ObstetricsandGynecologyfacultyof Medicine, Damascusniversity, Syria.
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Conclusions: The summary shows that there is an its population in the middle of 2009 was 21.9 million
urgent need to restructure medical treatment services people. Its birth rate is 28/1000 and its mortality rate

for female cancer patients, continuous training as well is 3/1000, and the rate of natural increase is 2.5%, total
as rehabilitating enough number of gynecologists on fertility rate is 3.3%, and it is classified as average
country level to raise quality of medical services of income countries, where the average income of
gynecol ogical cancer. individual reaches 4350 $ in 2008 Syria, maternal
mortality is still 46/100.000 live birthand near miss
IntRoDuCtlon is 32.9/1000 live birti.Cancer has become one of the

chronic diseases ranked as the third to be a death reason

The total number of cancer condition in developedwith a rate of 9.3% according to the Syrian Ministry of
countries is expected to increase at the rate of 29%, whilelealth 2005.
it would increase at the rate of 73% in less developed
countries in the period from 2000 to 2020 as a result The risk of getting cancer and dying because of it
of increasing number of elderly people, and following among Syrian women under 75 years is 7.4% and
western life style as well as changing food habits.4.8% in sequence. The age-standardized cancer rate is
80% of breast cancer cases in developing countries ar89.3/100.000, and the age-standardized mortality rate is
discovered at advanced stages. 80% of invasive cervical3.3 per 100.000 females. Breast cancer is ranked first
cancer occurred in developing countfi¢daurthermore,  followed by ovarian cancer in the fourth rank. Corpus
the mortality rate in cancer cases is the highest in poouteri cancer is in the sixth one and cervical cancer is in
countries, and the least in rich countdes. the tenth one among female cancers in Syria.

This discrepancy in prognosis is mainly due to the big  According to the national cancer registry of the Syrian
difference in the treatment and protection services leveMinistry of Health which mainly adopts Alberouni
provided to patients with cancer between developedHospital as an essential source of information, the
countries with high income, which started to establishestimations of cancer cases number is less than reality
medical services more than 80 years ago, and lesBy 30% for many reasons. These reasons are clarified
developed countries with average and low income whichin weakness of the notifying system especially from
paid attention to the care of cancer patients recéntly.private sector, and the weakness of death record. Breast
Thus, an urgent need to improve services, put efficient cancer takes the first rank with a rate of 30.2%, and
strategies, stress integrated services, and continuousancers of female reproductive system form 12.9% of
training and building capacities of the staff. In addition total number of cancers which affect women, who have
to approve protocols confirmed by medical evidence been treated at Alberouni Hospital.
which deal seriously with protection and treatment of
cancers:* Mainly in the public sector as private sector,  Alberouni Hospital is considered the main center for
the charitable projects are not reliable enough to providdreating cancer in Syria with capacity of 525 beds. It is
expensive services to poor patients in complete equityocated in Damascus and receives 70% of patients with
and efficiency.® tumor in Syria. It includes 9 unites specialized in tumors

in addition to 6 divisions, 21 specialists in medical

In the east of mediterranean region, problems relate@ncology, 29 surgeons, and 13 physicians of various
to reproductive health still form the greatest burden onspecializations are working at the hospital.
health and females life at the age of reproductive activity.

However, the burden of non-contagious chronic diseases University Maternity Hospital in Damascus receives

is developing, including female cancers especially at theand treats gynecological cancer patients at tumor

end of the reproductive activity and afterwatds. department. As for gynecological departments of other
governmental hospital of the Ministry of Health and

Syria is one of the eastern mediterranean countriespther universities, do not provide specialized services
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for gynecological oncology. However, women are sent MEtHoDS

either to the University Maternity Hospital or Alberouni

Hospital in Damascus for surgical interventions and The study is qualitative and descriptive, where in-
chemotherapy. Whereas radiotherapy is mainly provideddepth interviews with the patients were conducted by
at Almouassat University Hospital. All screening and the researcher, after taking informed consent of the
medical services for cancer patients are fully coveredpatients and data were kept confidential. Questionnaires

by the state, and they are offered for free or at the lowestere designed to fulfill the purposes of the study and
prices in the governmental hospitals. were filled while reviewing all documents and medical

reports that the patients have, including the files and
Private sector represented by clinics and some smalhistopathological reports inside the hospital, in addition
centers offers chemotherapy, surgical interventions ando studying details and time sequence of medical
to less extent radiotherapy services for high and fullservices and procedures received by each patient from
expenses. the beginning of symptoms, and seeking medical service
and first contact with care providers until her arrival to
Postgraduate students in the field of gynecology  the Maternity University Hospital in Damascus.
and obstetrics in university hospitals can participate in . . .
managing tumor cases arrived to those hospitals, while The swdy was applied n both _gynecologlcal
residents in the Ministry of Health hospitals have not theoncology dgpartment'an.d outpatients clinic of cancer at
same chance, which negatively reflects on the capability the University Maternity in Damascus.
of managing female cancer when they are graduated. patients were recruited in the period from January

A new specialization of gynecological oncology was 5410 to April 2010 immediately upon arriving to the
created in the Ministry of Higher Education two years ,,qpita|. Patients who were unable to speak in Arabic

ago. Seven students were admitted at the departmeffa e not excluded. Thus, they got help of doctors who
of obstetrics in Damascus University, but until now could speak Kurdish to fill the questionnaires after
there is no clear curriculum for these students. They ar?raining them on it. Inclusion criteria was only those
trained among postgraduate students of obstetrics angy J were confirmed by pathological reports to have
gynecology. There are very few guidelines which haveany gynecological malignancy, including cervical

been recently adopted in maternity University Hospital o4 cer yterine body cancer including choriocarcinoma,

for management of gynecological cancer, a feature,arian cancer, and vulval cancer, whatever the stage

which applies not only to cancer but also for managing,as whether it was a primary or recurrent cancer, and
of obstetrical cases. whatever the treatment that has been provided before,
whether it was surgical, radiological or chemical,

There are rapid efforts in Syria starting from creating whatever the stage and grade of the tumor in addition to

the national registry for tumors by the Ministry of the chronological order of treatments and its kind were

Health in 2000 and the higher council of tumors in thegsydied starting from the patient’s first contact with

Ministry of Higher Education in 2009. Its entire effort puplic and private health sectors until discharge from

concentrates on observation and protection, but there iyaternity university hospital.

a great challenge to improve the quality and integration

of the services and to cover financial cost. Therefore, the The study has been approved by specialized and

purpose of this study is to highlight the clinical practices concerned councils in the department, the faculty of

offered to gynecological cancer patients once the casgjedicine and Damascus University; informed consent
identified either in public or private sectors including was also taken from patients.

surgical, chemical or radiological management, trying

to find out the strong and weak points in services which RESULtS
may contribute in planning health policies based on
studied reality. Interviews with 36 patients with female cancers
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were classified as the following: 9 patients with uterus DISCuSSlon
cancer, 12 patients with cervical cancer, and 15 patients
with ovary cancer. Twenty patients out of 36 (55%) did The results show delay in providing proper medical
not know that they had cancer, and the diagnosis waservice, failure to follow the international guidelines in
concealed by relatives, all cervical cancer conditions didmanagement of gynecological cancer which might be
not submit to regular cervical smear. Medical servicesattributed to defects in training and lack of continuous
were fragmented with absence of reference systemmedical education on basis and principles of tumor
None of the patients had a follow up book or a nationaldiagnosis and therapy, the study also shows non
number for her condition, and they were not advised onntegrated, fragmented medical services between public
how the treatment plan and the follow up would be untiland private sectors which are centralized in Damascus
a recurrence happened and then the patient would bghe capital.
perplexed among hospitals.
One of the features of cancer in underdeveloped

Pathological reports were short and brief and merelycountries is diagnosis of cancer and starting care in late
mentioned the affected organ, type of tissue of the tumorstages contrary to developed countries, subsequently
It also lacks required and necessary critical details exceppatients in developing countries have a greater death
for the ones issued by the histopathological laboratoryrate than developed countries not only this but also
in University Maternity Hospital. However, it is not patients in underdeveloped countries are more suffering
given within the final report regularly unless requested due to unavailability of rehabilitation, as well as proper
by attending physician. Tables 1, 2, 3, 4, 5 and 6. patient care and pain therapy.

Tumor stage Ovarian cacer Cancer of @rvix Uterine ancer Total
Stage | 2/15 (13.3%) 3/12 (25% 1/9 (11.1%) 6
Stage Il - 4/12 (33.3%) - 4
Stage Il 1/15 (6.6%) - - 1
Stage IV 7115 (46.6%) 2/12 (16.6%) 2/9 (22.2%) 11
Unknown 4/15 (26.6%) 3/12 (25%) 5/9 (55.5%) 12
Recurrence 1/15 (6.5%) 1/9 (11.1%) 2
Total 15 12 9 36

Table 1. Distribution of the cases according to the stage.

Medical Appropriate to Not appropriate to Did not receive
Cancenbine intervention cancer stage cancer stage the treatment Total
Cancer cervix ourgical 6 (50%) 2 (16.6%) 4 (33.3%) 12
(12 cases) Radiotherapy 4 (33.3%) 1 (8.3%) 7 (58.3%) 12
Surgical
| intenvanion 5 (55.5%) 4 (44.4%) - 9
Uterine cancer Radiotherapy 1(11.1%) 1 (11.1%) 7 (77.8%) 9
(9 cases) Chemotherapy 1 (11.1%) 2 (22.2%) 6 (66.6%) 9
Hormonal therapy - - 9 (100%) 9
. Surgical 0 0 -
Ovarian cancer intervention 7 (46.7%) 8 (53.3%) 15
(15 cases) Chemotherapy 9 (60%) 5 (33.3%) 1 15

Table 2. Appropriateness of first medical intervention to each cancer stage.
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Type of cancer

Delay in seeking
medical care

Delay in referral to
higher center

Lack of
experience

Wrong or absent
histopathology

Cancer cervix (12 cases)

2/12 (16.6%)

3/12 (25%)

5/12 (41.6%)

2/12 (16.6%)

Uterine cancer (9 cases)

3/9 (33.3%)

3/9 (33.3%)

5/9 ( 55.5%)

Ovarian cancer (15 cases

7/15 (46.6%)

8/15 (53.3%)

Table 3. Defects in medical services.

The tumor stage
of studied cases

The applied treatments aihronological order since

when applying the first patient’s complaint Histopathology
the study
A uterine curettage procedure for three times (University Maternity Hospital
First case in Damascus) Adenocarcinoma of the uterus
Stage | Hysterectomy and bilateral salpingo-oophrectomy (BSO) (University

Maternity Hospital in Damascus)

Second case

Medical treatment for a year because of abnormal vaginal bleeding (priv;
clinic)*

Myomectomy in 1999 (private hospital)*

Appendectomy in the military hospital in 2000

Myomectomy in 2002 (University Maternity Hospital in Damascus)

A uterine curettage followed by hysterectomy in National Hospital

ate

No pathological reports

No pathological reports

recurrence i
2006* No pathological reports
First diagnosis in 2010 after thorough evaluation the general condition in The case was not clear
Albairouni, University Maternity Hospital, Alassad University Hospital in if adenocarcinoma or
Damascus, Harasta and 601 Military hospitals leiomyosarcoma
The case was inoperable, a biopsy was taken through laparoscopy.
Two procedures of uterine curettage (private hospital)* Sample was't sent to
) Hysterectomy (private hospital)* pathology
third case: Wrong chemothera ivate clinic)* i i
unknown g py (private clinic) Choriocarcinoma

Reevaluating and applying a high risk chemotherapy course (University
Maternity Hospital in Damascus)

Fourth case

Vulval biopsy in Albairouni
Was diagnosed in Maternity University to be gestational trophoblastic dis

eaS@uamousell carcinoma of

Stage IV due to high BHCG. thevulva
Chemotherapy with a high risk course (University Maternity Hospital in
Damascus)
Treatment of hypertension for vaginal bleeding after menopause for two years
(private clinic)*
Fifth case Two cervix uteri biopsies (private hospital)* Histopathological reports did
Stage IV Full evaluation in Aleppo University Hospital in addition to a uterine curettage Not show malignancy
procedure after which she was transferred to Damascus . .
Hysterectomy and bilateral salpingo-oophrectomy (BSO) (University Endometrial adenocarcinoma
. o of the uterus
Maternity Hospital in Damascus)
A uterine curettage (private hospital) Endometrial adenocarcinoma
Sixth case 23 sessions of radiotherapy in Al-Mouasah Hospital of the uterus
unknown Hysterectomy and bilateral salpingo-oophrectomy (BSO) at University Well differentiated

Maternity Hospital in Damascus

adenocarcinoma of the cervix

Seventh case:
unknown

Excision of one ovary (private hospital)

Three contradicting consultations before the patient’s choice to go to the
University Maternity Hospital

Hysterectomy and bilateral salpingo-oophrectomy (BSO) in addition to
peritoneal wash and omental biopsy (University Maternity Hospital in
Damascus)

Endometrial carcinoma of the
ovary

Endometrial carcinoma of the
uterus
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Medical treatment for two months*

Endometrial carcinoma

X

Eighth case After one year: A uterine curettage (private hospital)* Poorly differentiated
unknown Hysterectomy and bilateral salpingo-oophrectomy (BSO) in addition to | adenocarcinoma of the cervi
peritoneal wash in University Maternity Hospital in addition to in situ glandular
Chemotherapy in University Maternity Hospital adenocarcinoma of the
Radiological treatment (charity outside Syria) + endometrium
A uterine curettage (private hospital)* Poorly differentiated
ninth case Transferred to Albairouni Hospital adenocarcinoma of the uterys

Transferred to University Maternity Hospital hysterectomy wiSCB

No pathologicafeport

* stands for provinces other than Damascus including Homs, Aleppo, Idlib, Kameshly, and Tartus. + stands for outside the country.

Table 4. Clarifies the offered treatments for patients with corpus uteri cancer.

The tumor stage

The applied treatments in chronological order since

. . . Histopathology
of studied cases the first patient’s complaint
Eirst case A routine smear (private clinic) CIN-I +HPV

CIN -1l Hysterectomy and bilateral salpingo-oophrectomy (BSO)

Second case Cervical biopsy (private clinic) Squamous cell carcinoma of the
stage 1B Transferred to Maternity Hospital for Wertheim cervix
) _ Cervical biopsy (private hospital)* Poorly differentiated Squamous

th'srt%é’gslg- Transferred to Albairouni Hospital cell carcinoma of the cervix

Transferred to University Maternity Hospital for Wertheim

Fourth case

cervical biopsy (private hospital)

Invasive squamous cell carcinoma

stage 1A Transferred to University Maternity Hospital for Wertheim of the cervix
Cervical biopsy (private hospital) Squamous cell carcinoma of the
Fifth case: Transferred to University Maternity Hospital for evaluation cervix
stage 1B Transferred to Albairouni Hospital to apply radiotherapy
Sixth case Cervical biopsy (private hospital) Squamous cell carcinoma of the
stage 1B Transferred to University Maternity Hospital for Wertheim cervix

Seventh case:

Cervical biopsy and a uterine curettage procedure (private hospital)

Squamous cell carcinoma

stage Il Transferred to University Maternity Hospital for Wertheim
Smear and cervical biopsy (private sector)* and cervical cauterization Normal histopathology
3 months later she visited the National Hospital* with renal failure where
; nephrostomy was made . .
Egtggqecla\l/?;\e Transferred to Univ_ersity_ Maternity Hospi_tal for a biopsy Sqm%gg&gtggl%gfgi%gtr'ﬁ;egf the
Transferred to Albairouni Hospital for radiotherapy cervix
Chemotherapy at University Maternity Hospital + pain therapy
Vaginal bleeding with no treatment for 8 months (private clinic)+
Infection treatment for 2 months in a private clinic+
ninth case: Biopsy of cervix uteri (private clinic)+ .
stage IV Transferred to Maternity Hospital for evaluation and improvement of|  Sduamous %eelrlvtfgrcmoma of the
general condition
Transferred to Albairouni Hospital for uretrostomy and radiotherapy
Cervical smear 2006 showed atypical cells + cervical cauterization Atypical cells
(private clinic)
Hysterectomy (not clear if total or subtotal) and BSO 2007 (private .
t enth case: hospital)* Squamous c(::eélrlvcigrcmoma of the
unknown Unknown chemotherapy in a public hospital*

Left nephrectomy 2009 in Albairouni Hospital
Transferred to the Maternity Hospital for a improving the general
condition
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Eleventh case

Hysterectomy and bilateral salpingo-oophrectomy (BSO) 2007 (privateSquamous cell carcinoma of the

hospital) by a general surgeon*

Incomplete radiotherapy (ten sessions) Albairouni Hospital + one course

cervix

unknown of unknown chemotherapy
»  Palliative surgical treatment for colovaginal fistulae and double J
catheters in both ureters in Al Mouasah Hospital in Damascus
«  The physician in the primary health center was suspicious about the| Normal specimen with no signs @
cervix and referred the patient to a public hospital* malignancy
« Ina public hospital treatment for infection was given without doing Rap
smear. S Il carci f th
twelfth case | . After 10 months she was transferred to a public hospital for a biopsy  ~ o ore Cop Farcinoma orne
n?gtléns?;\g:a; i which was reported to be normal*
clitoris +  Transferred to Damascus to repeat the biopsy again that showed cervical Squamous cell carcinoma

cancer

Transferred to Albairouni Hospital for radiotherapy

After a few months a clitoral metastasis was biopsied

The patient was returned to Albairouni Hospital for radiotherapy

* stands for provinces other than Damascus including Der alzour, Aleppo, Idlib, and Daraa. + stands for outside the country.

Table 5. Clarifies the offered treatments for patients with cervical carcinoma.

