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The Security and Privacy in Health Care

The security and privacy of health information is an issue of growing importance for patients and their families,
health care providers and professionals, and the government.

The current trend toward digitizing healthcare workflows and moving to electronic patient records has seen a
paradigm shift in the healthcare industry. The quantity of clinical data that are available electronically will be then
dramatically increased in terms of complexity, diversity and timeliness, resulting what is known as big data. Driven
by mandatory requirements and the potential to improve care, save lives and lower costs, big data hold the promise
of supporting a wide range of unprecedented opportunities and use cases, including these key examples: clinical
decision support, health insurance, disease surveillance, population health management, adverse events monitoring,
and treatment optimization for diseases affecting multiple organ systems.

The adoption of digital patient records, increased regulation, provider consolidation and the increasing need for
information exchange between patients, providers and payers, all point towards the need for better information
security.

Privacy is a dominant principle of the patient—physician relationship. Patient is required to share information
with his physician to facilitate correct diagnosis and treatment, and to avoid adverse drug interactions. However,
patients may reject to disclose important information such as psychiatric behavior and HIV, because that may lead to
social stigma and discrimination. Over time, a patient’s medical record accumulates significant personal information
including identification, history of medical diagnosis, digital executions of medical images, treatments, medication
history, sexual preference, dietary habits, psychological profiles, genetic information, income, employment history
and physicians’ subjective assessments of personality and mental state.

Laws require the persons and organizations that deal with health information to have policies and security safeguards
to protect the health information of patients, if it is recorded on paper or electronically. There are many countries that
have issued laws and regulations to protect the security and privacy of health information such as United States and
United Kingdom. The Health Insurance Portability and Accountability Act of 1996 (HIPAA), Privacy Rule, Security
Rule, the Enforcement Rule and final Omnibus rule are well known examples of these regulations.

Future research should focus on characterizing these threats based on organizational contexts such as providers,
clinics, insurance and Regional Health Information Organization, which would help practitioners in developing
effective information security risk monitoring and management policies. Such an effort may include identifying
frequency patterns of various threats in each type of organization as well as across the health sector.

Limitless opportunities are offered for information to drive health research, knowledge discovery, clinical care, and
personal health management. However, there are a number of obstacles and challenges that impede its true potential
in the healthcare field, including technical challenges, privacy and security issues and skilled talent. Information
security and privacy are considering as the huge barrier for researchers in this field.

Current research on the security risk management of information in healthcare is limited to talk about evidence
of the successful implementation of frameworks. Taking into consideration that one template does not fit all, in the
future the research should explore how such frameworks are being implemented by different organizations and
examine the economics of customization.
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The patient’s information privacy should take the priority in the medical sector worldwide taking into consideration
issuing the laws and regulations to protect it and help in policy making as well.

Threats to Information Privacy and Security: The extant knowledge base on information security risks identifies
different types of threats to privacy and security of health information. Yet, the current ad-hoc taxonomy alone may
not be useful for practice. Anecdotal evidence suggests that major threats to patient privacy are internal factors,
not external (Wall Street Journal, 2008). Future research should focus on characterizing these threats based on
organizational contexts (e.g., providers, clinics, insurance and RHIO), which would help practitioners in developing
effective information security risk monitoring and management policies. Such an effort may include identifying
frequency patterns of various threats in each type of organization as well as across the health sector. Cross-sectional
and longitudinal studies of threat patterns could help in policy making as well.

Information-access control: Current research on information access has primarily focused on technological
solutions. There are very few economic studies that offer deeper insights on managing information-access control in
a cost-effective manner. Healthcare organizations must invest in many information security measures, such as access
control systems, intrusion detection systems, policies and personnel. Failure of such information security systems
may disrupt business continuity and diminish operating efficiency. Provider organizations implementing mobile
technologies offering ubiquitous access to patient information could realize significant benefits in terms of reduced
error and increased customer satisfaction (Abraham et al., 2008). Recently, Zhao and Johnson (2008) modeled
information governance using game theory to study the impact of incentives and auditing on access. Establishing and
revising access control policies in hospital environments owing to the multitude of roles, interdependent information
systems, and dynamic nature of role assignment is an expensive endeavor. Future field research that accounts for
the peculiarities of healthcare organizations (e.g., overriding behavior) is needed to examine healthcare’s complex
governance issues and to discover best practices. In our review, we find only one empirical study reporting on access
privilege provision and actual usage. Furthermore, noting the complexity of process networks in healthcare, a fruitful
research direction could be to develop an understanding of interdependency between business processes enabled by
information systems, and how such networks could be unduly affected by information security failures.