The tumor stage o
studied cases

f

The applied treatments in chronological order since the first patient’s complaint

Histopathology

First case
stage |

Diagnosis of an ovarian cyst during thel2th week of pregnancy
Three consultants (private clinic)

Transferred to University Maternity Hospital in the 20th week to have a huge ova
mass resection which is 20cm diameter

Observation till the 37th week ending with cesarean and staging of the tumor
Hysterectomy and bilateral salpingo-oophrectomy (BSO) after 40 days of delive
Chemotherapy 6 courses
A follow up every 3 months

Borderline mucinous

. adenocarcinoma of

1an the |eft ovary
Focal adeno-

carcinoma of the

2ry  right ovary

The sample is free of

malignant cells

Second case

Transferred to Maternity Hospital by a private clinic

Mucinous cyst
adenocarcinoma of

stage | B »  Hysterectomy and bilateral salpingo-oophrectomy (BSO)+ peritoneal wash the right ovary
« Diagnosis of an ovarian mass during the 8th week of pregnancy, observed in a private
. clinic until preterm labor at 28 weeks gestation* Moderately
third case : +  Transferred after delivery by 3 days to the University Maternity Hospital for a left differentiated
stage IV ovarian mass resection thatweighs 8 kg, the other ovary and uterus were conserved adenocarcinoma of

Chemotherapy
Transferred to Albairouni Hospital because of bad general condition

the ovary

Fourth case
stage IV

Gynecologist in public hospital* sent her home without surgical resection of ovar
mass in patient 72 years old

She paid visit to another gynecologist who referred her to the University Materni
Hospital for evaluation and investigations

Transferred to Albairouni Hospital with huge ascitis where nothing was done
Returned back to Maternity Hospital laparotomy and adiagnostic hiopsywere done
One ovarian chemotherapy course

Transferred home due to bad general condition

ian

ty

Adenocarcinoma of
the ovary

Fifth case
unknown stage

Hormone therapy for a lady 55 years old for 2 years because of ovarian cysts (p
clinic)*

Resection of both ovaries without the uterus (private hospital)

Transferred to Albairouni Hospital (6 courses of chemotherapy)

Transferred to Maternity Hospital for investigation, evaluation and diagnostic

rivate

Low grade mucinous
cystadenocarcinoma
of both ovaries

laparotomy, and a palliative surgical procedure
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Sixth case:
recurrence with
abdominal wall

metastases

Lower abdominal mass, ovarian mass excision at the Maternity Hospital

Seven courses of chemotherapy at Albairouni Hospital

Returned to Maternity Hospital for palliative surgery due to recurrence in the oth
ovary

No available
pathological report
er The file states that
the case is ovarian

cancer
In 2001 ovarian mass resection (private hospital)* Granulosa cell
2003, hysterectomy and bilateral salpingo-oophrectomy (BSO) (private hospital)* tumour
Seventh case She wasn't followed up until 2010 No Tallgnancy
recurrence 2010, resection of ovarian infiltrating the bladder at the University ound
Maternity Hospital Granulosa cell
tumour
Left ovarian mass resection and a dissection of right ovarian cyst (private hospital)
Eighth case I Chemotherapy at the University Maternity Hospital (Cisplatin, Indoxan, Tamoxifin Griﬂl#]%i? cell
and depo-provera)
Transferred from one of the provinces* to Alimouasah Hospital and then to the
) . University Maternity Hospital )
ninth case: A radical surgery with the resection of sigmoid colon and paraaortic lymphadnectom ergus papillary |
stage IV (University Maternity Hospital) Cystadenocarcinomy
Chemotherapy at the University Maternity Hospital
Medical treatment for peri menopausal recurrent bleeding
Relatives were disappointed with failed treatment, they took the patient to a priv iteMod_erate to poorly
tenth case hospital*for evaluation then she was transferred to Damascus differentiated
stage IV Aradical surgery with reduction of mass at the University Maternity Hospital adetr1hocar0|r!oma of
Followed by chemotherapy at the University Maternity Hospital € ovaries
Eleventh cas: Laparoscopy and sampling of ascetic fluid at Almouasah Poorly differentiated
stage IV ) Diagnostic laparotomy and a biopsy at the University Maternity Hospital ovarian
g Chemotherapy at the University Maternity Hospital adenocarcinoma
Ovarian cystectomy without sending the sample to a pathologists
Afte.r appearance of ascitis, sample of ascetic fluid was sampled which showed Moderately
t welfth case malignant cells differentiated

unknown stage

Chemotherapy at a private center before surgical staging
Transferred to Maternity Hospital where hysterectomy and bilateral salpingo-
oophrectomy were performed

adenocarcinoma of
the ovary

thirteenth case:
unknown stage

According to the gynecologist, the gynecological examination was normal in spit
abdominal pain

After two months ascitis appeared, laparoscopy was made by a general surgeon
ascetic fluid showed malignancy

Transferred to Albairouni Hospital where 6 courses of chemotherapy were given
Transferred to the University Maternity Hospital for surgery

e of

anapillary serous
cystadenocarcinome

Fourteenth case
unknown stage

Accidental discovery of ascitis in private clinic

Sampling of the ascetic fluid and omental biopsy at Alassad University Hospital
Laparoscopy at Alassad University Hospital showed ovarian mass

14 chemotherapy courses at Albairouni Hospital without staging

Hysterectomy and bilateral salpingo-oophrectomy (BSO) and peritoneal wash at

Maternity University Hospital

Mucinous
adenocarcinoma of
the ovary

Fifteenth case

Ultrasound in a private hospital*

Transferred to a private hospital in Damascus for paracentesis

Transferred to Albairouni Hospital for evaluation

Transferred to the University Maternity Hospital where hysterectomy with BSO,
omentectomy, peritoneal wash and lymph nodes sampling were performed

Malignant adeno-
carcinoma cells
Poorly
differentiated serous
adenocarcinoma of
the left ovary

Table 6. Clarifies the offered treatments for patients with ovarian cancer.
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Delay in providing the proper services in this study in proper detailed evaluation of the patients: the case
may be due nature of the tumor itself which manifestsprogress, previous treatments, previous pathological
itself late, or unavailability of early reliable screening reports, integration of all the findings and the estimation
tests as in ovarian cancer. Or the screening procedures risk factors were not considered seriously in some
like PAP smear is not widely requested by the womencases subsequently patients lose the best opportunity of
at the same time not routinely offered by doctors andsurvival and quality of life.
even if it is done the technique of taking the smear and
reading it are questionable. One of the basic principles in surgery is to send

the tissue removed in surgical interventions to

One of the main principles when dealing with pathology, however in the third case, curettage was
malignant tumor conditions is surgical staging of tumor made twice without sending tissues to pathological
spread in the body that allows giving the appropriateexamination. Then, a hysterectomy was made in which
treatment, the precise estimation of risk, and predictionchoriocarcinoma was first diagnosed after which
of prognosis, in addition to mutual understanding the patient was submitted for chemotherapy without
between doctors during the follow up where the following principles of chemotherapy until her general
treatment will be set in the exact sequence and in theondition deteriorated and developed chest metastasis
right manner. In case of making researches, acomparisoonly at that time she was referred to university
between researches’ results can be made on the badi®spital.
of patients’ similarities from stage siéfeln the study,
there was no clear reference to stage status on clinical Any postmenopausal bleeding should be considered
or pathological level after surgery, especially with seriously to exclude malignancy, however in the fifth
cases started to be treated out of University Hospitalcase, no action was taken from care provider side until
and even if it was mentioned, it would be inaccurate.after two years of having postmenopausal bleeding when
Therefore, the treatment plan whether accomplished byhe presented herself with bilateral lower limb edema,
surgery, radiology, or chemical intervention was very para-aortic lymph nodes enlargement and metastasis
far from recommended scientific principles!? and other  (i.e. stage IV). That was the first time for her to receive
international bodies. treatment for cancer.

In order to have proper surgical staging the surgeon Decision of radiotherapy in uterine cancer usually
should be qualified in gynecological oncology surgery follows surgical staging, however in the sixth case, 23
principles, in fact the all surgeries done were conductedadiological sessions for endometrial carcinoma were
by general gynecologists subsequently the surgicabpplied before conducting any surgical stagig,then
interventions were not the optimum in many casesthe patient was transferred to surgical therapy which was
especially in private hospitals where there is a commorrisky, complicated, difficult and non beneficial followed
belief that private sector could be the best, but in fact itby severely infected opened wound with intestine
is not> Moreover, incomplete surgical operations will coming out of it. Such kind of treatments is not based
carry harmful effect for women’ life. The improper on scientific evidence.!?
interventions affects both the survival and the quality
of life.® One of the prognostic factors in cancer is the proper

first surgical intervention,'? which will be done on the

The following is detailed discussion of medical high preoperative suspension of having malignancy.
practices in different gynecological cancer cases in thdn the seventh case there was hurry in intervention
study. Physicians’ practices and performance of uteringemoving one ovary which had malignancy, proposed
cancer, Table 4. treatment plans conflicted by three medical bodies

about procedures after surgery, which made the patient

Studying uterine cancer cases shows deficiency confused until she visited the university hospital. In
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fact it was proved later on that malignant tissues in theeconomical level of the patient but to the training and
ovary was metastasis from uterus not primary ovarianqualifications of the medical staff.**1°
Physicians’ practices and performances on cervical
cancer cases seen in Table 5. Surgical intervention in cervix cancer is restricted
to stage | and Il, in the eleventh condition surgical
Although delay in receiving medical care is always intervention was made on an advanced stage of
attributed to social factof8,but also it is attributed to cancer cervix. It was an attempt to have hysterectomy
physicians’ training as happened in the first seven cases, and bilateral salpingo-oophrectomy (BSO), which
which were early diagnosed and referred to a placecontradicts with the basic handling of advanced stages of
where appropriate interventions were done by trainedcervical cance¥ then she was transferred to Alberouni
well experienced surgeon. Hospital to receive a radiological treatment. Physicians’
practices and performances on ovarian cancer cases
Delay in diagnosis of cancer cervix till stage IV in seen in Table 6.
spite of having several PAP smear, cervical biopsy and
repeated medical intervention within the seven months Both first and third case were ovarian cancer with
prior to final diagnosis as in eighth case; raise the pregnancy, in the first case the intervention was made
guestions about the clinical skills of the gynecologist, early and radical to establish the diagnosis, staging and
the technique of PAP and biopsy taking, reading andoroper treatment to save the life of the patiént.
interpretation of the specimens by a pathologist.
In the third case, the obstetrician was hesitant to
Case ten represents both delay in providing propetintervene on suspicious ovarian mass fearing of insulting
care and delay in seeking medical care, it is known thaB weeks pregnancy, waiting till preterm labor in th& 28
if atypical cells appear in cervical smear further in depthweek of dead fetus, at that time the patient was stage
investigations should be done to settle the diagnosis anty/, the surgeon excised a mass of 8 Kg reserving the
stage of cancer, however the only treatment providediterus and other ovary instead of doing radical or at
was cauterization after which vaginal bleeding persistedeast debulking. The difference in the service in both
until the patient general condition was badly deterioratedcases reverts to doctor training and the importance of
and the tumor developed to advanced stages. Again onlgeferral to specialized physicians.
subtotal hysterectomy was provided and the stage was
not determined yet finally she was referred to Alberouni The principle treatment of ovarian cancer is radical
Hospital in Damascus for radiotherapyut she could  surgery aiming at staging and decreasing the bulk of
not follow the treatment because she was poor, andhe tumor as possible to be followed with appropriate
because of lack of social support. Thus, she returned tchemotherapy, also one of the most important prognostic
her province where she received unknown chemotherapyfactors in ovarian cancer is nature of first surgical
two years later, she was admitted to Alberouni Hospitalintervention which should be done by oncology surgeon
again with end stage where nephrectomy was madaiming at minimal diameter of the remaining tumor mass
and ureterostomy where vaginal wall was completelyafter surgery as possibfethe following three cases
infiltrated with the tumor. show improper incomplete surgical interventions.

Post coital bleeding is one of the most important In the fifth case, the first intervention was not
indication for PAP smear. Case twelve visited justified to do bilateral salpingo-oophrectomy without
governmental hospital but the physician there assurediysterectomy. Furthermore, after confirming the
the patient and returned her back home without anydiagnosis of having invasive cancer she was referred to
investigations, one year later the patient was diagnosedhemotherapy instead of radical surgery after which she
as stage Il cancer cervix, in this case the delay inwas left for a year without follow up. Until she came
providing service is not attributed to the social andback with recurrent end stage.
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Again the seventh case, the intervention was made bpf cancer cases so the histopathological reports could
removal of the ovary only in a private hospital. In spite of be interpreted in the right way. In cancer of the body of
the result being malignant, she was not referred to radicahe uterus, (case 7, Table 4), the diagnosis was made as
surgery, after a year and a half where hysterectomy wittprimary ovarian cancer, which in fact was a metastasis
bilateral salpingectomy was performed again the patienfrom endometrial carcinoma. The fourth case (Table 4),
was left without follow up, staging, estimation of the whichis gestational trophoblastic disease, the metastases
prognostic factors, or chemotherapy, until she cameof choriocarcinoma to the vulva were diagnosed as
back with solid mass penetrating bladder. invasive epithelial carcinoma of vulva.

Eighth case was about making incomplete surgical Lack of communication between pathologist and
operation for ovarian cancer, third stage, in a privatephysician led to the contradiction between pathological
hospital where left ovary was only removed with reports of the same patient concerning the type of tumor
dissection of right ovarian cyst, uterus was left. Then,and its primary origin as in cases 6 and 8 (Table 4), the

she was referred to an inappropriate chemotherapy fofirst report was endometrial carcinoma and the second
dysgerminoma. was cervical cancer for the same patient.

In the twelfth condition, ovarian mass was excised The qualification of the pathologists should also be
without sending it to histopathological examination and monitored especially in private sectors to avoid missing

the patient did not receive any treatment until ascitisdiagnosis as in case 8 (Table 5) where the results of PAP
occurred. smear were normal while the case was an advanced

stage of cervical cancer, or as happened in the eighth

The above cases demonstrates a rush by generahse of ovarian cancer (Table 6), where the pathologist
gynecologists especially in the private sector for surgicalmade the report as first stage while the details go with
intervention and chemotherapy before proper enouglthird stage.
investigations, staging, the interventions were made by
individuals not as integrated oncology staff, at the same There is an urgent need to work on the curriculum
time there was no treatment plan based on prognostief postgraduate students as well as the continuous
and risk factors which affect at least quality of life of the education of the gynecologists concerning management
patients and losing the best chance of saving patientsf female cancers. It is also important to raise their

livest? awareness about the importance of referral of patients
to the specialized centel’sThere is need to qualify
Histopathological reports and their interpretation: enough number of gynecological oncologists, the care

Histopathology is one of the most important prognosticprovided to cancer cases should be patient centered in
factors in women cancer at the same time forms theaccredited centers not as crumbled between public and
cornerstone for any medical treatment plan.Incompleteprivate sectors.
pathological reports will have adverse effect on the life
span of the patients. We think that there is neither a selection nor recall
bias, because we recruited all patients who visited the
In the study some of the pathological reports lackhospital during study period. The information was taken
necessary details, like the mitotic figures in case from multiple different sources. The sample expressed
of fibroid uterus which led to miss the diagnosis of the practices in many Syrian provinces and cover
leiomyosarcoma until it is presented clinically by both public and private hospitals, however we cannot
para-aortic lymph nodes metastasis, (Table 4, case 2). generalize the results on high socioeconomic and highly
educated class who do not usually go to public hospitals
Integration and coordination between attendingwith the ability of getting advanced treatments and
physician and pathologists is essential in managemenintegrated care outside of the country. Also the study
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ConCLuSIlonS & RECoMMENDA tlonS

sample is relatively small in number and the period of 5.
the study is short but at the same time highlighted some
problems in care of gynecological cancer still there is6.
need for more extensive studies.

7.

8.

There is an urgent need to establish and restrict

treatment of female cancers to specialized public

centers that are evenly distributed all over Syria which9
guarantee work integrity, service quality, and reduction

of cancer patients’suffering and improve their prognosis.
These centers should notify the cases and work closel
with national registry of tumor in Syria. There is also

a necessity in building capacity of the gynecologistsu
as regard to female cancers. There should be enough’

number of highly qualified staff in female tumor surgery

in which they work according to updated protocols thatlz

are based on reliable evidence.
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ABStRACt

Objective: Autismis a brain developmental disorder
characterized by impaired social interaction and
communication, and restricted and repetitive behavior.
Theaimof present study wasto screen for autismamong
toddlers attending primary health care centers using
Modified Checklist for Autism in Toddlers, (1999 Diana
Robins, Deborah Fein, and Marianne Barton M-CHAT
Questionnaire) and telephone interview.

Methods: One thousand three hundreds seventy

toddlers attending primary health care centersin Babil
province/lraq were screened for autism using Modified
Checklist for Autism in Toddlers, 110 of them failed and
reviewed within 1-3 months using follow up telephone
interview, 74 of them were failed again, who considered
at high risk for autistic spectrumdisorders. Thetoddlers
who don't need follow up (group 1) include those who
passed initial Modified Checklist for Autism in Toddlers
(1260) and those who passed follow up interview (36).
Toddlers who need follow up (group 2) include those
failed at the 2 times (74). All the data studied were

*Jasim M. Al-Marzoki, CABP, DCH, MD; Department of Pediatrics, Babylon Medical College, Babylon University, Hilla, Irag, Babylon Gynecology and

Children Teaching Hospital. E-mail: jalmarzoki@yahoo.com
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scored and analyzed by statistical package for the social
sciences SPSS (version 15), descriptive t-tests and Chi-
square (X2) test.

Results: Of the 1370 toddlers, who were screened by
Modified Checklist for Autism in Toddlers and follow up
telephone interview, only 74 (5.4%) toddlers had risk
for autism and positive predictive value was 67.2%.
All variables studied in our research show significant
difference between group 1 and 2 except mother
education and residence. For group 2, all variables
shows significant values except mother education.

Conclusions: Autism is not rare (5.4%). Males
affected more commonly than females. Risk of autism
increased with increased maternal age. Family History
of autism, parent separation and preterm delivery play
aroleinautism.