Information security issues of e-health: Over the past five years, the healthcare sector has experienced significant
growth in use of mobile devices and web-based applications. Contemporaneously, information security research has
focused on the development of frameworks and protocols to address security issues in e-health. Future research is
needed to examine the effectiveness of such privacy enhancing frameworks and protocols on operational efficiency
of healthcare providers and consumer satisfaction. Another possible fertile stream of research is the study of personal
health bank diffusion vis-a-vis information security risks and the impact on patients’ privacy, effect on organizational
security policies, and demand on information security management resources.

Information security risk management: Current research on information security risk management in healthcare is
limited to anecdotal evidence of the successful implementation of frameworks like OCTAVE. Keeping in mind that
one size does not fit all, future research should explore how such frameworks are being implemented by different
organizations and examine the economics of customization. This research could inform practitioners on best practices
for implementing OCTAVE-like frameworks. Furthermore, some of the external threats that may disrupt operations
require business continuity planning. Research is needed to guide healthcare organizations on continuity planning.

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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OUTCOMES OF KARYDAKIS FLAP PROCEDURE IN PATIENTS
WITH SACROCOCCYGEAL PILONIDAL SINUS
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ABSTRACT

Objective: The aim of this study was to evaluate
the outcomes of patients with sacrococcygeal pilonidal
sinus using the Karydakis flap technique in terms of
postoperative complications, recurrence and time off
work.

Methods: A total of 35 patients as descriptive case
series study with Sacrococcygeal pilonial sinus were
treated by Karydakis flap technique during the period

from 1st February 2011 till 30th December 2015.
Patients were evaluated with respect to age, gender,
clinical presentation, history of pilonidal sinus surgery,
early postoperative complications, recurrence rate and
time off work.

Results: There were 28 (80%) male and 7 (20%)
female patients. The mean age of the patients was
25+4.79 years. The most frequent symptom was
seropurulent  discharge (54.2%). Postoperative
morbidity was noted in 4 patients (11.3%). Time off

*Mowafaq M. Bahadin, FRCS, CABS, Assistant Professor in General Surgery, Medical School, Duhok Medical Faculty, Duhok University Kurdistan, Iraq.

(Corresponding author). E-mail: mmnak@yahoo.com

*Hayder Hussein Ibrahim, MD, Assistant Professor, General Surgery, Department of Surgery, College of Medicine, Duhok University, Iraq.
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work was 28 days. Follow up ranged from 12 to 60
months, with a median of 30 months. Recurrence was
not observed in any current patient during the follow
up period.

Conclusions: Karydakis flap procedure is a safe and
simple surgical treatment of sacrococcygeal pilonidal
sinus, owing to the associated low complication rate,
recurrence and short time off work.

INTRODUCTION

Sacrococcygeal pilonidal sinus (SPS) is a benign
disease, mainly seen in young adults and causes
significant problems, particularly if not treated properly
in the primary setting.? Clinical presentation is variable,
ranging from asymptomatic hair containing sinuses to
symptomatic sinus with discharge and some tendency
to recur.®*

The pathophysiology of SPS and progression of
the disease had been a matter of controversy and
debate. Karydakis attributed the hair insertion process
to three main factors: loose hair, the force (which
causes insertion), and the vulnerability of the skin to
the insertion of hair at the depth of the natal cleft. This
case is not amenable to medical therapy, so surgery is
required.>® The goal of ideal therapy should be guided
by several principles: simple surgical technique, limited
or no inpatient stay, tension-free tissue repair leads
to minimal postoperative pain, simple wound care,
low recurrence rate, and early return to activity. Flap
procedures has been proved to be superior to traditional
methods of excision of the tract in terms of preventing
recurrence of the lesion.*

In this study, we attempt to evaluate patients with SPS
who underwent Karydakis procedure with reference to
the local postoperative complications, time off work
and recurrence rate.

METHODS

The present study was undertaken as a descriptive
case series study from 1st February 2011 to 30th
December 2015, at Azadi teaching and Duhok private
hospitals. Their data, clinical features and investigations

done were documented. The college research committee
board approved the study protocol, and the procedure
was fully explained and informed consent for operation
obtained from all the patients. Inclusion criteria was
symptomatic pilonidal sinus including seropurulent
discharge, and exclusion criteria was acute pilonidal
abscess.