IntRoDuCtlon

Autism is a brain developmental disorde
characterized by impaired social interaction and
communicatio, and by restricted and repetitive
behavio* All these signs begin before a child is
threeyearsold.t'° Patientswith autism often are not
able to understandnonverbal communication (eye
contac) anddo notinteractwith peopleassignificantly
different from objects Communication difficulties
can arise from lack of spokenor nonverballanguage
or may presentas stereotypedndrepetitivelanguage
Their repetitivelanguagecanbe mistakenas a sign of
obsessiveompulsivedisorderor with psychosis! The
prevalenceateof all pervasivalevelopmentalisorders
appearso be58.7per10,000children This prevalence
rateincludesautism(22/10,000.9123An increasen the
availability of diagnosticservices treatmentfacilities,
and professionaldrainedin childhood developmerdl
disordershasgreatlyincreasedhecapacityof thehealth
caresystemto identify andtreatchildrenwith autistic
spectrumdisordersat youngerages:24®#4>Males are
affectedfour to five timesmorefrequentlythanfemales
Whenfemalesare affected they usuallyexhibit severe
mental retardatiort* The causeof childhood autism
is unknown but the social languageand behavioral
problemsn autismsuggestbnormalitiesn notonebut
severalneuralsystems Thus it hasbecomemoreand
moreapparenthatthe etiologyis multifactorial with a

40

variety of geneticand to alesserextent environmental
factors playing a role® Autism screeningis done
by using Modified Checklistfor Autism in Toddlers
(M-CHAT), which has shown good sensitivity and
specificity (87%and99%, respectively)sosuggestits

utility asascreeningool in children?®

The aim of this study was tecreenfor autism
amongchildrenin generapopulationattendingprimary
carecentersusing (1999 DianaRobins DeborahFein
and Marianne Barton M-CHAT Questionnairg and
telephonenterview

MEtHoDS

Onethousandhreehundredseventychild (785males
and585 female$, during 18 and 24-monthwell-child
checkupswith primary care providerswere enrolled
randomlyin a descriptive observationaktudy during
the periodfrom 1stof January2009to 25th of October
2010 All of themwereliving in Babil province (100
kilometerssouthto Baghdadl, Irag. A full history was
takenfrom their closefamily membersy using (1999
Diana Robins Deborah Fein and Marianne Barton
M-CHAT Questionnairg The studiedvariableswere
ageandgenderof the child, numberof siblingsin the
family, prematurityresidencdurbanandrural), mother
age and education and family history of autism or
other psychiatricdisorders Parents participationwas
voluntary They weretold that they had no obligation
to participate and that their participation could be
withdrawn at any time during the study This is the
first article to screenan exclusivelylevel 1 (general
populatior) sampleof childrenusingM-CHAT in Iraq.
Parentsof children whoseM-CHAT scoresindicated
risk for autistic spectrumdisorders(ASD) were called
for the structuredfollow-up telephoneinterview The
interview donefor 110 childrenwho wasfailed initial
M-CHAT screenandis tailoredto include only those
itemsfor which the child demonstratedisk for ASD.
If the child continuedto demonstrateisk following
the interview using the samescoring criteria in the
M-CHAT, the family is offered a free developmental
and diagnosticevaluation In the currentstudy, those
who not needfollow up (groupl) includechildrenwho
passednitial M-CHAT (1260 children andthosewho
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passedollow upinterview(36). Thosewhoneedfollow
up (group?2) includechildrenfailed at the 2 times (74
children)

Statistical analysis M-CHAT and all other data
were scoredand analyzedby descriptivet-tests and
determine Chi-square (X?) test to investigate the
performanceof the M-CHAT in identifying children
atrisk for ASD andmeasurdhe relativeimportanceof
variousvariables The dataprocessingvas doneusing
the statistical packagefor the social sciencesSPSS
(version1b). Statistical analyseswere performedto
estimatethearithmeticmean range standardleviation
and p-value A significant statistical difference of
variablesvasconsideredvhenp-value<0.05 andvalues
lessthan0.01wereconsideredo be highly significant.

RESuULtS

The total numberof children enrolledin the study
was1370duringperiodfrom 1stof January2009to 25th
of October201Q Their agewasrangingbetweenl8-24
months mea:SD (20.78:2.49 months Their mothers
age was ranging between 15-45years meaSD
(29.20+6.3% years From the total 1370toddlerswho
enrolled in this study 1100f themhadshowedcriteria
of autismby M-CHAT, so they were reviewedagain
by follow up telephoneinterview within 1-3 months
andonly 74 (5.4% childrenhad not passedt, so the
positivepredictedvaluewas67.2%

Table 1 shows the distribution of total toddlers
according to the studied variables, 785 toddlers
(57.33% were malesand 585 (42.67% were females
with M:F 1.34:1 Toddlersliving in anurbanareawere
1062 (77.7%and308(22.2%) wereliving in ruralarea
Nine (0.6799 childrenonly hadpositivefamily history
of psychiatricillnesses and 17 (1.2% children were
born prematurely Thirty (2.2% parentsof children
wereseparatedwvhile others1340 (97.8% wereliving
togetherSix hundredandeightyone(49.70% mothers
wereeducated

Table2 showsthedistributionof variablesin group
1 andgroup2. Regarding gendey 724 (55.58%) were
malechildrenand572 (44.13%werefemalesin group
1 and55 (74% malesand19 (25.6% femalesin group
2 with highly significant difference p-value=0.0001
and OR was 2.28 which meansthat maleshad about
2.28 times risk for autism than females Regarding
residence 1013 (78.16% children of group 1 were
living in urbanarea and52 (70.3%) childrenin group
2 with no significant difference 648 (50% mothersin
group 1 were educatedwhile in group 2, 38 (51.4%)
motherswere educatedwith no significant difference
Only 30 (2.31%9 and6 (8.1%) of childrenhadpositive
family history of psychiatricillnessesin group 1 and
2 respectivelywith statistically significant difference.
In group 1, only 3 (0.231% parentswere separated
and?2 (2.79% parentswere separatedin group 2 with
highly significant difference Ten (0.77%9 childrenin

Variables No. % Number of siblings| Group 1 (1296)| Group 2 (74)
Male | 785 | 57.29 7 1% Tl No. | % | No. | %
Gender
Female 585 | 42.70 Index patient only | 107 8.2 4 6
Urban 1062 | 77.51
i 1 245 19.3 12 10
Residence Rural 308 | 22.48
Positive family history Yes 9 0.65 2 288 | 223 | 18 24
of psychiatric illnesses No 1361 | 99.34 3 290 229 23 31
History of prematurit ves 17 1.24
yorp y No 1353 | 98.75 4 152 11.6 10 13
Parents living together ves 1340 | 97.81 5 100 75 3 4
Not 30 | 218 6 72 | 52 | 5 | 67
Mothers education Educated | 681 | 49.70
Uneducated 689 | 50.29 27 44 3.1 4 53

Tablel. Distributionof total childrenaccording
to studiedvariables.
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Table 3. Distribution of the children according
to the number of siblings in the family.
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groupland7 (9.5% children in group2 hadhistoryof
prematuritywith highly significant difference

Table 3 showsthe distribution of the children in
groupl andgroup2 accordingo thenumberof sibling
in thefamily. 290 (22.9% of familiesin group1 and23
(31%) of familiesin group2 had3 siblings which was
themostcommonfinding.

In Table 2 we see thariablesof childrenin group2.
Fifty five (78.37%) toddlersveremalesand19(21.16%)
were femaleswith M:F ratio 3:1, (p-value=0.0001)
Fifty two (70.3%9 toddlershad beenliving in urban
area (p-value=0.0001)Thirty eight (51.4% mothers
were educatedwith p-value0.816 Only 6 (8.1% of
children had positive family history of psychiatric
illnesses and two parents (2.7% were separated
Seven(9.5% childrenhadhistory of prematuritywith
p-value=0.0001

The meatSD of mothersage in group 1 was
29.18+6.41yearswhile it was 29.68t4.619 yearsfor
group 2 with no statistically significant difference
(p-value=0.16)Regardingchildrenage the MeartSD
was 20.782.47 months and 20.76+2.76 months for
group 1 and group 2, respectivelyand also with no
statisticallysignificant difference(p-value=0.08)Three
hundredne(23.199 mothersin groupl and25(33.7%)
mothersn group2 were <35yearswith oddratio (1.6)
which meansthat childrenwhosemotherage <35 has
1.6timesrisk for autismthanothers

DISCuSSion

Autism spectrum disorders often go undetected in
toddlers. M-CHAT was developed in the late 1990s as a
first-stage screening tool for ASD in children age 18 to
24 months, with a sensitivity of 87% and a specificity
of 99% in American childrefPositive predictive value
was low for the low-risk sample (general population)
but acceptable with the follow up telephone interviéw.

In the current study, we try to screen for autism among
toddlers attending primary care centers using M-CHAT
and M-CHAT follow up telephone interview in Babil
province/ Irag. The total number of toddlers enrolled
in the study was 1370. Their ages ranging between 18-
24 months. Screening that is conducted too early may
not be able to distinguish ASD from other forms of
developmental delay, or even from typical development.
Population screening at 14 months has been shown to
yield many false positive, suggesting that universal
screening should occur after that age, possibly at an 18
months well child visit? The diagnosis of ASD can be
made reliably by 2 years and is stable over &S0,

on these bases and AAP recommendation, we did our
screen at 18-24 months. From total number of children
enrolled in the study, 110 of them had showed criteria
of ASD by M-CHAT, so they were reviewed again by
M-CHAT follow up telephone interview within 1-3
months, and only 74 children had not passed it, so the
percentage of autism among those children was 5.4%.
This finding supports the view that autism is not rare. In

. Group 1 (1296) Group 2 (74) .
Variables No. % No. % p-value | Odd Ratio
Mal 724 . 74.4
Gender ale 95.58 | 55 00001 = 2.28
Female 572 44.13 19 25.6
Urban 1013 78.16 52 70.3
Residence 0.112 0.66
S Rural 283 2183 22 | 297
Educated 648 50.0 38 51.4
Moth ducati 0.82 1.05
other education Not educated 648 | 500 | 36 | 486
Famlly h|§tqry of No 1266 97.68 68 91.9 0.0024 372
psychiatric illness Yes 30 2.31 6 8.1
Separated parents 3 0.23 72 97.3
P ts stat 0.0001 11.97
arents status Parents are together 1293 99.76 2 2.7
No 10 0.77 7 9.5
Hi f i . 1 13.4
istory of prematurity Yos 1286 99 22 67 905 0.000 3.43

Table 2. Distribution of variables between group 1 and group 2.
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general the number of reported cases of autism increaseado children with ASD or other psychiatric illnesses in
dramatically in the 1990s and early 2000s. This increas¢he family*® The condition is 50 times more frequent
is largely attributable to changes in diagnostic criteria ofin the siblings of affected persons than in the general
autism, referral patterns, availability of services, age atpopulationt510.16.15.26
diagnosis, and public awareness. Although an increase
in reported rates might reflect an actual increase in The age of three hundred one mothers (23.1%) in
incidence, other factors accounting for discrepancieggroup 1 and 25 mothers (33.7%) in group 2 was
include differences in screening and ascertainmentears with odd ratio of 1.6. Maternal age remained an
procedures, and the size of target populations withindependent risk factor in other studi¥:* Others
higher rates generally reported in studies with smallerreported that risk of ASDs increased significantly with
sampleg? each 10-year increase in maternal #§dder mothers
have an increased risk of obstetric complications
The positive predictive value was 67.2%. This resultpossibly due to uterine muscle dysfunction and
is similar to the results reported by Eaves et al, whichdiminished blood supply with agéAdvanced maternal
was63%?2! In another studyit was 36% before and age had been shown to be associated with an increased
68% after the telephone interviéaKleinman, et &f risk of having offspring with ASDs, possibly because
use M-CHAT to screen 3793 children, and the PPV wasof de novo spontaneous mutations and/or alterations in
36% for the initial screening and 74% for the screeninggenetic imprinting?®
plus follow-up telephone interview. Amira Seif Eldin,
et aPPusing M-CHAT in Arab countries and found that Ten (0.77%) childreningroup 1 and 7 (9.5%) children
PPV was 88%. Katarzyna Chawarska, &tfalind that  in group 2 had history of prematurity. The child born at
PPV was 79%, these results were higher than our resultess than 35 weeks was associated with increased risk
while Ewing GW? results was lower than our study of autism?®Being small for gestational age or having
57%. LBW was associated with a 2-fold increase in risk of
autism?3441 Birth weight and gestational age were
In the current study, boys were at higher risk for combined in one study reflect the joint effects of these
autism than girls with (p-value=0.0001), with male: two variables and formulated into a separate variable
female ratio of 3:1. Approximately the same result wascalled weight or growth risK. Recent study reported
reported by other¥;** who found that M:F 4-5:1. The an increased rate of positive screening for ASD on the
male-to-female ratio is even higher for high-functioning M-CHAT in a selected low birth weight. Two compatible
autism, ranging from 6:1 to as high as 15%E>*This explanations for this apparently very high rate seem
may be explained by that boys are referred for evaluatiorplausible. One is that extremely low gestational age
more frequently than girls or the parents consider autisrmewborns (ELGANS) are at increased risk for ASD.
symptoms less abnormal in girls than in b&yEhe male  The other is that developmental impairments other than
predominance noted above also suggests a genetic role &SD (for which ELGANS are at increased risk) increase
the inheritance of autism. Several genetic processes cahe frequency of positive screefis.
lead to male predominance, including causative genes
located on the X chromosome (X-linked disorders) and Residence and parent education are not risk factor
imprinted genes, but the reason for male predominancéor autism in this study. This result was supported by a
in autism is not completely understo®d. Thirty report found that positive correlations between autism
(2.31%) children and 6 (8.1%) children had positive prevalence and various indicators of socioeconomic
family history of autism and psychiatric illnesses in status to be the result of ascertainment biasgroup 1
group land 2 respectively. Estimates of recurrenceand group 2, the highest percentile of autism was found
risks, based on family studies of idiopathic ASDs, arewhen there are three siblings in the family in addition
approximately 5% to 6% when there is an older siblingto the index case. Previous pregnancy was a risk factor
with an ASD and even higher when there are alreadyfor autism3°34*Being first born and third or later were
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associated with risk of autistiThe first-born children

were referred earlier than the later born children duet
to the more time the parents spend with first-born
childrenz

ConCLuSlonS

Autism is not rare disease in our society (5.4%). Risk
of ASD increases with advanced maternal age. Males™
affected more commonly than females. Family history
of autism and psychiatric disorders, preterm delivery ;
and parent separation may play a role in autism. '

RECoMMENDA tlonS

1. We should be aware about psychiatric disorders in

children and give them more care.

2. The parents should not be delayed for seeking
advice when observed any abnormal behavior o’
psychological symptoms in their children.

3. The primary care physicigas an important role
in the early identification of children with ASDs by
conduct surveillancat every well-child visit, screen at
18 and 24 months and at any other time whenents
raise a concerabout a possible ASD.

4. There are some limitations and serious shor
comings in this study that should be considered. First
of all, the sample size was small. The subjects were not
evaluated for their 1Q. The possible confounding effects

of IQ and age cannot be ruled out. The other limitation’?

of our study is that the results we obtain reflect the result

of only one province and a limited population, so it is 1
important to take samples from different governorates
in our country with increasing the sample size.

14.
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ABNORMAL LIVER ENZYMES (AMINOTRANSFERASES) INA SAMPLE
OF IRAQI PATIENTSWITH TYPETWO DIABETES MELLITUS
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ABStRACt

Objective: Diabetes mellitus (DM) is known to be
associated with a number of liver disorders, the extent
of liver enzyme abnormality in diabetes mellitus (type
2) in Iraq is unknown. The aim of this study was to
explorethe prevalence of liver enzymesabnormalityina
sample of Iragi (type 2) diabetic patients and determine

associated risk factors.

Methods: A study was carried out on one hundred
patients with known history of diabetes mellitus
(type 2) admitted to the general ward of Al-Yarmouk
Teaching Hospital from the first of May 2010 to the end
of November 2010. The patient age ranged between
30-75 years (mean age 63+2.9). Forty seven patients
were males and fifty three patients were females. Body

*Sabeha Albayati, MRCP, CABM; Almustansiria College of Medicine, Department of Medicine, Baghdad, Irag. E-mail: sabehalbayati@gmail.com
*Haydar Samir, MBCHB; Al-Yarmook Teaching Hospital, Department of Medicine, Baghdad, Irag.
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mass index, lipid profile, and hepatic enzyme levels
with screening for viral hepatitis infection (C and B)
and alcohol history was obtained and other metabolic
illnesses were recorded. Abdominal examination
with determination liver span was also performed,
ultrasonography was performed to all patients.

Results: Overall, the prevalence of elevated alanine
aminotransferase (ALT) levels was 9% (n=9) with the
gender-wise prevalence being 10.6% (n=5) in men
and 7.5% (n=4) in women. The prevalence of elevated
aspartate aminotransferase (AST) was 6% (n=6) with
the gender-wise 7.1% (n=3) in men and 7.1% (n=3)
in women. Only 4% (n=4) show elevation of both ALT
and AST. Male gender and high waist circumference
were associated with an increase level of ALT. Younger
patients had a higher tendency to ALT elevation
compared to those who were >75 years.

Conclusions: Elevated ALT and AST levels are found
in 9% and 6% of our type 2 diabetic patients respectively.
Male genders, younger age, higher waist circumference
-as an indicator of central obesity- and abnormal lipid
profile and enlarged liver by abdominal ultrasound are
predictors of elevated liver transaminase levels

IntRoDuCtlon

binding protein 1c (SREBP-1c) also occurs, leading to
increased lipogenesidDespite down regulation of the
insulin receptor substrate-2 mediated insulin signaling
pathway in insulin-resistant states, the up-regulation
of SREBP-1c and subsequent simulation of de novo
lipogenesis in the liver leads to increased intracellular
availability of triglycerides, promoting fatty liver. This
also increases VLDL assembly and secretidinus,
hyperinsulinemia might directly lead to hepatic insulin
resistance with associated fatty changes; the excess
in free fatty acids found in the insulin-resistant state
is known to be directly toxic to hepatocyte; putative
mechanisms include: cell membrane disruption at
high concentration, mitochondrial dysfunction, toxin
formation, and activation and inhibition of key stepsin the
regulation of metabolisfhOther potential explanations
for elevated transaminases in insulin-resistant states
include oxidant stress from reactive lipid peroxidation,
peroxisomal beta-oxidation, and recruited inflammatory

cells, the insulin-resistant state is also characterized by
an increase in proinflammatory cytokines such as tumor
necrosis factor (TNF), which may also contribute to
hepatocellularinjury. In preliminary studies, anincreased
frequency of specific TNF promoter polymorphism was
found in nonalcoholic steatohepatitis (NASH) patients,
suggesting a possible genetic link or predisposition to

Diabetes mellitus (DM) is known to be associated fatty liver found in insulin-resistant stat€she above
with a number of liver disorders, including isolated theories all attribute elevated aminotransferase to
elevation of liver enzyme levels, non-alcoholic fatty direct hepatocytes injury, it is also hypothesized that
liver disease (NAFLD), and other chronic liver diseaseelevation in ALT, a gluconeogenic enzyme whose gene
like cirrhosis and hepatocellular carcinohia he liver  transcription is suppressed by insulin, could indicate
helps maintain normal blood glucose concentration inimpairment in insulin signaling rather than purely
the fasting and postprandial states, loss of insulin effechepatocyte injur§.NAFLD is a common indolently
on the liver leads to glycogenolysis and an increase irprogressive liver diseade&nd resemble alcohol induce
hepatic glucose production, abnormalities of triglycerideliver disease, but develop in subjects who are not heavy
storage and lipolysis in insulin-sensitive tissues suchalcohol drinkers less than 20 g/day (21 units/week in
as the liver are an early manifestation of conditionswomen, and 28 units/week in men), and who have
characterized by insulin resistance and are detectablaegative tests for viral, autoimmune and metabolic liver
earlier than fasting hyperglycemia. The precise geneticdisease, NAFLD has been related to insulin resistance
environmental, and metabolic factors and sequence o&nd obesity, suggesting that it may represent yet another
events that lead to the underlying insulin resistancecomponent of the metabolic syndroffi&.It is thought
however, is not fully understoddIn animal models, that decreased insulin sensitivity, a cornerstone in type
chronic hyperinsulinemia is found to predispose the liver2 diabetes; activate lipolysis leading to increase plasma
to relative resistance to insulin; this is characterized by devels of non-esterified fatty acid, a resultant chronic
failure of insulin to signal an increase in insulin receptorincrease in fatty acid flux from fat stores (mainly
substrate-2. Up regulation of sterol regulatory element-abdominal) to non-adipose tissue such as the liver
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contributes to the hepatic steatdéiSAbnormal liver  during the period fromslof May 2010 to the end of
function test result are more common in DM than in theNovember 2010, patients were admitted for several
non-diabetic population as well as in patients with typecauses like uncontrolled DM, chest infection, etc. One
2 diabetes than those with type 1 diabété&¥levated hundred patient with type 2 diabetes mellitus with
activities of the two serum transferases; alaninevariable duration of the disease were included. Their
aminotransferase (ALT) and aspartate aminotransferasages from 30 to 75 years, forty seven of them were man
(AST) may be associated with liver disease. Elevationand fifty three of them were women, all of them had
of the levels of any of the two enzymes has beentype 2 diabetes.
found in 7.9% of the general populatiBnwhereas
the prevalence of high ALT levels may reach 20% All patient were interviewed and full history was
in diabetics’ Elevation of this enzyme is strongly obtained regarding their period of being diabetic and
related to obesity, diabetes, and dyslipidemia and theitheir mode of therapy, history of alcohol intake, history
measurement may act as a surrogate marker of NAFLDf hepatitis, history of specific drugs (amiodarone, oral
presencé? Of the two enzymes, ALT appears to have contraceptive pills, tamoxifen, glucocorticoids).
role in gluconeogenesit$éand seems to be more related
to liver fat accumulation than ASTSome authors have Anthropometric measurements: Blood pressures
suggested that a minor elevation of this enzymes may besading were taken with the patients in sitting position.
a good predictor of mortality of liver disea8a.study Patients were labeled as hypertensive if they were
of the association of serum ALT activity and ten yearsalready on antihypertensive medication, or were found
risk of cardiovascular disease (CVD) in participants of to have systolic blood pressure equal or higher than 130
the third National Health And Nutrition Examination mmHg and/or diastolic blood pressure equal or higher
Survey (NHANES-III) had reported that those with than 80% Patients weight and height were taken and BMI
elevated ALT levels had a higher calculated CVD risk (Kg/m?) was calculated as a ratio of weight in Kg to the
than those with normal ALT activity, if viral hepatitis or height in square meter. Patients’ BMI were classified
excessive alcohol consumption were exclutied. according to the WHO classification,?* as being normal
(BMI; 18.5-24.9 kg/m), overweight (BMI; 25-29.9
The activity of ALT in the hepatocytes is 7000 fold kg/m?), or obese (BMI<30 kg/n?). Waist circumflex
greater than in the serufi,and this abundance is the was measured (in the midpoint between the lower sub
reason for using it as a marker for NAFLD in many costal margin and iliac crest) and considered abnormal
epidemiological studie¥. if it exceed 88 cm in women, and 102 cm in rifen.

Clark et al proposed that elevated AST or ALT levels  gigchemical testsMorning samples of venous blood
are predictive of the presence of NAFLD if two basiC yere collected from patients after fasting for at least 12
criteria are met: hours and tested for glucose, HbAlc, ALT, AST, and

1) Exclusion of alternative chronic liver disease, €.9. o1k ph, lipid profile (S.total cholesterol, S.triglycerides,
alcoholic liver disease, hepatitis B or C infection, and S.HDL, S.LDL), anti HCV, HbsAg. Elevated ALT, AST
hemochromatosis; and levels is defined as enzyme activity >20 U/L according

2) Presence of feature of the metabolic syndrome. 4 the clinical assay adopted by the center's laboratory.

The aim of this study was to determine the _ _ o _
abnormalities in liver function test (aminotransferase) in  Radiological examination: All patients were

a sample of Iragi patients with type 2 diabetes mellitus.Se€nt for abdominal ultrasound looking for features
of non-alcoholic fatty liver which show increase the

MEtHoDS echogenicity of the liver comparing to the kid@gy.

This is a cross sectional descriptive study conducted | used a Chi-square test for analytic purpose and
in the medical word of Al-Yarmouk Teaching Hospital a p-value<0.05 as a significant value.
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Exclusion criteria: Patients were excluded from associated with an increase level of ALT. Younger
the study if they report alcohol consumption, patientspatients had a higher tendency to ALT elevation
who are known to be seropositive for HbsAg, HCV compared to those who wer&5 years. ALT levels
antibody, and who had clinical and laboratory evidencewere associated with the duration of diabetes 16.6%,
of autoimmune hepatitis, primary biliary cirrhosis, 7.8%, 9%, in patient with diabetes dating to <5, 5-10,
hemochromatosis, Wilson's disease by sendingll-15 years respectively, Table 4.
investigations including serum iron and iron binding

capacity, antinuclear antibodies and anti liver kidney _

microsomal antibodies, anti mitochondrial antibodies VTl E e, ()
and serum cupper and serum ceruloplasmin level. Gender Male 47 (47%)
Female 53 (53%)

RESuULtS 35-55 20 (20%)
Age (years) 56-75 74 (74%)

The demographic, clinical and anthropometric <75 6 (6%)
characteristics of the participants have displayed in Body mass inde 18.5-24.9 18 (18%)
Table 1. Among the 100 patients enrolled in this study, (Kg/m?) 25-29.9 39 (39%)
47% (n=47) were males and 53% (n=53) were females, <30 43 (43%)
_ <5 30 (30%)

The mean age was 63.8+9.2 years. Seventy five durgtlg?le(tjsars) 5-10 38 (38%)
patients (75%) were between the age of 56 and 75 11-15 11 (11%)
years and thirty eight patients (38%) had their diabetes <15 21 (21%)
diagnosed between 5-10 years. Thirty nine patients HbALC (%) <7 79 (79%)
(39%) were overweight and forty three (43%) were <7 21 (21%)
obese. Cholesterol <5.17 | 35 (35%)
o LDL<2.59 43 (43%)
Prevalence of elevated liver transaminases: Overall LE%%‘;‘;SIG HDL<1.03 (males) | 22 (46.8%)
the prevalence of elevated alanine aminotransferase HDL<1.28 (females)| 32 (60.4%)
(ALT) was 9% (n=9) with the gender-wise prevalence Triglycerides<2.26 | 22 (22%)

of 10.6% (n=5) in men, and 7.5% (n=4) in women . . ALT<20 9 (9%)

(Table 2). L|vertfur:ct|on AST<20 6 (6%)

es Both elevated 4 (4%)
The prevalence of elevated aspartate amino- o Male<102 cm 29 (61.7%)
transaminase (AST) was 6% (n=6) with the gender-wisg " aist circumflex Female<88 cm | 43 (81.1%)
7.1% (n=3) in men and 7.1% (n=3) in women, Table| gnjarged liver by Yes 35 (35%)
2. Only 4% (n=4) showeded elevated of both ALT and u/s No 65 (65%)

AST, Table 1.

Table 1. The demographic, clinical and anthropometric
characteristics of 100 patients with type 2 diabetes.

The prevalence of elevated ALT and AST according

to age and gender showed in Table 2 where there is

significant association of the younger patients with
elevated ALT (p=0.018) and significant association

of the elderly with elevated AST (p=0.05), and the
association with BMI and waist circumferences shown
in Table 3.

The prevalence of elevated AST levels increase
with increasing age, Table 2. So male gender, waist
circumflex, age and enlarged liver by U/S and high LDL
significantly (p=0.003) were associated with increase
prevalence of elevated ALT.

Younger patients had a higher tendency to have
Male gender and high waist circumference wereelevated ALT levels compared to those over 75 years.
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An enlarged liver by U/S also associated with significant ALT was elevated in 9% of our type 2 diabetic patients
increase ALT level (p=0.037), Table 5. For AST levels (10.6% in males and 7.5% in females). Our results are
only enlarged liver, elevated lipid profiles (high consistent with the findings of Ebry et al who reported
cholesterol and LDL significant association, p-values prevalence rates of 10.7% and 5.3% in type 2 diabetic
are 0.001 and 0.039 respectively), and elderly patientsnales and females respectiv€hAlso it is consistent

were associated with elevated AST. with the findings of study done in Jordan which
reported prevalence rates of 12.8% in males and 7.4%
DISCuSSlon in females® Furthermore, West et al reported a higher

rates of 12.1%; 14.4 in men and 9.3% in women with
The prevalence of elevated transaminase levels isype 2 diabetes.
not known in Iraqgi diabetic patients. In earlier studies,
applying different methodology and enrolling variable  This study showed that younger diabetic patients
population sample sizes as well as considering differentvere more likely to have high ALT values than older
cut-off values for ALT reading has yielded variable patients. However, the older patients showed elevated
prevalence ratg41>17242The present study shows that AST activity, supported by earlier studiég®

High ALT High AST
Variable Total
No. | Prevalence p-value | No. | Prevalence| p-value
Male 47 5 10.6 3 7.1
21 .
Gender I male | 53 4 75 0-215 5 7.1 0-865
35-55 20 5 25 1 5
Age 56-75 74 4 54 0.018 3 4.05 0.05
<75 6 0 - 1 33.3

Table 2. Elevated transaminases levels in association with gender and age.

. High ALT High AST
Variable Total
No. | Prevalence p-value | No. | Prevalence p-value
18.5-24.9| 18 1 55 1 55
BMI (Kg/m?) 25-29.9 39 3 7.6 0.703 3 7.6 0.842
<30 43 5 9.3 2 4.6
Waist Normal 28 3 10.7 2 7.1
. 0.685 0.764
circumference|  High 72 12 16.6 4 5.5

*male<102 cm, female<88 cm
Table 3. Elevated transaminases levels in association with BMI and waist circumference.

_ High ALT High AST
Variable Total
No. | Prevalence p-value| No. | Prevalence p-value
Diabetes <5 30 5 16.6 4 13.3
duration 6-10 38 3 7.9 0.703 ! 2.6 0.161
11-15 11 1 9 ' 1 9 '
(years)
<15 21 0 - - -
<7 21 2 9.5 1 4.7
HbA1 .924 T
bAlc <7 79 | 7 T 5 6.4 0788

Table 4. Level of liver enzymes according to duration and control of diabetes mellitus.
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High ALT High AST
Variable Total
No. | Prevalence| p-value | No. | Prevalence p-value
<5.17 35 5 14.2 5 14.2
Cholesterol (mmol/L) 0.175 0.001
<5.17 65 4 6.1 - 15
<2.59 43 8 18.6 5 13.9
LDL (mmol/L) 0.003 0.039
<2.59 57 1 1.7 1 1.75
' i <2.26 22 3 13.6 1 4.5
Triglycerides 0.009 0.058
(mmol/L) <2.26 78 - - - -
Normal 46 - - - -
HDL (mmol/L) 0.059 -
Low 54 4 7.4 - -
Table 5. Elevated transaminases levels in association with lipid profile.
High ALT High AST
Variable Total J :
No. | Prevalence p-value| No. | Prevalence| p-value
i Yes 35 6 17.1 4 114
E”';“%e/g"er 0.037 0.093
y No. 65 3 4.6 2 3

Table 6. Elevated transaminases levels in association with liver enlargement by ultrasound.

This finding suggested that severe steatosis denoted most obvious explanation for this is that in the presence
by a higher release of ALT enzyme in response toof insulin resistance, the larger mass of adipose tissue
hepatocytes derangement tend to occur earlier in thén abdominally obese subjects causes an inappropriate
disease process, as a marker of hepatocytes integrityuppression of lipolysis and increase flux of non-
the ALT activity decrease as fibrosis progresses whereas esterified free fatty acid from visceral fat to liver. Hence,
inversely a rise in the AST level has been noticed inthere is an increase in the size of hepatic FFA pole
older patients, the latter observation can be attributedvhich favor the accumulation of triglycerides in the
to the fact the clearance of this enzyme is mainlyhepatocytes. The TG overload provide abundantamounts
accomplished by liver sinusoidal cells. While there is noof substrate for non-oxidative pathways in addition to
effect from the microinflammatory activity on the AST causing mitochondrial dysfunction. These lipid-induced
level, advancing fibrosis which injures the sinusoidal changes are believed to ultimately lead to hepatocytes
cells lead to relative increase in the serum AST. apoptosis®3* The prevalence of elevated ALT levels

was 9% in our study population, and ALT elevation was

The study concluded in multivariate analysis that found more common in men than in women. There was
both male gender and high waist circumference arealso significant association of elevated ALT levels with
independent predictors of ALT levels. We assume thatower HDL levels, high cholesterol, high TG, high LDL
higher abdominal fat contentin men compared to womerand the presence of fatty liver on U/S examination.
would explains this finding which has been previously

reported in other studiég3!:32 Other risk factors for elevated ALT were younger
age and larger waist circumference. These findings
Body mass index was not associated significantly necessitate interference by lifestyle modification

with elevated ALT level. This finding can be attributed and early therapeutic measure to control risk factors,
to the fact that elevated ALT levels are more related toespecially obesity, in younger diabetic which might
the central fat distribution than to general obesity. Thehelp to prevent chronic liver diseases.
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ConCLuSlonS

Elevated ALT and AST levels are found in 9% and
6% of our type 2 diabetic patients respectively. Male

12.

13.

gender younger age, higher waist circumference -as an,
indicator of central obesity- and abnormal lipid profile
and enlarged liver by ultrasound of the abdomen are,;
predictors of elevated liver transaminase levels.

10.

11.
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ALVEOLAR CLEFTS TREATMENTWITH DISTRACTION
OSTEOGENESIS: A SYSTEMATIC REVIEW

dudall o diagie
Yasser Al-Moudallal, MD, PHD; Nesreen Khankan
OGS (o pmiid oo (Mol by Lo

ABStRACt

Objective: Alveolar cleft managements have witnessed fast revol ution in the last decades, which might be confusing
for the clinician when choosing the best treatment modality for his’her patient. This research aims at reviewing the
literature dealing with alveolar cleft treatment through distraction osteogenesis technique and analyzing its data.

Methods: A review of the literature on alveolar cleft treatment with distraction osteogenesis was made based
on a PubMed search, covering the period until 31 July 2012. Eight articles covering 86 patients Were analyzed,
considering surgical technique, procedural parameters, type of distractor, and subsequent grafting.

Results: Surgical proceduresvaried concer ning the osteotomy design, subsequently, the distraction direction. Also,
biological parameterswere different between studies and even in the same study. The latency period ranged between
3 and 10 days among studies, with a mean of 5.76 days. Studies also differed by distraction rate, with a mean of 0.83
mnvday. Consolidation period also varying from 1 to 3 months and several studies have completely failed to mention
it. Generally, studies depended on individual tooth-borne devicesin their researches which have been accompanied
by a number of complications. As for subsequent grafting, it was necessary in a well number of cases.

Conclusions: Treating alveolar cleft through the distraction technique still needs further studies on a scientific
base, especially concerning biological parameters, though all authors have concluded that it is a useful method for
treating alveolar clefts. It is of great importance to validate surgical strategies and also the outcomes from using
different distraction devices by long-term studies in the future.
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REFLEX-EPILEPSYINDUCED BY TAP WATER BATH: A CASE REPORT
AND LITERATURE REVIEW
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ABStRACt

Reflex epilepsy is a condition in which seizures
can be provoked habitually by exclusively external
stimulus or, less commonly, internal mental processes.
It may coexist with spontaneously occurring seizures.
Reflex seizures are epileptic rather than psychogenic
in nature, presenting often as either focal-onset or
primary generalized seizures, with epileptiform EEG
changes. Bathing epilepsy or as commonly named hot
water epilepsy (HWE), is a form of reflex or sensory
epilepsy in which seizures are precipitated by the
contact of hot or tepid water over the head and body.

We report a case of an 18-month-old Sudanese toddler
boy, presented with recurrent abnormal funny turns,
noticed by his parents, since he was 6-month old. These
events occur while having a bath by pouring tap water
over his head. The diagnosis of epilepsy was supported
by interictal electroencephalography (EEG). This
rare type of epilepsy has a geographical distribution.
Reflex epilepsies have different precipitation factors.
The identification of these factors is important in the
management and outcome. Hot water epilepsy had been
reported in certain geographic areas and ethnicities. To
our knowledge, this is the first case to be reported from
African and Arab Nations.

*Haydar El Hadi Babikir, M.B.B.S, MD, Professor of Paediatric Neurology, Head Department of Graduate Medical Studies, Faculty of Medicine, University of

Gezira, P. O. Box 20, Sudan. E-mail: haydarbabikir@yahoo.com.

*Mohmmed Salah Eldin EI Magzoub, CCN, CCNPhPhD, Associate Professor of Neurophysiology and Clinical Neurology, Head Department of Physiology,

Faculty of Medicine, Ribat National University.
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The immediate factors that provoke any given
seizure are complex and the occurrence of seizures in
someone with epilepsy is rarely predictable. In contrast,
reflex seizures are predictable in response to a specific
stimulus

Hot water epilepsy (HWE) also known as bathing
epilepsy or water-immersion epilepsy is a rare form
of epilepsy, refers to a specific type of reflex epilepsy
precipitated by the stimulus of bathing in hot water.
This is a benign form of reflex epilepsy, first described
in 1945 Its incidence could be underestimated because
of confusion with febrile convulsions, vagal fits, or
aquagenic urticaria.

Figurel. The child interacting happily with
staff before the bath.