Surgical technique: All patients were operated upon
by two consultant general surgeons, under general
anaesthesia in the prone jack knife position. After
shaving the skin and stretched the buttock using medical
tape, the skin was cleaned using 10% povidone iodine.
An asymmetrical ellipse was marked to encompass the
pilonidal complex as classical Karydakis technique was
followed and shown in Figures A till F, and Photos A
to D.

Antibiotic cover was provided in the form of
cephazolin sodium intravenously 500 mg, at the time of
induction of anaesthesia followed by another dose after
12 hours for the first day and then oral antibiotics were
continued until the end of the first postoperative week.
The drain was taken out after one day.

RESULTS

A total of 35 patients underwent this procedure
during the study period, there were 28 (80%) males and
7 (20%) females, the M/F ratio was 4:1. Age of patients
ranged from 16 to 35 years (mean: 25+4.799 years),
with the majority age of 16 to 20 years. Age for males
range from 16 to 35 years (mean: 25+4.86 years) and for
females 18 to 25 years (mean: 19+3.1 years). Number
of sinus openings was 1 to 5 openings, and secondary
sinus openings was found in 23 patients (65.7%), which
was situated laterally within 1.5 cm on one side of the
midline, as shown in Table 1.

The presenting complaints were seropurulent
discharge from the natal cleft in 19 patients (54.2%),
followed by pain in 11 patients (31.4%), and a
lump (cyst) in 5 cases (14.2%), as shown in Table
1. Five of these patients had recurrent disease and
had undergone excision and primary midline closure
elsewhere.
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Variables No. (%)
Gender Male 28 (80)
Female 7 (20)
16-20 15 (42.8)
21-25 13 (37.1)
Age group (years) 26-30 5(14.2)
31-35 2(5.7)
Location of sinus openings : !\/Ildllne openings - 18 (5L4)
Midline + Lateral openings 17 (48.5)
Seropurulent discharge 19 (54.2)
Clinical presentation Pain 11 (31.4)
Swelling (cyst) 5(14.2)
Seroma 3(8.5)
Wound infection 1(2.8)
Postoperative complications Wound dehiscence 0
(early) Flap necrosis 0
Loss of sensation 0
Recurrence 0

Table 1. Patients demographics and characteristics, clinical presentation,
postoperative complications and recurrence.

Study Number of cases Morbidity Recurrence rate
Bessa SS,® 82 7.3% 0%

Sakr MF, et al*® 244 9% 2.5%
Akinci OF,Y 112 7.1% 0.9%
Yildiz MK, 257 10.5% 2.3%
Current study 35 11.3% 0%

Table 2. Comparing current study with other similar studies using the same technique.

Name of author Type of comparison No. of patients Morbidity % | Recurrence rate %

Abou Ashour HS,

ot a2 Kardakis / open technique 35/35 8.5/40 5.7/22.8

Kaydakis / midline excision and
closure technique

Karydakis / modified Limberg
flap operation

Can MF, et al® 170/171 10/15 4/20

Tokac M, et al*® 45/46 6.5/6.6 4.4/6.5

Table 3. Results of different studies treatment techniques for sacrococcygeal pilonidal sinus.

The mean operative time was 45 minutes (ranged infection detected in one patients (2.8%), pus was
between 35 and 60 minutes). Drain was removed after drained, appropriate antibiotics was administered
one day, sutures was removed after 14 days. according to culture and sensitivity test with underwent

regular dressing. Three patient (8.5%) with seroma.
Local postoperative complications include; wound Wound dehiscence, flap necrosis or loss of sensation



Journal of the Arab Board of Health Specializations Vol. 20, No. 1, 2019

were not detected in current study. No recurrences were The follow-up period was in between 12-60 months,
noted in any of the cases. The overall complication rate and a median of 30 months. Average period for return to
was 11.3% (4 patients), as shown in Table 1. work was 28 days.

Figure 1. Diagram shows steps of operation.



Journal of the Arab Board of Health Specializations Vol. 20, No. 1, 2019

Photo 1. A: Marked area for excision.

C: Flap sutured to sacral fascia. D: Final skin suture off-midline with drain.
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DISCUSSION

To our knowledge, there are no previously published
reports on the use of this operation in our locality. The
main aim of treatment of the SPS is the selection of
the most appropriate surgical technique with the least
number of early postoperative complications, limited or
no hospital stay, and low recurrences rate.’