Hotwater epilepsy is considered to be a geographically
specific epileptic syndrome, it accounts for 6.9%
of all epilepsies in certain communitiédt is more
prevalent in India and Turkey than in Europe, Japan or
North America. The induction of epileptic seizures by
immersion in hot water has only rarely been reported in
western countriesDifferent bathing habits and genetic
factors may be responsible for the high incidence of
HWE in these regions. The exact pathogenesis of HWE
is not knowr?:

CASE PRESENt Atlon

An 18 month-old Sudanese boy, presented to our
clinic with abnormal funny turns noticed by his parents,
following a bath, on different occasions. His condition

i
— =

was recurrent, not associated with any other specific Figure 2. The mother bathing the child.
provoking stimuli. Shortly after a bath he had abnormal
eye gaze. He used to become floppy and unconscious and The authors witnessed the event following an

collapsed. Tonic, clonic or myoclonic movements were experiment in the hospital, after having a formal consent
infrequent. He did not respond to any vocal or tactile of hoth parents. The child was bathed by pouring tap
stimuli during the attack which usually last about one water over his head. See the sequence of the event as

minute and ended with yawning. The child was a producfyemonstrated by the attached photos, Figures 1, 2, and
of a full term uneventful pregnancy and labour. He had3 (3 & b).

no history of neurological illness or trauma and he had

normal developmental milestones. No family history Ictal EEG was technically difficult; however interictal

of similar conditions. Physical examination including EEG was performed while the child succumbed to sleep
detailed neurological assessment was unremarkable. by chloral hydrate. The record showed normal sleep
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Figure 4. EEG record showing normal sleep changes Figure 5. Burst of high amplitude intermixed
of stage | and Il superimposed on a normal backgroundregular and irregular slow and sharp waves, preceded
brain slowing. and followed by electrodecremental activities.

changes of stage | and Il superimposed on a normal The child was started on sodium valproate. Three
background brain slowing. Bursts of high amplitude months later, at first follow-up visit, his convulsion
intermixed regular and irregular slow and sharp wavesspells had decreased but did not completely stop during
observed frequently, they were sometimes precededegular bath. We built up the dose, at a second follow-
and followed by electrodecremental activities. up visit, now he is seizure-free and the child head is
Occasionally they cluster around the parieto-posteriorcleaned with wet towel during the bath as the parents
temporal regions bilaterally. During the awake period advised.

no epileptogenic focus discharge was observed, Figures

4,5, and 6 (a & b). These EEG features were suggestive DISCuSSlon

of a generalized active seizure discharge probably of

bilateral parieto-posterior-temporal initiation. MRI  Although the pathogenesis of HWE is still unknown,
brain scan was normal. pouring water over the head, high water temperature,
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Figure6. (a) Slow wave foci on the parighosterior temporal regions, (b) evolved to secondary generalization.

and termination of the bath were the most commontemporal sclerosis in 1. Treatment with antiepileptic
triggers. Spontaneous seizures may also occur later idrugs (AEDs), mainly carbamazepine, in 16 patients
life.* It occurs most frequently in children and young prevented seizure recurrence; avoidance of the
adults. The age at onset of HWE ranged from 6 monthgrecipitating factor prevented seizures in the remaihder.
to 37 years, 52% of these patients had their first seizure A classification proposed by ILAE task force in 2001
during the first decade of life. The male:female ratio was includes hot-water epilepsy, under reflex epilepsy.>

(3:1). Family history of similar condition is varial&

positive history of epilepsy among the family members Pathophysiology: The trigger mechanism of this
has been reported in 7-22.6% of cases. Children are dfnique type of epilepsy as a type is hyperthermia.
normal psychomotor development and they continueAberrant thermoregulation in the genetically susceptible

to develop normally after seizure. None had anyPopulation with possible co-existing environmental
neurological deficits.? influence could be the probable mechanism responsible

for this epilepsy. Complex tactile stimuli might play
The pattern of seizures is of complex partial with or the most relevant role on seizure triggering, as well
without secondary generalization. Onset include dazeds water temperature with an additive effect over
look, sense of fear, irrelevant speech, visual and auditorgutaneous stimulation. Partial and generalized tonic-
hallucinations with complex manifestatioh®ne third  clonic reflex seizures related to hot water bathing have
of all reported cases have primary genera”zed tonicbeen described as temperature-related stimulation.
clonic seizures. Usually these seizures last 1-3 minuteSeizures was reported to be precipitated by very hot
and manifests either at the beginning or at the end ofvater head baths (40-50°C). Kowacs, PA étraported
the batfp a water reflex epilepsy in a 6 year-old girl, occurring at
lower temperature than the core temperature. Still the
Auvin S and his colleagueseported that seizures mechanism of HWE is unclear. A hot-air stimulus to the

episodes consisted of a loss of consciousness followe§CalP failed to induce attacks in susceptible patfents.

by left predominant hypotonia with right fronto-

temporal high voltage slow waves on the ictal-EEG. Nechay A et atreviewed the paroxysmal disorders
Temporal lobe has been thought to take part in theof infancy and of the newborn in which the normal
epileptogenesisinterictal EEGs obtained in 22 patients process of bathing may be an important trigger,
showed epileptiform abnormalities over temporal particularly focused on infant bathing in normal water
regions in 41%. Brain MRIs in 15 patients and CTs in 2temperature (37 degrees C, range 36-38 degrees C)
were normal except for cortical atrophy in 1 and mesialrather than in hot water that is above body temperature.
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Four principal diagnostic categories emerged: bathinghas technical limitations and difficult to obtain. Ullal
epilepsy, alternating hemiplegia of childhood, hyper- GR et al, studied kindling and mossy fibre sprouting
ekplexia and paroxysmal extreme pain disofder. in the rat hippocampus following hot water induced
Bathing or water immersion epilepsy was the besthyperthermic seizures, induced epileptic seizures in 36
studied and is arguably distinct from hot water epilepsy.male Wistar albino rats by means of hot water sprays
The paroxysmal episodes previously attributed toat 48 h time intervals. Seizure discharges (EEG) were
aquagenic urticaria may have been examples of bathingecorded from ventral hippocampus in six of these®rats.
epilepsy with a genetic component. Despite suggestion¥alcin AD et al, on studying hot water epilepsy clinical
in the literature to the contrary, no convincing reportsand EEG features of 25 cases, reported interictal EEGs
of bath-induced infantile syncope have been found. Thespileptogenic abnormalities located over the temporal
underlying mechanisms of bath-induced paroxysmalregions in nine patients.For detailed characterization
disorders in infancy remain poorly understood, but all of clinical seizure type or in cases requiring differential
have autonomic manifestations and some if not all maydiagnosis or pre-surgical monitoring, the EEG-video
be channelopathiés. monitoring must be uséd.

Animal models of genetic reflex epilepsy have been Imgging StUdi_eS MRI exa_mination_ should be_
described. These include the baboon, Papio papio iﬁOﬂSldel’ed for this group of patients, as in the evaluation
which generalized convulsions can be induced by visuan other focal epilepsies, guided by the electro-clinical

stimulation. Audiogenic seizures characterize genetic'€atures of the seizureSince some types of reflex

reflex epilepsies in predisposed strains of mice, rats, selzu.res. can oceur '_n the context of .symptomat.lc,
and birds Rat model and human experimentation hadlocahzatlon—related epilepsy, perform brain MRI as in
proven that HWE is a type of hyperthermic seizure with he evaluation of other focal epilepsiés.

possible kindling on repeated stimulation in aninials.

Genome-wide linkage analysis of three out of five The high rate of epileptogenic abnormalities

families showing concordance for the disease haplotypd2calized in the temporal region and the complex partial
to chromosome 10g21. Sequence analysis of a group izures observed in most reported patients indicate the
functional candidate genes, the ion channels KCNMAL1 considerable role of the temporal lobe mesial focus in hot

VDAC?2 and solute carriers SLC25A16 SLC29A3 water epilepsy. However, there were no demonstrable
revealed no potentially pathogenic n;utaﬂ?lm structural changes on MRI and CT scans except in a few

association with McCune-Albright syndrome have case reports, such as hippocampal sclerosis, dysplasia,

been reported; this is a rare disease due to post-zygotitnd @ huge cystic lesich.

and somatic mutations of the Gs-alphagene that results _ ) )

in cellular mosaicism. The main features occur in the ! reatment: Therapy of reflex seizures involves
bony skeleton, the skin, the endocrine system and iniMiting exposure to the provoking stimulus, as well
atypical presentations, in other non-endocrine tissues. IfS Standard epilepsy medications. These seizures
is unknown whether or not an expression of the GNAsusually respond to valproate treatriebarbamazepine
product in the brain does exist. Although the associatiorPNd 0xcarbazepine are also useful permitting the
of McCune-Albright with hot water epilepsy may be diSappearance of seizures and an improvement of
merely casual, it brings up the possibility that the salientexecutive disorders. However, antiepileptic medications

phenotypic variability of MAS might also include are selected on the basis of electro-clinical seizure
epilepsy? type and when choosing antiepileptic medications,

considerations are similar to those in other types of

Electroencephalography: EEG recordings  epilepsy. Electroclinical seizure type, prior treatment

demonstrate focal activity in the temporal or frontal history, patient age, comorbidities and medication
lobe. Interictal scalp EEG is usually normal; 15 to 20% adverse effects are primary consideratidParents of

might show diffuse abnormalities. Ictal EEG recordings infants with seizure susceptibility should be counseled
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to avoid pouring hot water over their infants’ heads 4.
during bathing

of epilepsy.?

Prognosis: Hot water epilepsy is a benign form 5.
Seizure course and psychomotor

development are usually favourable because of a gooé.
response to pharmacological treatment and the tendency
toward spontaneous remission of the seizé#e®iding
lukewarm water is indicated and understanding that’.
HWE is a hyperthermic seizure changes the use
of regular AEDs management for these seizures to
intermittent prophylaxis with benzodiazepiriés.

ConCLuSlonS

Reflex epilepsy is a condition in which seizures can
be provoked habitually by exclusively external stimulus

8.

or, less commonly, internal mental processes. This

rare type of epilepsy has a geographical distribution.;.

Reflex epilepsies have different precipitation factors.
The identification of these factors is important in the
management and outcome.

2.
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Medical Case

Skeletal Fluorosis Due to Excessiveea Drinking

SLaN Jglii A o) @) daii ) glally ASied) aacdl)

A 47-year-old woman was referred for bone pain and abnormal findings on radiography. The patient
reported that for the past 17 years, she has habitually consumed a pitcher of tea made from 100 to 150
bags daily (estimated fluoride intake, >20 mg per day). She reported a 5-year history of pain in the lower
back, arms, legs, and hips. Because of brittleness, all her teeth had been extracted. Radiography of th
forearm revealed interosseous membrane calcifications (Panel A, arrows), and radiography of the spine
revealed a rugger-jersey appearance (striated pattern of increased density in the upper and lower zones
the vertebrae) (Panel B, arrows), suggesting skeletal fluorosis. The serum fluoride concentration was 0.43
mg per liter (23 umol per liter; normal concentration, <0.10 mg per liter [5 umol per liter]).
Skeletal fluorosis is endemic in areas with high concentrations of fluoride in the drinking water, but it
is rare in other parts of the world. Brewed tea has one of the highest fluoride contents among beverages
in the United States. After appropriate counseling, the patient discontinued tea consumption, with
improvement in her symptoms. Since it can take years to deplete skeletal fluoride,
we are considering whether to increase bone remodeling with the intermittent

use of teriparatide to facilitate the elimination of skeletal fluoride.
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Naveen Kakumanu, M.D and Sudhaker D. Rao, M.B., B.S.
Henry Ford Health System, Detroit, Ml
N Engl J Med 2013,368:1140. March 21, 2013. Imagesin Clinical Medicine
Prepared and translated by Samir Aldalati,MD
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Medical Case

Pain in thethumb Related to Disease in the Lung

T b el o ya sl L al Alls

A 59-year-old man presented with a 6-week history of pain in the thumb. He also reported having
a cough, weight loss, and a history of heavy smoking. Physical examination revealed swelling, redness
and tenderness over the first right metacarpal and a mass (10 cm in diameter) fixed to the thorax.
Laboratory tests revealed a C-reactive protein level of 123 mg per liter and a leukocyte count
of 34x10 per liter. A radiograph of the hand showed osteolysis of the first metacarpal (Panel A, arrow),
and a chegtadiograph showed a solid mass of the thoracic wall expanding into the subpleural space
(Panel B, long arrow) and a tumor in the hilus of the right lung (Panel B, short arrow). A specimen of the
metacarpal lesion obtained through needle aspiration was negative for bacteria. The final diagnosis was
lung adenocarcinoma with osseous lesions of the hand and ribs. The patient received palliative care.
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Carla Ann Wijbrandts, M.D., Academic Medical Center, Amsterdam, the Netherlands
Dirkjan van Schaardenburg, M.D., Jan van Breemen Research Institute, Amsterdam, the Netherlands
N Engl J Med 2013;368:1731. May 2, 2013. Imagesin Clinical Medicine
Prepared and Trandlated by Samir Aldalati, MD
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Public Health

Lle daa

Maternal smoking modulates fatty acid profile of breast milk
e qula B dadl) Gagaal) sgina Jag A1 Gud

Szlagatys-Sidorkiewica, et al .
Acta Paediat2013 Apr 26.

Aim: We hypothesized that the fatty acid composition of breast milk can be affected by a smoking habit in the mother.
Consequently, this study verified whether maternal smoking modulates, and if so to what extent, the breast milk fatty

acid profile.

Methods: The study included 20 postpartum women who declared smoking more than five cigarettes daily throughout

a period of pregnancy and lactation, and 136 non-smoking postpartum women. Breast milk samples were collected
between the 17th and the 30th day after delivery. The samples were analyzed by means of High Resolution Gas
Chromatography for overall content of saturated, monounsaturated and polyunsaturated fatty acids.

Results: Compared to non-smokers, smokers were characterized by significantly higher relative breast milk contents

of fatty acids and monounsaturated fatty acids. Additionally smokers’ breast milk had higher concentrations of
selected saturated fatty acids, monounsaturated fatty acids and polyunsaturated fatty acids. Furthermore, smokers
were characterized by significantly lower values of linoleic to arachidonic acid ratio, and n-6 to n-3 polyunsaturated

fatty acids ratio.

Conclusions Aside from its other harmful consequences, smoking modulates the fatty acid profile of human

milk.

Jaand (520 ¢ iy bl 038 o i 13gls oY) (5 il dalay i) Cula 8 Fanadl) (i genll (gsina i AlS) al i) 3 s iad) Cisa
dgas die B 13 dayny gl Cula b dasal) (mgeal) (gginal B gl il

0 1365 g Ly Joll 530 (DA gy silas 5 e ST iy 0 81 305015 530501 g o Loll (30 20 Al o3 ot il (3o
@) i) 48 e il oda Jilat 5 .53Vsl ae 30-17 Gpesal) G i) cada e Glie pan & Ll e 33V ey oLl
£ LI e 5 & LI oy chaniiall dassall (mgenll o MeaYl ssinall ¢l Jle

o8 & LI Sy Fannal) (msanlly Al Gagaall (pe ol JSg ol st (g5ina 3gny R e oLl e A5ladlly Jaag) seilil
sane s & LU s s danal) [ genll chasiiall dansal) (o genll de s (0 diine (msen (o ol 3815 35ms e el sal ) Cula
Uaseall oy c@rachidonicuaea ) INOIEIC (aes dpul ala (s S8 sty cilisaal 5] ) Cula e AT dga e g LS
’ N30 -6 ¢ LD e daasl

s PIA (o el LS il ol ol (uda 8 el (mgenl) (gsine Jamy il (i ()AY) pylall ailulSaty dili) claliniay)
Sl

73



Journal of the Arab Board of Health Specializations Vol.14, No.2, 2013

Pediatrics

Jly)

Adenovirus infection associated with central nervous system dysfunction in childne
JUkY) sie A3 pal) dpand) el B s ) guab aa (58]l Apaid) ciliag il LY

Huang YC, et al
J Clin Vird 2013 Apr 22.

Background: Adenovirus is a common pathogen in the pediatric population. No reports systemically evaluated
central nervous system (CNS) dysfunction associated with adenovirus.

objective : To describe the detailed clinical features of adenovirus-associated CNS dysfunction in children.

Study design:Of 3298 children with a throat virus culture positive for adenovirus treated at a university-affiliated
hospital, from January 2000 to June 2008, in northern Taiwan, medical charts were retrospectively reviewed ar
those with CNS dysfunction were included.

Results 109 (3.3%) children had signs or symptoms of CNS dysfunction on admission. The median age was 3.
years and 81 (76%) were less than 5 years of age. 64 (59%) were male.The most frequently cited CNS symptol
were seizure (64%), altered state of consciousness (13%), visual hallucination (9.3%) and lethargy (7.5%). Tr
most common diagnoses included febrile seizure (48%), encephalitis (26%), afebrile seizure (11%) and meningiti:
meningismus (8.3%). 31 (46%) of 67 patients receiving electroencephalogram examination had abnormal findings

and 13 (36%) of 36 with image studies had abnormal findings. Ninety-nine (91%) children returned to normal health,

7 (6.4%) had a sequel of seizure disorder, and 3 (2.7%) had major sequelae and none died. Nine serotypes w
identified, with three major serotypes (types 3, 2 and 1).

Conclusion CNS dysfunction was identified in 3.3% of children with adenoviral infection and most occurred in those

<5 years old. The clinical prognosis seemed well. However, CNS dysfunction is a potentially serious complicatior
of adenovirus infection in children.
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New MR imaging assessment tool to define brain abnormalities
in very preterm infants at term

A8 QY OB alisal) die A laal) cidgddd) paatl pewlaliiall cpidly S anl Ay

KidokoroH, et al.
AINR Am J Neuroradic2013 Apr 25.

Background and purpose:WM injury is the dominant form of injury in preterm infants. However, other cerebral
structures, including the deep gray matter and the cerebellum, can also be affected by injury and/or impaired growth.
Current MR imaging injury assessment scales are subjective and are challenging to apply. Thus, we developed a new
assessment tool and applied it to MR imaging studies obtained from very preterm infants at term age.

Materials and methods: MR imaging scans from 97 very preterm infants (<30 weeks< gestation) and 22 healthy
term-born infants were evaluated retrospectively. The severity of brain injury (defined by signal abnormalities) and

impaired brain growth (defined with biometrics) was scored in the WM, cortical gray matter, deep gray matter, and
cerebellum. Perinatal variables for clinical risks were collected.

Results:In very preterm infants, brain injury was observed in the WM (n=23), deep GM (n=5), and cerebellum (n=23).
Combining measures of injury and impaired growth showed moderate to severe abnormalities most commonly in the
WM (n=38) and cerebellum (n=32) but still notable in the cortical gray matter (n=16) and deep gray matter (n=11).
WM signal abnormalities were associated with a reduced deep gray matter area but not with cerebellar abnormality.
Intraventricular and/or parenchymal hemorrhage was associated with cerebellar signal abnormality and volume
reduction. Multiple clinical risk factors, including prolonged intubation, prolonged parenteral nutrition, postnatal
corticosteroid use, and postnatal sepsis, were associated with increased global abnormality on MR imaging.
Conclusions Very preterm infants demonstrate a high prevalence of injury and growth impairment in both the WM
and gray matter. This MR imaging scoring system provides a more comprehensive and objective classification of the

nature and extent of abnormalities than existing measures.
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Screening for coagulopathy and identification of children with acute lymphoblastic
leukemia at a higher risk of symptomatic venous thrombosis
Aad) ggliall) anl) (aliasl oo JWIY) yaaty AR clhlY s sl
and) sel JUAL dadijal) 3, gladl) 993

SantoroN, et al
J Pediatr Hematol Ont@013 Apr 24.

Introduction : Venous thromboembolic events (VTES) are frequent complications of childhood acute lymphoblastic
leukemia (ALL) treatment. The aim of the study was to evaluate the rate of symptomatic VTESs in children with
ALL and the predictive value of clinical and biological factors and routine monitoring of coagulation parameters in
identifying children at a higher risk of this complication.

Materials and methods Between September 2000 and July 2006, 2042 children (>1 and younger than 18 y) with

newly diagnosed ALL were enrolled in Italy in the AIEOP (Italian Association of Pediatric Hematology and Oncology)-
BFM (Berlin-Frankfurt-Muenster) ALL 2000 trial. Patients with symptomatic VTEs (deep venous thromboses or
cerebral venous thromboses) were identified after a careful review of clinical records. The impact of coagulation
derangement at the onset of VTEs was evaluated by a nested case-control study.

Results Forty-eight (2.4%) children presented with a VTE. The rate of VTEs was higher in male patients (P=0.001);
patients randomized to receive dexamethasone tended to have a higher rate of VTE compared with those who recei
prednisone (P=0.10). The coagulation derangement at the onset of VTE was not associated with VTE occurrence. T
prevalence of a factor V Leiden G1691A mutation and the prothrombin G20210A variant was higher in children with
VTE than that expected in the general population.
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Serum hepcidin:indication of its role
as an «acute phase» marker in febrile children

el Claadl JUkY) sie alal) jghll aulss Aaall hepcidin s

Kossival, et al.
Ital J Pediat2013 Apr 25;39(1):25.

Background: Hepcidin is classified as a type II acute phase protein; its production is a component of the innate
immune response to infections.

objective : To evaluate the alterations of serum hepcidin in children during and following an acute febrile infection.
Materials and methods 22 children with fever of acute onset (<6 hours) admitted to the 2nd Department of Pediatrics-
University of Athens. Based on clinical and laboratory findings our sample formed two groups: the viral infection

group (13 children) and the bacterial infection group (9 children). Hepcidin, ferritin and serum iron measurements
were performed in all subjects.

Results Serum hepcidin values did not differ notably between children with viral and bacterial infection, but a
significant reduction of hepcidin was noted in both groups post-infection.

Conclusion Our study provides clinical pediatric data on the role of hepcidin in the face of an acute infection. In our
sample of children, hepcidin was found to rise during the acute infection and fall post-infection.
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Severe signs of hyponatremia secondary to desmopressin treatment for enuresis
desmopressinalaidicly ol gl cla dallaal Aol aal) aguaga alil Susd cldle e

LucchiniB, et al.
J Pediatr Urb2013 Apr 22.

objective : Dilutional hyponatremia is a serious adverse effect of desmopressin, a vasopressin analog that is widely
prescribed to manage monosymptomatic enuresis. The presentation of hyponatremia, largely related to cerebral
dysfunction, can include severe signs like altered mental status and seizures.

Methods. We reviewed the literature dealing with altered mental status or seizures in enuretic subjects on
desmopressin. The retained publications included patients who were described individually, revealing data on mode
of administration, further identifiable factors predisposing to hyponatremia, presentation and clinical course.

Results We found 54 cases of hyponatremia secondary to desmopressin treatment presenting with altered mental
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status or seizures. In most cases the complication developed 14 days or less after starting desmopressin. An intran
formulation had been used in 47 patients. Excess fluid intake was documented as a contributing factor in at least 22

cases. In 6 cases severe signs of hyponatremia developed in the context of intercurrent ilinesses.

Conclusion Altered mental status or seizures are very rare but recognized complications of desmopressin in enures
This complication mostly develops in subjects managed with the intranasal formulation 14 days or less after startir
the medication, following excess fluid intake and during intercurrent illnesses.
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obstetrics And Gynecology
Alall alpeYly il

oxidative stress parameters and ceruloplasmin levels in patients
with severe preeclampsia

oY) J W saadl) elal) cliay e sis ceruloplasmin el giua s pauslil 505

Demir ME, et al.
Clin Ter 2013 Mar-Apr;164(2):83-e87.

Background: Oxidative stress is believed to have a role in the development of preeclampsia (PE). It is known
that an increased ceruloplasmin (CP) level is also associated with PE. The aim of this study was to investigate t
relationship between oxidative stress parameters and CP levels in patients with severe PE.

Patients and methodsSixty patients with severe PE and 60 healthy pregnant women were recruited to the study. All
study subjects were divided into 2 groups; group 1 (n=60) consisted of patients with severe PE, and group 2 (n=6
consisted of healthy pregnant subjects. Blood samples were obtained to measure CP, total antioxidant status and t
oxidant status from all subjects. Oxidative stress index was calculated.

Results Compared to group 2; group 1 had significantly higher CP, total oxidant status, oxidative stress index and

lower total antioxidant status levels (p<0.001, p<0.001, p=0.001, p=0.008, respectively). Serum CP levels wer
significantly correlated with oxidative stress index levels (r=0.385, p=0.002).
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Conclusion The present study demonstrated that both oxidative stress and CP levels increased in patients with PE,
and increased CP levels seem to be a consequence of oxidative stress.
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Amino acid profile index for early detection of endometrial
cancer: verification as a novel diagnostic marker

Ly layw 08 sSaal) Cidsl Aial) (hagand) Alla jrdia aladic
3y (il analgS 0) 90 asls saad)

lhatay, et al.
Int J Clin Onc 2013 May 23.

Background: Plasma amino acid profiles (PAAPs) vary in individual cancer patients, and it has been suggested

that they may be useful for early detection of several types of cancer. We evaluated the diagnostic performance of a
profile index for endometrial cancer composed of multiple plasma amino acids as a novel biomarker and compared

its diagnostic performance with that of CA125.

Methods. Plasma amino acid levels of 80 patients with endometrial cancer, 122 with benign gynecological diseases,
and 240 age- and body mass index-matched control subjects were measured using liquid chromatography and mas:
spectrometry. After univariate analysis, we applied a multiplex model based on the PAAP multivariate analysis to
distinguish patients with endometrial cancer from control subjects. We compared the diagnostic performance of the
multiple PAAP index (API) with that of CA125.

Results The levels of several plasma amino acids were significantly different in patients with endometrial cancer.

The area under the receiver operating characteristic curves (AUC) used to distinguish endometrial cancer patients
from control subjects was 0.94. The AUC for API was significantly larger than that for CA125 (P=0.0068). For the

same specificity of 98.3%, API showed a significantly higher sensitivity (60.0 %, 95% CI, 43.3-75.1) than that of

CA125 (22.5%, 95% CI, 10.1-38.5). In stage I cases, API showed significantly higher positivity than that of CA125
(P=0.0002).

Conclusions The sensitivity and disease specificity of API for early-stage detection of endometrial cancer was

superior to CA125. This novel plasma biomarker has the potential to become a diagnostic and screening marker for
endometrial cancer.
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Effects of short-term estradiol and norethindrone acetate treatment
on the breasts of normal postmenopausal women
Ol e norethindrone acetatey Jsalial 4a¥) §yuad dAalleal) il
O (ot g L lged) il i

ChengG, et al
Menopaus 2013 May;20(5):496-503.

objective : The aim of this study was to evaluate among postmenopausal women the effects of a 3-month treatme
with estradiol (E2) alone or in combination with norethindrone acetate (NA) on expression of hormone receptors an
proliferation in the breast as well as on lipids and climacteric symptoms.

Methods: Sixty healthy postmenopausal women were computer-randomized into two groups, with one group receiving
1 mg of E2 and the other group receiving 1 mg of E2 and 0.5 mg of NA daily for 12 weeks.Before and after treatmen
middle-needle biopsies were obtained for histology and investigation of the expression levels of estrogen recepto
(ERs; ER-a and ER-f), progesterone receptors (PRs; PR-A and PR-B), androgen receptor (AR), the proliferation

marker Ki67, and collagen. Climacteric symptoms were recorded, and serum was collected to measure lipoprote
levels.

Results: Fifty-six women finished the 12-week study. Proliferating cells (Ki67-positive) were very rare in all but a

few of the untreated women. There were proliferating cells in both E2- and E2/NA-treated groups; however, thes
were not widespread and limited to nests of cells that amounted to 2% of the total epithelial cells.Some of these ne:
were positive for human epithelial growth factor receptor 2. Treatments caused no marked changes in the expressi
of ER-a, ER-B, or AR. However, both treatments resulted in an increase in PR-A and PR-B expressions.The presence

of collagen was clearly associated with a mammographic diagnosis of dense breasts, but neither hormone treatm
affected breast density.Both E2 and E2/NA treatments were effective in relieving hot flashes and sweating without
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adverse effects on blood pressure, weight, and liver, kidney, and thyroid functions. A decrease in cholesterol, high-
density lipoprotein cholesterol, and low-density lipoprotein cholesterol was induced by E2/NA but not by E2.
Conclusions: This short-term prospective study shows that E2 and estrogen-progestogen treatment can up-regulate
PRs but do not significantly affect ERs, AR, proliferation, or breast density.
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thyroid function in infertile patients undergoing assisted reproduction
3o Lusal) Qladdd cuealild) 4y gadl) alard) ke die 48,01 dada gl

FumarolaA, et al.
Am J Reprod Immurid®2013 Mar 22.

Problem: Thyroid disease is one of the most common endocrine conditions affecting women during reproductive
age. A link between thyroid and assisted reproduction outcome is debated.

Method of study: Serum TSH levels, number and scoring of oocytes and embryos, and number of clinical pregnancies
were retrospectively recorded in 164 women undergoing assisted reproduction technologies (ART) at an University-
based fertility center, to evaluate the outcome of the first steps of assisted reproduction (ovarian stimulation, oocyte

pickup and fertilization, embryo transfer and implantation) in relation to thyroid function and autoimmunity.

Results No significant relationship was found between TSH and all parameters, except clinical pregnancy rate

(22.3% in TSH <2.5 group versus 8.9% in TSH >2.5 mUI/L group; P=0.045). No pregnancy occurred in women with
anti-thyroperoxidase autoantibodies, while pregnancy occurred in 23.9% of cycles without autoimmunity (P=0.02).
Conclusion Further studies must be conducted in order to shed light on the link between infertility and thyroid
dysfunction.
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Estrogen-related genome-based expression profiling study
of uterosacral ligaments in women with pelvic organ prolaps
Ajaal) Loaa)l) Aoy ¥ B cpag il Gglaiall Aygall juadl) s Aus
Lagal) placy) g eVl B eludl) sic

Moon YJ, et al
Int Urogynecold 2013 May 23.

Introduction and hypothesis: The aim of the study was to identify the differential expression of estrogen-related
genes that may be involved in the menopause and pelvic organ prolapse (POP) using microarray analysis.
Methods. An age, parity, and menopausal status-matched case-control study with 12 POP patients and 5 non-P(
patients was carried out. The study was conducted from January to December 2010 at Yonsei University, Severar
Hospital. We examined microarray gene expression profiles in uterosacral ligaments (USLs) from POP and non-

POP patients. Total RNA was extracted from USL samples to generate labeled cDNA, which was hybridized t«
microarrays and analyzed for the expression of 44,049 genes.

Results The data from the microarray analysis using more than a 1.5-fold change with p value <0.05 resulted in 14
upregulated genes and 87 downregulated genes. Of 59 genes identified to be associated with signal transduction and
transcription, 4 genes were chosen for qPCR that have been classified to be associated with estrogen. We found that

estrogen receptor-related receptor-o. (ERRa) was downregulated and that the expression of death-associated protein

kinase 2 (DAPK 2), signal-transducing adaptor protein-2 (STAP-2), and interleukin (IL)-15 were upregulated.
Conclusions We found four differentially expressed genes by microarray analysis that may account for the way in
which changes in estrogen level affect POP pathophysiology.
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Surgery
dalyall

Intramedullary spinal cord astrocytomas: the influence of localization
and tumor extension on resectability and functional outcome

Laiala o) giliilly Juatind) A6 o o) el daialy auags il ip LA A Leaadll Al gY)

ArdeshiriA, et al
Acta Neurochir (Wiep2013 May 23.

Background: Intramedullary spinal cord tumors (IMSCT) are rare lesions, ependymomas and astrocytomas being
the most common ones. Different studies have been published showing results of different treatment strategies as
extensive/ limited surgery, biopsy and adjuvant radiation therapy with regard to functional outcome and survival.
The present study was undertaken to analyse our series of surgically treated intramedullary astrocytomas in order to
identify factors with impact on functional outcome and resectability.

Methods: Over a period of 20 years, among 215 patients with IMSCT 22 patients with astrocytomas were identified

and enrolled into this analysis. Demographic data, clinical symptoms, localization and extension of the tumor, resection
rate as well as pre- and postoperative neurological status were obtained. Patients were followed-up clinically and by
MRI.

Results: Complete resection rate was higher in cervically located tumors (9 of 10) compared to non-cervical tumors
(7 of 12). Tumor extension (1-3 segments vs. > 3 segments involved) did not influence on the resection rate. Cervical

tumors showed a trend for better postoperative functional outcome than non-cervical lesions (3 of 10 cervical but 6
of 12 non-cervical tumors deteriorated postoperatively). In tumors extending more than 3 segments postoperative
worsening was significantly increased.

Conclusions: The present study shows a better resectability and functional outcome for cervically located
intramedullary astrocytomas. Tumors extending more than three segments deteriorated significantly. These findings

may help for decision-making process and treatment of these tumors.
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Surgical complications of gallbladder and the biliary
tree in the elderly patients

Lghiall 5 adlly gahiall Juasgall & Lalall cldiiiy)
Obenall uayall aic

Albores-de la Riva NXet al.
Rev Med Inst Mex Seguro S@013 Mar-Apr;51(2):204-11.

Background: The morbidity and mortality in surgery of gallbladder and biliary tract (SGBT) in the geriatric patient
define the prognostic. The aim was to describe the perioperative and immediate post-operative complications of the

geriatric patient undergoing SGBT.

Methods: A cross-sectional study with control group in patients older than 60 years was done. The patients wer
divided into two groups by age (I: 60-69 years angT0 years). The variables analyzed were morbidity, anesthetic
risk, type of surgery, perioperative and post-operative complications, conversion rate and length of hospital stay.
Results:Atotal of 236 patients were included: 65.2% were females with a mean age 68.5 years. Chronic cholelithiasi
accounted for 83% and laparoscopic cholecystectomy was the procedure most commonly performed (72.8%
Surgery was scheduled in 92% cases and urgently in 8%. In both groups, ASA rank was I-ll in 76.2% vs. 70.1%; th
conversion rate was 2.5%. Complications were 13.5%, of which 9.3% were postoperative and 4.2% of perioperativ
Complications were higher in emergency surgery than elective surgery (36.8% vs. 11.8%). The average hospital st
was 4.2 days and there was no mortality.

Conclusions:The age does not represent an increase in complications. The laparoscopic cholecystectomy is safe a
applicable in elderly. Complications presented were related to the urgent nature of the surgery.
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Predictors of early and late outcome after total arch replacement
for atherosclerotic aortic arch aneurysm
S Gasd! S Jlatu) cliles ) ) Alighg 8yl giliill 4y5u0) Jalgal)
AN ugd B sl dplail) ) o Alad

Nakamura K, et al.
Gen Thorac Cardiovasc Su2§13 May 23.

objectives: This study aimed to identify predictors of early and late outcome after total arch replacement (TAR) for
atherosclerotic aortic arch aneurysm.

Methods: TAR with separate arch vessel grafting and selective cerebral perfusion was performed in 130 patients.
The median age at operation was 72.9+6.1 years (57-86 years). Emergency operation was performed in 9 patients
(6.9%) and the frozen elephant trunk technique was used in 51 patients (39.2%).

Results: The in-hospital mortality rate was 3.8%. Chronic renal failure (CRF) was identified as an independent

predictor of in-hospital mortality (p=0.0001). Permanent neurological dysfunction occurred in nine patients (6.9%).
Clot or atheroma in the aneurysm (p=0.01) and the duration of selective cerebral perfusion (p=0.011) were identified

as independent predictors of permanent neurological dysfunction. Long-term survival rates were 82.0% at 3 years,
70.0% at 5 years, and 52.4% at 8 years postoperatively. CRF (p=0.0190), age (p=0.0147), and permanent neurological
dysfunction (p=0.0048) were identified as independent predictors of long-term mortality.

Conclusions: Prevention of permanent neurological dysfunction is crucial for long-term survival after TAR. Older
patients with renal dysfunction may have reduced long-term survival after TAR.
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Emergency surgery for acute diverticulitis:which operation?
faball JLAN talad) z el clgal) eylal Ldlay) da)al)

Tadlock MD, et al.
J Trauma Acute Care Su2§13 Jun;74(6):1385-91.

Background: The optimal surgical management of acute diverticulitis is still a controversial and unresolved issue.
While the Hartmann’s procedure (HP) is the most commonly performed operation, primary anastomosis (PA), witl
or without proximal diversion, has also been used with increasing frequency.

Methods: This is a National Surgical Quality Improvement Program database study including all patients requiring
emergency surgery for acute diverticulitis. Three operative approaches were analyzed: HP, colectomy with PA, ar
colectomy with PA with proximal diversion (PAPD). Mortality and postoperative outcomes were compared between
the three groups using a logistical regression model.