Different techniques have been performed for
treatment of SPS, including primary oblique excision
and closure, midline excision without closure, Limberg
flap, and Karydakis flap techniques. Open excision of
the sinus is still widely practiced with variable results,38°
but the patient need long time of postoperative care with
a prolonged healing time, period off work and reported
recurrence rate of 0.6 to 5%.1012

Simple midline excision and closure of inter-gluteal
skin has been reported with variable success rates. The
mean healing time has been 10-18 days, but many studies
have reported wound problems from 9 to 69%,® with a
recurrence rate of 3.5-42%.11* The higher chances of
recurrence associated with primary closure could be
due to a midline scar inviting further hair reinsertion,
the main cause of sinus formation.®

The Karydakis procedure is one of the most
frequently used asymmetric flap techniques in the
treatment of SPS, and results in flattening of the natal
cleft with lateral shift of the midline and directly
addresses the causative mechanisms of SPS, and
therefore has a strong theoretical basis for its low
recurrence rate. This technique was described by
Karydakis in 1973, and recurrence rates were reported
to be less than 1%,° Lateral flap will eliminate the
causative factors, which is aimed in the Karydakis
procedure, and effectively prevents recurrence.®

Drainage is routinely used in the Karydakis method
to reduce the risk of seroma formation,'® the rate of
seroma formation was 8.5% in the current study.

The rate of local complications was 11.3% in the
present series. Karydakis reported 8.5% incidence of
complications in his own large series of 6545 cases.® In

another series the local complication rate was; Sakr et al
7%, Akinci OF reported 7.1%,'" Bessa SS 7.3%,*®and
Yildiz MK 10.5%.°

In the present series, no recurrence has been noted
in the follow-up period, which is comparable to other
studies like Prasenjit (0%),2° Anyanwu et al (0%),* and
Amir (0%),"* Bessa SS (0%),® while in other studies the
recurrence rate was higher as Sakr et al (2.5%),' Akinci
OF (0.9%)* and Yildiz MK (2.3%).%° It could be due to
relatively fewer number of cases, and may be noticeable
by increasing the follow-up time to get delayed cases of
recurrent disease.

The Karydakis method can also be used in the
treatment of patients with recurrent SPS. In the current
study, 5 patients (14.2%) were previously treated by
methods other than the Karydakis method in other
centre.

Karydakis reported a hospital length of stay of
3 days.5 In their studies, Gurer et al'® and Al-Jaberi*
reported a hospital length of stay of 4 days. In this study,
all patients were operated upon as day cases.

One of the significant advantages of the Karydakis
procedure is that it provides early return to daily
activities in the postoperative period.?? While this
period was reported to be ** weeks using the primary
midline closure technique,? it has been reported to be
12.%20 days in the Karydakis method.'” The time elapse
to return to daily activities was 28 days in the current
study.

Comparing Karydakis technique with open
technique by Hady S Abu Ashour,?* the morbidity
rate was (8.5/40), and recurrence rate was (5.7/22.8).
Other study done by Can et al?® compared Karydakis
operation with midline excision and closure method,
the mortality rate was (10/15) and recurrence rate was
(4/20). Tokac M et al?® compared Karydakis operation
and modified Limberg flap technique, which showed
that morbidity rate was (6.5/6.6 ) and recurrence rate
was (4.4/6.5).

Limitation in this study is small sample size, and in
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patients having lateral sinuses too far away from
the midline more than 2 cm, such technique would
be difficult to perform as the area of excision and
advancement becomes very large. In these cases, lateral
placed V-shaped excision of lateral sinus or a rotational
flap procedure would probably be a better treatment.

CONCLUSIONS

The natal cleft is flattened and lateralization of scar
without tension by performing the asymmetric excision
and primary closure, thus the essential cause of pilonidal
sinus is eliminated. Karydakis flap procedure is a safe
and simple surgical treatment of uncomplicated SPS,
owing to the associated low complication rate, short time
off work, and no recurrence. The Karydakis technique
is a viable option in the management of sacrococcygeal
pilonidal sinus disease.

Conflict of interests: The author declare that there
is no conflict of interests regarding the publication of
this paper.
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STUDY OF RELATIONSHIP BETWEEN ZINC LEVELS
AND FETUS WEIGHT AT TERM

Jaall Ayles 8 AaaY) (a5 S Ay G ABAal) Ay

Hamdi Nawfal, MD; Ali Serio, MD; Marwan Alhalabi, MD; Ameer H.Sakur, MD
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ABSTRACT

Obijective: Prospective observational study about the relationship between zinc levels (maternal and fetal plasma
and amniotic fluid levels and umbilical cord concentration) and fetal weight at term.

Methods: The study started screening a group of pregnant women in AUHOG and El-Shahbaa Medical Center
of SARC, to determine zinc deficiency and to choose the candidate to the next part of study. Inclusion criteria were
fetuses of healthy mothers without any risk factor for LBW so we had 60 cases, all measurements was done at term
during an elected CS before umbilical cord cut, hence we got simultaneously a sample from maternal and fetal blood,
amniotic fluid, then we had a piece of umbilical cord, then the newborn was assessed fully.

Results: Zinc deficiency rate was 70.43% (324 out of 460 mothers), mean weight was 2921+517 g, mean value
of maternal serum zinc was 0.274%0.057 ug/ml, whereas mean fetal serum zinc levels was 0.98%0.68 ug/ml, but
zinc deficiency appear with severe maternal zinc deficiency, and mean zinc values in amniotic fluid was 5.9£2.58
ug/ml. Considering the relationship between maternal serum zinc levels and birth weight we found a positive
relation (r=0.87). Considering the relationship between fetal serum zinc levels and birth weight we found a positive
relation (r=0.73). Considering the relationship between amniotic fluid zinc levels and birth weight we found a
moderate positive relation (r=0.69). Mean umbilical cord zinc concentration was 98.418+68.1 ug/e. Considering
the relationship between cord tissue zinc concentrations and birth weight we found a positive relation (r=0.90).
Odds ratio for LBW in mild to moderate maternal zinc levels was so low (0.6), and that means that it does not affect
birth weight, whereas odds ratio for LBW in severe maternal zinc levels was very high (12.2) and that means that
severe maternal zinc deficiency is a risk factor for LBW.

Conclusions: Zinc is one of the most important mineral elements for fetal growth and there is a direct relation
between its maternal serum levels and fetal serum levels, amniotic fluid levels and umbilical cord tissue concentration,
hence they are affected by severe maternal zinc deficiency (less than 0.18 ug/ml elevates LBW risk by 12 fold.
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EVALUATION OF INSULIN-LIKE GROWTH FACTOR-1 (IGF-1)
IN CHILDREN WITH CHRONIC KIDNEY DISEASES IN BASRA
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ABSTRACT

Objective: Malnutrition and growth delay are
common in children with chronic kidney diseases and
associated with a greater risk of morbidity and mortality.
Chronic kidney diseases results in complex metabolic
and hormonal disturbances, particularly in the (GH-
IGF-IGFBP) axis; responsible for many important
complications, such as growth retardation which is due
to a relative growth hormone insensitivity and functional
IGF deficiency as well as disease progression. A case
control study has been carried out to assess level of
insulin like growth factor-1 (ILGF-1) in children with
chronic kidney disease in relation to their nutritional
status and some selected patients’ variables

Methods: Forty one patients with chronic kidney
diseases and 50 healthy children as a control group
were selected from 1st of October 2015 till 15th March
2016. The medical records were reviewed for all
patients and the following information was collected:
birth date, sex, age, onset of diagnosis of kidney
diseases, presenting symptoms, modality of treatment
(medical therapy, hemodialysis, continuous ambulatory
peritoneal dialysis) and dietary history (three non-
consecutive 24 hours food record, food restriction and
supplements). Nutritional assessment was conducted
by clinical evaluation for signs of malnutrition and
anthropometric data such as (weight for age, height
for age, mid upper arm circumferences and body mass
index) were applied on appropriate growth charts.
Investigations done included: insulin like growth
factor-1, renal function tests, serum electrolytes,
and hemoglobin. The severity of kidney diseases was
assessed by calculation of glomerular filtration rate
(GFR) for all patients.