Results: There were 1,314 patients who required emergent operation for acute diverticulitis, 75.4% underwent HF
21.7% underwent PA, and 2.9% underwent PAPD. Thirty-day mortality was 7.3%, 4.6%, and 1.6% for HP, PA, anc
PAPD respectively (p=0.163), while surgical site infections occurred in 19.7%, 17.9%, and 13.2%, respectively
(p=0.59). After multivariable analysis adjusting for age, alcohol consumption, comorbidities, steroid use, preoperativ
laboratory values, hemorrhage at admission and laparoscopic surgery, the adjusted odds ratio for 30-day mortal
comparing PA with HP was 0.77 (95% confidence interval [CI], 0.38-1.56; p=0.465), 0.47 (95% CI, 0.06-3.74;
p=0.479) comparing PAPD with HP, and 1.62 (95% ClI, 0.19-13.78; p=0.658) comparing PA with PAPD. In addition,
the three groups did not have significantly different adjusted odds ratio for the development of surgical infectious
complications, acute kidney injury, cardiovascular incidents, or venous thromboembolism after surgery.
Conclusion: Resection and PA in patients undergoing an emergency operation for acute diverticulitis is a safe
alternative to the HP, with no significant difference in mortality or postoperative surgical site infections.
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Relationship between locations of rib defects and loss
of respiratory function

Londiil) Adagl) ()aBhg £3L&Y) g Cilaidagh (e ABMal)

Hatano A, et al.
Thorac Cardiovasc Su2p13 Apr 5.

objective: The present study elucidates the relationship between the locations of rib defects and loss of respiratory
function.

Methods: Ten sets of three-dimensional finite element models were produced from computed tomography data of

10 persons and categorized as normal type models. These models were modified by removing part of the ribs, and

the resultant models were categorized as defect type models. Varying the location of the defects, six types of defect
model were produced from each of the 10 normal models; the defects were made on the anterior-superior, anterior-
inferior, lateral-superior, lateral-inferior, posterior-superior, and posterior-inferior regions of the thorax. To simulate
respiration, contracture forces were applied to nonlinear springs modeling respiratory muscles for each of the normal
and defect models. Difference in volume of the thoracic cavity between inspiration and expiration phases was viewed
as the indicator of respiratory function and was defined as AV. The values of AV were compared between normal type

models and their corresponding defect type models.

Results: Among the six types of defect, the degree of functional loss was greatest with those defects on the lateral-
inferior part of the thorax, where AV of the affected side hemithorax drops to 38 to 45% of normal values, whereas

AV was 62 to 88% with other defect models.

Conclusion: Thoraces that have defects on their lateral-inferior regions present lower respiratory functioning than
thoraces with other defect locations. Hence, in treating clinical cases where defects are expected to occur in this
region, effort should be made to minimize the area of the defect.
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Pulmonary Diseases

Comparison of spirometric thresholds
in diagnosing smoking-related airflow obstruction

G Bhial) Llsgd) Glal) Sl (addn B (i) (ulla cilie 45

Bhatt SP, et al.
Thorax 2013 Mar 23.

Background: Diagnosis of chronic obstructive pulmonary disease is based on detection of airflow obstruction on
spirometry. There is no consensus regarding using a fixed threshold to define airflow obstruction versus using the

lower limit of normal (LLN) adjusted for age. We compared the accuracy and discrimination of the Global Initiative
for Chronic Obstructive Lung Disease (GOLD) recommended fixed ratio of forced expiratory volume in the first
second/forced vital capacity<0.70 with LLN in diagnosing smoking-related airflow obstruction using CT-defined
emphysema and gas trapping as the disease gold standard.

Methods: Data from a large multicentre study (COPDGene), which included current and former smokers (age rang
45-80 years) with and without airflow obstruction, were analysed. Concordance between spirometric thresholds was
measured. The accuracy of the thresholds in diagnosing emphysema and gas trapping was assessed using quantit
CT as gold standard.

Results: 7743 subjects were included. There was very good agreement between the two spirometric cutoffs (k=0.85;

95% CI 0.83 to 0.86, p<0.001). 7.3% were discordant. Subjects with airflow obstruction by fixed ratio only had a

greater degree of emphysema (4.1% versus 1.2%, p<0.001) and gas trapping (19.8% vs 7.5%, p<0.001) than th
positive by LLN only, and also smoking controls without airflow obstruction (4.1% vs 1.9% and 19.8% vs 10.9%,
respectively, p<0.001). On follow-up, the fixed ratio only group had more exacerbations than smoking controls.
Conclusions: Compared with the fixed ratio, the use of LLN fails to identify a number of patients with significant
pulmonary pathology and respiratory morbidity.
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Effect of addition of clopidogrel to aspirin on stroke incidence
gl digaa e aspirin 3 A clopidogrel 4dla) ik

Palacio S, et al.
Int J Stroke 2013 May 22.

Background: It remains controversial whether dual antiplatelet therapy reduces stroke more than aspirin alone.

AIM: We aimed to assess the effects of adding clopidogrel to aspirin on the occurrence of stroke and major haemorrhage
in patients with vascular disease.

Methods: Meta-analysis of published randomized trials comparing the combination of clopidogrel and aspirin vs.
aspirin alone that reported stroke and major bleeding.

Results: Thirteen randomized trials were included with a total of 90433 participants (mean age 63 years; 63%

male) with a mean follow-up of 1.0 years and 2011 strokes. Stroke was reduced 19% by dual antiplatelet therapy
(odds ratio =0.81, 95% confidence interval 0.74-0.89) with no evidence of heterogeneity of effect across different

trial populations @index = 5%, P=0.4 for heterogeneity). Dual antiplatelet therapy reduced ischemic stroke by 23%

(odds ratio=0.77; 95% confidence interval 0.70-0.85); there was a nonsignificant 12% increase in intracerebral
haemorrhage (odds ratio = 1.12, 95% confidence interval 0.86-1.46). Among 1930 participants with recent (<30 days)

brain ischemia from four trials, stroke was reduced by 33% (odds ratio =0.67, 95% confidence interval 0.46-0.97) by

dual antiplatelet therapy vs. aspirin alone. The risk of major bleeding was increased by 40% (odds ratio = 1.40, 95%

confidence interval 1.26-1.55) by dual antiplatelet therapy.

Conclusions: This meta-analysis demonstrates a substantial relative risk reduction in stroke by clopidogrel plus
aspirin vs. aspirin alone that is consistent across different trial cohorts. Major haemorrhage is increased by dual
antiplatelet therapy.
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Increased prevalence of sleep-disordered breathing
in Friedreich ataxia

Friedreich gy c¥la 3 asilly Aagiall (el cilada) LA 5aly)

Corben LA, et al.
Neurology 2013 May 22.

objectives: We sought to document the prevalence and nature of sleep-disordered breathing (SDB) in individual
with Friedreich ataxia (FRDA) as well as establish the relationship, if any, between SDB and clinical parameters ¢
FRDA.

Methods: Eighty-two individuals with FRDA were administered the Epworth Sleepiness Scale on an annual basis
for up to 3 years. Individuals were referred for a sleep study if they had an Epworth Sleepiness ScBestae

clinical symptoms suggestive of SDB.

Results: From this cohort, 21 individuals underwent a sleep study and 17 were diagnosed with obstructive slee|
apnea syndrome, giving a minimum prevalence of 21%, which is greater than that found in the general populatic
(3%-7%). Moreover, the presence of obstructive sleep apnea was significantly correlated with the duration of disease

and clinical severity of FRDA.

Conclusion: It is recommended that individuals with FRDA undergo regular screening for obstructive sleep apnea tc
identify the need for a sleep study and subsequent treatment if SDB is diagnosed.

s3a u ADle 25a 5 Mt (Friedreich) gy min ubad) xie SDB a5l ddadijall (uiiil) cilihlaal daphy Hlil 35 sdiagl) cdaa
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Cardiovascular Diseases

e Al ()Y

Epicardial adipose tissue volume and adipocytokine imbalance
are strongly linked to human coronary atherosclerosis
OOl asey gy 9alil) sl gacadl) ana cyas ARl A8l
) sie LY Ao ) (b ganant) clatlly Lpaadd) clisgiad)

Shimabukuro M, et al.
Arterioscler Thromb Vasc Bid013 Mar 7.

objective: The impact of epicardial adipose tissue (EAT) over abdominal or overall adiposity on coronary artery
disease (CAD) is currently unknown. We compared the association among EAT volume (EATV), cytokine/
adipocytokine profiles in EAT and subcutaneous fat, and atherogenic CAD. Approach and Results-Paired samples

were obtained from EAT and subcutaneous adipose tissue during elective cardiac surgery for CAD (n=50) or
non-CAD (n=50). EATV was the sum of cross-sectional EAT areas, and visceral and subcutaneous fat areas were
determined at the umbilicus level on computed tomography scans GTBBLc, and CD206cells were counted

using immunohistochemical staining. Cytokine/adipocytokine expression was evaluated using quantitative real-time
polymerase chain reaction. Multivariate analysis indicated that male sex, age, diabetes mellitus, high triglycerides, and
low high-density lipoprotein, and EATV index (EATV/body surface ared@/rafpwere significant CAD predictors
(corrected R=0.401; P<0.001); visceral fat area, hypertension, smoking, low-density lipoprotein (140 mg/dL [3.63
mmol/L]) or statin use were not predictors. The EATV index positively correlated with the*@D6& D11t cell

numbers and nucleotide-binding domain, leucine-rich-containing family, pyrin domain-containing-3, interleukin-
1B, and interleukin-1R expression; and negatively correlated with adiponectin expression in EAT. A multivariate

analysis model, including CD6&8e¢lls and interleukin-1p, and adiponectin expression in EAT strongly predicted

CAD (corrected R=0.756; P<0.001).

Conclusions:EATV and macrophage and cytokine/adipocytokine signals in EAT strongly correlated with CAD. Our
findings suggest that EATV and adipocytokine imbalance are strongly linked to human coronary atherosclerosis.

cealy e ALY Gyl (bl 8 Aaladl ladl S dilad) d3lad) Cadlay EAT (550l canitll sl dsaly o3 j5all o Lo sduand) Cisa
(&5l el zpntl) 8 Apen ) U Gianall /LS Sl il sne ¢gy5all) anl) ol ama o G Ajlie Al o34 8 5 ey
Aall it et gaailly ()50l sl ansill (e lill 3805 Apliall Cass Bapanll 34l sall LUISY) byl (alyly Alad) il aaill
gl ana Jadi L (Uls 50) ALY bl el e <Ny (Alls 50) LLISY! Gulall byl cVlal 4ulaiy) Ll clalall Dl
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Impact of copeptin on diagnosis, risk stratification, and intermediate-term prognosis
of acute coronary syndromes

Balall 0001 cilajdliall 8 baaugiall saall o JIAY1g 8 shal) yaat (aidddl) e copeptin il

Afzali D, et al.
Clin Res Cardiok013 May 23.

Background: The aim of the current study was to evaluate the diagnostic and intermediate-term prognostic impac
of C-terminal portion of provasopressin (copeptin) in combination with troponin |.

Methods: In this prospective single-center study we recruited a total of 230 unselected patients with suspected rece
acute coronary syndrome (ACS) presenting consecutively at our chest pain yonifrd and copeptin levels

were determined at presentation and after 3-6 h. Follow-up was performed after 180 days.

Results: Acute myocardial infarction (AMI) was the final diagnosis in 107 patients (STEMI: 24, NSTEMI: 83). The

median copeptin level was significantly higher in patients having AMI than in those without (20.83 vs. 12.2 pmol/L,
p<0.0001). Atroponin I level <0.04 ng/mL in combination with copeptin <14 pmol/L at admission ruled out AMI with
an negative predictive value (NPV) of 97.3%. p=0.0045 for the added value of copeptin to troponin |. Kaplan-Meiel
analysis showed that copeptin levels above the diagnostic cut-off were associated with an elevated intermedia
term (180 days) mortality (p=0.019), while no patient with copeptin values below the cut-off died. Univariate Cox
regression analysis identified copeptin as strong predictor of intermediate-term mortality (HR 4.28, 95% CI 1.58-

11.6, p=0.004). The predictive performance for prediction of 180-day mortality was significantly better if copeptin

was included (C-index of 0.80) compared with that of troponin alone (C-index 0.78, p=0.01 for the added value o
copeptin to troponin 1).

Conclusions:Additional assessment of copeptin allows a rapid and reliable exclusion of AMI and improves diagnostic
accuracy in myocardial ischemia. This study showed for the first time that copeptin provides valuable predictive
information for risk stratification and intermediate-term outcome in ACS patients.

PrOVaSOPresSifua s il dalls ¢y C aledl dakuil lacssiall (s al) e (5315 oomsdiil) )y ) Gl s yal) Cangs s aad) Ll
| Oiss A ae AS,L5IL (COpeptin)

Isaaly 8 Gl ACS 33la LIS £ailiar @l sl plida e Lingpe 230 gppacs 3Sal my Gulifivsal) 2yl o8 b o5 tciagl) g
180 2 dajliall sha) &5 . clelu 6-3 gy Allall jalss xic cOpepting | Gsises il Gilisiue a3 & L gyam Al &8 Gl Kpe
g

-
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Gastroenterology

dangll Ll yeY

non-invasive ultrasound-based diagnosis and staging
of esophageal varices in liver cirrhosis

Lol e Atgall 68 zlsad) Al o alaeWl ) aadd pdaje o) pall Algd Alaja andy (anduds

Bintintan A, et al.
Med Ultrason 2013 Jun;15(2):116-124.

Introduction: Endoscopic surveilance of esophageal varices in patients with liver cirrhosis is expensive for the
health system and uncomfortable for the patients. Recently, non-invasive ultrasound-based parameters seem to offer
valuable informations about the status of esophaeal varices and thus challenge the need for repetitive endoscopic
monitoring.

Materials and methods:We have performed a systematic review of the literature published in PubMed from January
2000 until March 2012 over the role of ultrasound-based parameters on the evaluation of esophageal varices in
patients with liver cirrhosis.

Results: Eleven papers studied the role of gray-scale and Doppler ultrasound and two further studies analyzed the
relationship between liver stiffness and staging of esophageal varices. The parameters that proved to be valuable for
diagnosis of esophageal varices and reached statistcal significance were: diameter of the spleen >15 cm, congestion

index of the portal veir0.154 cm X sec, portal hypertensive ind&x08, liver stiffness43.97 kPa, portal vein
diameter<13 mm, renal artery resistance indgx 0.7 and development of hew porto-systemic collaterals. Other
parameters such as: pattern of hepatic venous waveforms or flow parameters of the hepatic or splenic veins did not

reach statistical significance.

Conclusion: Altough esophagogastroduodenoscopy remains the golden standard, there are some ultrasound-based
parameters which, used within complex algorithms, may represent a viable alternative for the diagnosis and surveilance
of esophageal varices in patients with liver cirrhosis.

canall e e 435S oo Bdke Anaal) Aulial) AUl WSa Fha) il DA (e 2SI gali pmge die gyl g3 2af iy thatia
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Endoscopic eradication therapy for mucosal neoplasia in Barrett’'s esophagus
ol g0 ¥l B Lhaldal) cfpliill jdaiitly Juatinly dadlaal)

Dunbar KB.
Curr Opin Gastroenter@013 May 22.

Purpose of review:Endoscopic eradication therapy is frequently used to treat dysplasia and early cancers in Barrett*
esophagus. This review addresses some of the recent developments in the field of endoscopic eradication therapy for
Barrett's esophagus.

Recent findings: Data on the effectiveness of Barrett's esophagus ablation programs have been published recentl
with excellent results for dysplasia eradication. Studies describing long-term results have shed light on the durabilit
of endoscopic ablation, with recurrence of Barrett’s esophagus and neoplasia seen in some cases, particularly
the gastroesophageal junction. Risk factors for failed ablation include longer Barrett's esophagus segments al
persistent gastroesophageal reflux. New developments include studies combining radiofrequency ablation (RFA)

and endoscopic mucosal resection into a single endoscopic session, endoscopic submucosal dissection for Barre
esophagus neoplasia, and a simplified RFA algorithm. New data on the cost-effectiveness of RFA have also been
published, suggesting that RFA is cost-effective for both high-grade and low-grade dysplasia, but not for nondysplast
Barrett's esophagus. A systematic review has shown that lymph node metastases are rare (~2%) with intramuco
adenocarcinoma, supporting the use of endoscopic eradication for that lesion.

Summary: Research and clinical experience with the endoscopic therapies for Barrett’s esophagus continue to gro
Proper patient selection and technique are critical for ensuring a good outcome. Endoscopic surveillance after any
the ablative therapies still appears to be necessary.

(Barretts) <l (e s 3 5SU il ol sl e Vs 8 lsie JSE bl e Jlaiul £0lal) pasi tAaaliall Ciaa
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Endocrinology
axall 2220} jialyal

The diagnostic value of parathyroid hormone washout after fine-needle aspiration
of suspicious cervical lesions in patients with hyperparathyroidism
FNA Aad)l 8,50 8La Jilw 8 PtH  Gual clhla gsan cligical Luadliil) dedl)
Gl chla blis h@ e e

Abdelghani R, et al.
Laryngoscop@013 Apr 2.

objectives/hypothesis: We aimed to study the diagnostic value of parathyroid hormone (PTH) concentration in the
needle washout of fine-needle aspiration (FNA) compared to cytology of suspicious lesions suggestive of culprit
parathyroid glands in patients with recurrent or persistent primary hyperparathyroidism (PHPT).

Study design:Retrospective review.

Methods: Patients with recurrent or persistent PHPT, who were referred to one surgeon and underwent FNA of the
culprit parathyroid lesion preoperatively, were included in this study. All patients underwent comprehensive neck
ultrasound, and suspicious lesions underwent ultrasound-guided FNA by the same surgeon. The aspiration cytology
was read by a single dedicated cytopathologist blinded to the PTH washout results. A positive cutoff value for PTH
washout concentration was defined as superior to serum PTH level obtained at the same time. The final diagnosis

after reoperative surgery was confirmed by the same cytopathologist.

Results: Twenty-four consecutive patients were included. The mean serum PTH and calcium were 111.5+106.25
pg/mL (normal: 15-65 pg/mL) and 10.8+0.5 mg/dL (normal: 8.6-10.2 mg/dL), respectively. Twenty-two patients
(91.6%) had elevated PTH washout concentrations with a positive predictive value (PPV) of 100%. Cytopathology
was successful in confirming parathyroid tissue only in seven patients (29%). An adenoma was identified in 19

patients (79.1%); however, five patients (20.8%) were found to have multiglandular disease.

Conclusions: An elevated PTH washout concentration can help identify culprit parathyroid gland lesions with a
high PPV in patients requiring reoperative parathyroid surgery. This diagnostic technique allows for targeted surgical
approach in reoperative settings, especially in patients with negative preoperative sestamibi scans.

FNA el 550 Gl 4als) Jile 3 PTH @l cbla e 581 duai i) Laill 4y ) o) 13a Cangy réhuad) duajby cisa
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Rheumatology And orthopedics

aUsal) (el gl (palyed)

A subgroup of juvenile idiopathic arthritis patients who respond well
to methotrexate are identified by the serum biomarker MRP8/14 protein
Baad) Alata) @ uad) Jgga (add) Jualiall QUi dase (10 Al Asganall yaas
Jaall 4 MRP8/14 Asignll goall anlgll e methotrexate s dadlaall

Moncrieffe H, et al.
Rheumatology (Oxfordp013 Apr 25.

objectives: In JIA there is an unmet need for biomarkers with which to identify patients who will respond well to
MTX. The aim of this study was to define the prognostic value of baseline serum proteins and clinical variables in
response to MTX to help inform the clinician at time of diagnosis whether the patient is likely to respond well to
MTX.