Results: Out of 41 patients with chronic kidney
diseases; 29 (70.7%) were males and 12 (29.3%) were
females, 51.3% are diagnosed after the age of 5 years,
with higher frequency of patients on conservative
treatment 27 (65.9%), whereas only 8 (19.5%) were
on continuous ambulatory peritoneal dialysis with
less frequency of patients on hemodialysis (6 patients,
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14.6%). Higher frequency of school failure reported in
children with chronic kidney diseases than control (41.4
and 8%, respectively), and more than 50% belong to
illiterate parents with statistically significant results.
Malnutrition was significantly recorded in 63.4%
patients with chronic kidney diseases (41 patients
out of 26); their growth parameters were below 5th
percentile. Significantly inadequate dietary intake was
reported in 73.1% of patients with malnutrition, and in
33.3% of patients without malnutrition. Significantly
low mean level of insulin like growth factor-1 recorded
in patients with chronic kidney disease than control
group (91.12+71 and 279+53.2, respectively), and in
malnourished patients than those without malnutrition
(47.11+£19 and 167+65.6, respectively), p-value was
0.0001. Modality of treatment and severity of chronic
kidney diseases seem to have no obvious effect on
nutritional status of studied patients.

Conclusions: Malnutrition in children with chronic
kidney diseases is a major problem; essential to be
recognized as early as possible, further studies on
treatment with insulin like growth factor-1 analogues
could provide an opportunity to improve management
of growth failure of such patients.

INTRODUCTION

Infants and young children have high energy demands
and low levels of energy stores, therefore; they are
especially vulnerable to nutritional imbalances which
will prevent a normal growth velocity. Malnutrition
remains a major problem in patients with chronic kidney
diseases (CKD), adversely affecting functional activity
and patients ‘quality of life. Factors that responsible for
malnutrition in chronic kidney disease include; disorder
in protein, carbohydrate and lipid metabolism, chronic
inflammation, oxidative stress, hormonal derangement,
metabolic acidosis, dialysis related problem and side
effect of medication.

In children with CKD, growth has been linked to the
free insulin like growth factor-1 (IGF-1) levels.? The
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IGF-I circulates in serum as a 150 kD complex trimer
which includes IGF-I, IGF binding protein (IGFBP),
and acid labile subunit (ALS). In CKD patients a
decreased renal clearance of IGFBP is observed,
which leads to an excess of IGFBP-1 in the circulation
and the concomitant decrease in the levels of bioactive
IGF-1, the decrease is correlated with the degree of
renal failure.®

METHODS

This is case-control study has been carried out to
evaluate IGF-1 level, and assess the nutritional status of
41 patients, aged 3-14 years; (29 males and 12 females)

with chronic kidney diseases (CKD) who were admitted
to Basra General Hospital, dialysis unit and pediatric
wards or those who were visited pediatric emergency
room.

Fifty apparently healthy children, age
sex matched, were selected as a control

and
group.

The enrolled patients are those who have kidney
damage; which defined by the presence of any structural
or functional abnormality involving pathological,
laboratory or imaging finding for >3 months or patients
with GFR <60 ml/min/1.73 m? more than or equal to 3
months of illness.*

Growth parameters for CKD patients
Percentile WFA HFA S BMI p-value
No. (%) No. (%) No. (%) No. (%)
<5 29 (70.7) 28 (68.3) 26 (63.4) 26 (63.4) 0.0001
>3t 12 (29.3) 13 (31.7) 15 (36.6) 15 (36.6) '
Growth parameters for control
10-25% 13 12 19 14
50-75" 37 37 30 31 0.0001
75-90t 0 1 1 5
Table 1. Growth parameters in children with CKD and control.
CKD with CKD without
Variables malnutrition malnutrition p-value
No. % No. %
Ade onset of 1-5 13 50 7 46.7
diag?\osis (years) >-10 6 23 6 40 04
10-14 7 27 2 133
Duration of treatment 1-3 10 38.4 12 80 0.01
(years) >4 16 61.6 3 20 '
Conservative 17 65.4 10 66.7
Modality of treatment Hemodialysis 5 19.2 1 6.6 0.41
CAPD 4 15.4 4 26.7
Thrice/week. 4 154 2 13.3
Frequency of dialysis Twice/week. 1 3.8 1 6.6 0.8
Three/day (CAPD) 4 154 2 13.3
Complications Seizure 2 1.7 2 13.3
history CVA 2 1.7 0 0.0 0.68
HF 3 115 1 6.7
No complications 19 73.1 12 80
Total (41) 26 63.4 15 36.6

Table 2. Nutritional status of children with CKD in relation to selected patients’ variables.