Methods: JIA patients were recruited into the Childhood Arthritis Response to Medication Study (CHARMS). Clinical
data and venous blood were collected before administration of MTX and at follow-up. MRP8/14 and inflammatory
cytokines were measured by ELISA and multiplex immunoassay, respectively. CRP and ESR were measured as p
of routine clinical assessment. To explore which baseline factors might predict successful treatment, binary logisti
regression models were fitted for outcome.

Results:High disease activity (high serum MRP8/14, active joint count or physician’s score) pre-MTX was observed
in a subgroup of patients with a better response to therapy. In a multivariable analysis, after accounting for MRP8/14
baseline, no other factors were independently significantly associated with outcome. Patients with baseline MRP8/14

<3000 ng/ml were more likely to respond to MTX at ACR50 or better: odds ratio 16.07 (95% CI 2.00, 129.3).
Conclusion:We have demonstrated that high levels of baseline serum MRP8/14 have prognostic value in predicting
subgroup of patients whose arthritis will improve on MTX. Routine collection of serum prior to the start of medication
would be a valuable step in collaborative validation of such biomarkers.
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Efficacy and limitations of pulse cyclophosphamide therapy
in polymyositis and dermatomyositis
cyclophosphamidealadial; duaul) dadlaal) duygasag dlled
cBlaadly alal) Glgally apel) cBlaal) Gilgdl) ¥l 8

NagappaM, et al
J Clin Neuromuscul 3i2013 Jun;14(4):161-168.

objectives: To assess the therapeutic response of intravenous (IV) pulse cyclophosphamide therapy in polymyositis
and dermatomyositis.

Methods: Data of 9 patients (M:F=2:7) who received IV pulse cyclophosphamide therapy were retrospectively
analyzed.

Results The mean symptom duration was 11.33+10.6 months (range, 2-34 months). The cohort comprised (1)
primary idiopathic polymyositis (n=1), (2) primary idiopathic dermatomyositis (n=1), (3) childhood type associated
with vasculitis (n=1), and (4) associated with collagen vascular disease (n=6). All patients improved and became
clinically asymptomatic after a mean period of 12.33£6.5 months (range, 4-24 months); 5 remained asymptomatic
at the end of a median follow-up period of 22 months. All patients received concomitant steroid therapy, and in 6,
steroids could be tapered after the initiation of IV pulse cyclophosphamide therapy.

Conclusions In this cohort of polymyositis/dermatomyositis, treatment with 1V pulse cyclophosphamide was
associated with improvement; the therapeutic response was sustained in majority of the patients.

sl Glgilly yaall EBlaall Gl @Y & cyclophosphamide dicaall sl dallaall 4adlall Llaiu) audi tdagl) Ciw

LDl

3 Al agyell Asllaall Vgaiad (7:2 sl Gl 683 Do) (mye 9 3ailadl llall waly st opa) Auhall 028 4 & ) gk
.cyclophosphamide
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Hematology And oncology
D)l adll syl

thrombocytosis has a negative prognostic value in lung cancer
A olaw el gﬁ g.ﬁu w\u\ rdias 34..‘9.«&3\ Glasdial) dlaxd 3ab)

Maréz A, et al.
Anticancer Re2013 Apr;33(4):1725-9.

Background: Solid tumours have worse prognosis when associated with thrombocytosis. Our study assessed tf
prognostic value of thrombocytosis, and its relation with smoking habits in lung cancer.

Patients and methodsA total of 398 patients were operated on then divided into two groups, those with normal
platelet counts (n=312), and those with thrombocytosis (h=86); 348 out of 398 patients had data for smoking habi
(99 non-smokers, 249 smokers).

Results: The frequency of thrombocytosis was 18.6%, 19.3%, 27.5 and 28.6% in patients with tumor stages | tc
IV, respectively. Thrombocytosis appeared most frequently in patients with squamous cell lung cancer, and amor
smokers. The overall 5-year survival was worse in patients with thrombocytosis (p<0.001). By uni- and multivariate
analyses, platelet count, and T and N status were found to be independent prognostic factors.

Conclusion: Our study indicates that the presence of perioperative thrombocytosis in patients undergoing surger:
should be considered as an independent prognostic factor of poor survival, and should be taken into account in reg
to therapy.

8ol Ay Al s Auall o3 & s A gedl) ilaiiall slaxd 50k ae (3855 Ladie Teud L Abiall oY) e ag) Ldla
Al laye s 8 il Clalay Lile s culagiiall sl
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using polymerase chain reaction to human papillomavirus
in oral and pharyngolaryngeal carcinomas

Agaiad) Agasalal it pedly all) il B A pdid) Agapaglal) g i) o Spsadsal) Alades Jo il (Gaakas

Alvarez Alvarez |, et al.
Am J Otolaryngoll997 Nov-Dec;18(6):375-81.

Purpose:Increasingly, evidence has shown that human papillomavirus (HPV) plays a role in the induction of certain
carcinomas. The presence of HPV sequences in 56 previously untreated oral and pharyngolaryngeal carcinomas was
examined by the polymerase chain reaction (PCR).

Materials and methods:After DNA extraction, samples underwent 40 replication cycles with specific oligonucleotide

primers corresponding to sequences from the E6 open-reading frame of HPV-6b, HPV-16, and HPV-18. To determine
the E6 genomic integration, positive samples were processed with specific primers for the corresponding HPV L1

genes. Genomic HPV DNA clones into PBR 322 was used as positive control.

Results: HPV E6 DNA of the 6b and 16 types was detected in 14 patients (25%). The L1 gene was not present.
Conclusion: Detected HPV E6 DNA might be integrated into the cell genome in the positive cases as indicated by the
absence of the L1 gene-coding for the viral capside. Histological and survival rates, were unrelated to the presence
of HPV.

o L Ane Gl sk it 8 Ll s caali HPV Gad) Gaegaall cilug il ol afie IS0 JIVa ol 61 siagd) Cion
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ol a3 EB S )sall JWaY) 3083 dyg HPV-185 HPV-6b cHPV-16 Ayl e saglall il il E6 gl (pa 53 5alal) clyltisall
WL PBR322 () HPV (s 5uill a5l skl s cilabictind aladid 23 HPV L1 <l sal 8l ge de g5 o505 sl dlasy) ilisal)
Basase 0S5 Al L1 & sal) Wl (%625) Liaye 14 3ic 165 6b Gulaaill HPV E6 (g il Lo (oS 5 1l
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urology And nephrology
sl Slealls LISY aald]

Significant independent predictors of vitamin D deficiency
in inpatients and outpatients of a nephrology unit

LY el anid A Adal) B oplglally Gmasladl el sis D Gualidl) sad dalgd) Aliiaal) 4ysl) Jalgal)

Bentli R, et al
Int J Endocrinb2013;2013:237869.

Aims: Kidney disease was found to be a major risk factor for vitamin D deficiency in a population study of patients
hospitalized. The aims of the study were to describe the prevalence of vitamin D deficiency inpatients and outpatients

in a nephrology department during fall and to evaluate effect of assessing serum 25-hydroxyvitamin D (25(OH)D)
levels and previous supplementation of cholecalciferol on vitamin D status.
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Methods. We studied 280 subjects in total, between October and January. The subjects were recruited from th
following two groups: (a) inpatients and (b) outpatients in nephrology unit. We examined previous documentary
evidence of vitamin D supplementation of the patients.

Results The prevalence of vitamin D deficiency among these 280 patients was 62,1% (174 patients). Fifty-three

patients (18.9%) had severe vitamin D deficiency, 121 patients (43.2%) moderate vitamin D deficiency, and 66 patients

(23.6%) vitamin D insufficiency. In logistic regression analysis female gender, not having vitamin D supplementation

history, low serum albumin, and low blood urea nitrogen levels were significant independent predictors of vitamin D
deficiency while no association of vitamin D deficiency with diabetes mellitus, serum creatinine, eGFR, and being
hospitalized was found.

Conclusion Vitamin D deficiency, seems to be an important problem in both inpatients and outpatients of nephrology.
Monitoring serum 25(OH)D concentrations regularly and replacement of vitamin D are important. Women in Turkey
are at more risk of deficiency and may therefore need to consume higher doses of vitamin D.
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Psychiatry

ouiil] ball

Efficacy of second generation antipsychotics in treating
acute mixed episodes in bipolar disorder
bl AU Gl G Balad) ddalidal) Gigil) Apdlaa & GLA cilaliaa e (ALY Jaad) Adlad

Muralidharark, et al
J Affect Disod 2013 Jun 1.

Background: The literature on the treatment mixed episodes in Bipolar Disorder [BD] is sparse. Second generatiot
antipsychotics [SGA] have documented efficacy in mania, but not mixed episodes. The objective of this meta-
analysis was to ascertain the efficacy of SGA, either as mono- and/or adjunctive therapy, in the treatment of acute
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mixed episodes of BD, compared to placebo.

Methods: A MEDLINE search for English language publications of randomized controlled trials [RCTs] comparing
SGA with placebo in the treatment of an acute manic/mixed episode of BD, during the period 1990-2012, was
performed using the terms ‘atypical antipsychotics’, ‘SGA, ‘mixed episodes’, ‘dysphoric mania’ and each SGA
independently. 9 RCTs reporting data on 1289 mixed episode patients treated with aripiprazole, asenapine, olanzapine,
paliperidone-ER, risperidone, and ziprasidone, either as monotherapy or as adjunctive therapy, versus placebo, for
3-6 weeks, were included in the meta-analysis. We extracted data on the number of patients, SGA, duration of study
and mean change in mania and depression scores from baseline to endpoint. Standardized mean difference betwee
SGA and placebo for the mean baseline-to-endpoint change in mania and depression rating scores was calculated
with a 95% confidence limit.

Results:SGA, either alone or in combination with mood stabilizers, had superior efficacy in treating manic symptoms

of mixed episodes compared to placebo (-0.41, 95% CI -0.53, -0.30; overall effect p<0.00001). SGA were equally
effective for manic symptoms in mixed episodes and pure mania (p=0.99). SGA had superior efficacy in treating
depressive symptoms of mixed episodes (-0.30, 95% CI -0.47, -0.13; p<0.001) compared to placebo in two trials
reporting this information.

Limitations: Thirteen relevant studies could not be included as data for mixed-episodes were not presented
separately.

Conclusions: SGA are effective in treating acute mixed episodes of BD, with predominant manic symptoms. Their
efficacy in treating depressed mixed episodes remains unclear.
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Anaesthesia And Intensive Care Medicine
@Sfd\ Z\ﬁub ﬁaﬂ\

Risk factors for postoperative mortality and morbidities in emergency surgeries
Ldlany) cilahal) 8 ddeal) any clidglly dualpall 3 5kl Jalge

Matsuyama T, et al.
JAnesth2013 May 23.

Background: Emergency surgery itself induces high risk for postoperative mortality and morbidities; however,
it remains unknown which concomitant pathological conditions of emergency surgeries are causative factors ¢
deteriorating outcomes. This study examined the causal factors of postoperative mortality and morbidity in cases
emergency surgery.

Methods: Patients undergoing emergency surgery from January to December 2007 were enrolled in this retrospectiy
cohort study. Causal relationships were analyzed by stepwise multivariate logistic regression analysis betwee
possible independent factors (sex, age, kind of surgical department, timing of surgery, duration of surgery, bloo
transfusion, deteriorated consciousness level, shock state, abnormal coagulate state, and history of hypertensi
diabetes, ischemic heart disease, chronic obstructive pulmonary disease, renal failure, and anemia) and postopera
mortality or morbidities (failure of removal of tracheal tube after operation, tracheotomy, cerebral infarction, massive
hemorrhage, severe hypotension, severe hypoxemia, and severe arrhythmia during or after surgery).

Results: Shock, deteriorated consciousness level, chronic obstructive lung disease, and ischemic heart disease w
significant risk factors for mortality (OR 14.2, 7.9, 6.4, and 3.8, respectively), and deteriorated consciousness level,

blood transfusion, shock, chronic obstructive lung disease, diabetes, cardiovascular surgery, and operation long
than 2 h were significant risk factors for morbidity (OR 19.1, 3.3, 3.0, 2.5, 2.4, 2.4, and 1.8, respectively).

Conclusion: State of shock, deteriorated consciousness level, chronic obstructive lung disease, ischemic hea
disease, hemorrhage requiring blood transfusion, age over 80 years, cardiovascular surgery, surgeries at night, :
surgeries of duration more than 2 h cause patients to be strongly susceptible to postoperative mortality or morbidi
in emergency surgeries.
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otorhinolaryngology
syaially oVl N1 Lalyl

Quadrupedal head position enhances recovery from chronic maxillary sinusitis
Oarall S8 qual) Glgdl) Alla i o selud Ja¥) clely) sis Gull dadag

Xiong M, et al.
Am J Otolaryngb2013 May 31.

objectives: The position of human maxillary ostia is high on their superomedial walls, which may be
suboptimal for ntral drainage. Human maxillary sinuses exhibit better passive drainage through their
ostia when tilted anteriorly to mimic a quadrupedal head position. We all know that sufficient drainage is

very important for the treatment of chronic rhinosinusitis (CRS). Chronic maxillary sinusitis (CMS) is the
high incidence of CRS. The aim of this study was to investigate the efficacy of quadrupedal head position

in patients with CMS.

Methods: One hundred six patients diagnosed with CMS were enrolled. Patients were randomized to
guadrupedal head position group and non-quadrupedal head position group for 6 weeks of treatment.
Treatment outcomes were measured using 1) Lund-Mackay scoring system of pre-and post-treatment
computer tomography (CT); and 2) Sinonasal Quality-of-Life (QoL) Survey completed at baseline and 6
weeks of therapy.

Results: There were statistically significant differences in QoL scores and CT scores between quadrupedal

head position group and non-quadrupedal head position group. The quadrupedal head position group had
much more improvements in QoL scores and CT scores than that of non-quadrupedal head position group.
One patient in the quadrupedal head position group required functional endoscopic sinus surgery (ESS) due
to persistent symptoms, and nine patients in non-quadrupedal head position group needed ESS. There wer:
less patients that required ESS in the quadrupedal head position group than in the non-quadrupedal heac
position group.

Conclusions:The improvements of QoL scores and CT scores were significantly better in the quadrupedal

head position group than that in the non-quadrupedal head position group. Quadrupedal head position can
be valuable adjuvant therapy for patients with CMS.
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ophthalmology
el al Y|

Quantification of retinal pigment epithelium tear area
in age-related macular degeneration

anlly Jagiyal) AR (S Vs 8 A Lunal) ASul) )lgha B (gl Ll

Clemens R, et al.
Retira2013 Jun 5.

Purpose To compare different quantification tools based on confocal scanning laser ophthalmoscopy for assessment

of retinal pigment epithelium (RPE) tear area size.

Methods: Confocal scanning laser ophthalmoscopy fundus autofluorescence (FAF) and near-infrared reflectance (IR)

images were retrospectively evaluated in 23 patients with RPE tear after intravitreal injection for pigment epitheliun
detachment due to exudative age-related macular degeneration at baseline and additionally in 11 patients after 5.1+
months of follow-up.Retinal pigment epithelium tear area was measured by three independent readers using thr
methods manually on confocal scanning laser ophthalmoscopy FAF images, manually on confocal scanning las
ophthalmoscopy IR images, and using FAF-based semiautomated software.

Results Confidence intervals were 0.08 and 0.12 for FAF, 0.11 and 0.09 for FAF-based semiautomated software,

and 0.25 and 0.27 for IR for intraobserver (Reader 1) and interobserver agreements (Readers 1 and 2), respectiv
The average values of the square errors of the quantification methods were 0.040+0.033 mm (FAF), 0.0354+0.060

mm (software), and 0.187+0.219 mm (IR).Mean area of RPE tears at baseline given as the average measurem
of all 3 readers using FAF-based semiautomated software was 5.77+4.62 mm (range, 0.13-14.74 mm). Follow-L
measurements of unilobular RPE tears (8 patients) showed no change in lesion area size (0.14+0.33 mm); in contr:
multilobular RPE tears (3 patients) showed a progression in lesion area size of 1.80£0.74 mm.

Conclusion Manual FAF-based and semiautomated FAF-based quantifications of RPE tear area are accurate and
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reproducible and superior to manual IR-based measurement. Retinal pigment epithelium tear area quantification is
clinically relevant regarding further intravitreal treatment, particularly in multilobular RPE tears.
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Dermatology
alall al e

A pilot study of 1% pimecrolimus cream for the treatment of childhood segmental vitiligo
(%1) pimecrolimus aiS aladiul Jga 4al) )
JUkY) se adadl) Gled) c¥la dallaa B

Shim WH, et al
Ann Dermatd 2013 May;25(2):168-72.

Background: There is as yet no effective and safe treatment for vitiligo. One percent pimecrolimus cream, a topical
calcineurin inhibitor, has been tried for the treatment of vitiligo, with its therapeutic efficacy having mostly been

reported in non-segmental vitiligo. However, questions about the therapeutic efficacy of 1% pimecrolimus cream

have remained unanswered regarding segmental vitiligo.

objective : The aim of this study was to study the therapeutic efficacy and safety of 1% pimecrolimus cream for
segmental childhood vitiligo.

Methods: Nine childhood patients with segmental vitiligo were treated with 1% pimecrolimus cream twice daily for
three months, after which good responders were scheduled to continue with the 1% pimecrolimus cream monotherapy.
The efficacy and safety of this treatment were determined by the levels of repigmentation, initial response time and

the presence of adverse events including burning, dryness, stinging and itching.
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Results Four of nine patients achieved mild to moderate responses after three months of treatment and thus continu
with treatment. Among these four patients, three achieved an excellent response and one patient achieved a mode
response, with a mean treatment duration of 7.3 months. Transient local burning sensation was the most comm
adverse event. In comparison with the patients with poor response, those patients with good response showe
shorter disease duration (8.5£10.5 mo vs. 13.4+10.1 mo), more frequent facial involvement (4/4 patients vs. 3/
patients) and earlier initial response after treatment (1.0£0.0 mo vs. 2.0+1.0 mo).

Conclusion This study suggests that 1% pimecrolimus cream is an effective and well-tolerated treatment for
segmental childhood vitiligo.
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