20




Journal of the Arab Board of Health Specializations Vol. 20, No. 1, 2019

. CKD with malnutrition CKD without malnutrition
Variables p-value
No. % No. %
Sex Males 18 69.2 11 73.3 0.7
females 8 30.8 4 26.7
Educational Not attend school 9 34.6 1 6.7
level
Failure 10 38.5 7 46.6 0.1
Patients Primary 5 19.2 6 40
Secondary 2 7.7 1 6.7
Illiterate 19 73.1 3 20
Primary 1 3.8 5 33.33
Mothers Secondary 4 154 5 33.33 0.04
Academic 2 7.7 2 13.34
Illiterate 19 73.1 2 13.3
Primary 1 3.8 3 20
Fathers Secondary 2 7.7 7 46.7 003
Academic 4 15.4 3 20
L Small 5 19.2 2 13.3
Family size 0.5
Large 21 80.8 13 86.7
Total (41) 26 100 15 100

Table 3. Relation of nutritional status of patients with CKD to parents’ related variables.

CKD patients with CKD patients without
Dietary history malnutrition malnutrition p-value
No. % No. %
. . Adequate 7 26.9 10 66.7
Dietary intake 0.0001
y Inadequate 19 731 5 333
Yes 14 53.8 6 40
F icti 2
ood restriction NG o 46.2 9 50 0.29
Total 26 100 15 100
Table 4. Relation of dietary history to nutritional status of children with CKD.
CKD with CKD without Total
Variables malnutrition malnutrition el p-value
No. (%)
No. % No. %
2 0 0.0 2 13.4 2(4.9)
3 12 46.2 7 46.6 19 (46.3)
GFR stages 0.101
g 4 8 30.8 4 26.7 12 (29.3)
5 6 23 2 13.3 8 (19.5)
Modality of Conservative 17 65.4 10 66.7 27 (65.9)
odality 0 Hemodialysis 5 192 1 6.7 6 (14.6) 0.41
treatment
CAPD 4 15.4 4 26.6 8 (19.5)
Total 26 63.4 15 36.6 41 (100)

Table 5. Relation of nutritional status of children with CKD and modality of treatment and GFR.
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A special questionnaire was designed for the purpose
of the study. The following information was taken:
identity of the patients, presenting symptoms, modality
of treatment, dietary history, family size and education
level. Insulin like growth factor, hemoglobin, blood
urea, serum creatinine, serum electrolytes and total iron
binding capacity (TIBC) were done for all patients and
control group. Approval from ethical committee was
obtained and informed consent for enrollment in the
study was taken from the families, besides patients’
medical records were reviewed.

Anthropometric measurements were assessed for all
children and applied to appropriate charts. Weight (dry
weight) had been measured midweek for patients with
continuous ambulatory peritoneal dialysis (CAPD), and
1-2 hours after hemodialysis.® Patients were considered
as malnutrition when mid-upper arm circumference,
weight for height and body mass index are below 5th
percentile.® Glomerular filtration rate (GFR) calculated
according Schwartz formula.” Dietary intake determined
by using 3 non-consecutive 2, 4-hours dietary recalls.?
Data were analysed using SPSS software version 20.

RESULTS

Nutritional status of studied children: Malnutrition
has been considered in 63.4% of children with CKD,
the most significantly affected parameter was BMI <5™
percentile. On the other hand, all growth parameters
(WFA, HFA and MUAC) were <5" percentile than
control group with statistically significant result, Table 1.

Relation of selected patients’ variables with
nutritional status: Table 2 shows significant
association of malnutrition in CKD patients with
longer duration of treatment (>4 years). While age
onset of diagnosis (years), duration of treatment
(years), modality of treatment, frequency of dialysis
and complication history had no association with
poor nutrition.

Relation of educational level and family size in
children with CKD and nutritional status: Table 3 shows
that the educational level of parents of malnourished
patients with CKD are significantly lower than CKD
patients without malnutrition.

Variables MeanSD IGF-1 (ng/ml) value
Control CKD patients P
91.12+71.9 279.1 £53.23
MeanSD IGF-1 (ng/ml) . . . .
CKD with malnutrition CKD without malnutrition
Age 3-5(8 patle_nts) 31.6+8.65 160.3 +69 0.0001
(years) 5-10 (15 patients) 35.79+12.3 190.6+56
y 10-14 (18 patients) 59.4+17.1 151.2+77.4
Total (41) 47.11+19 167.4+65.6

Table 6. Level of IGF-1 in CKD patients and control group in relation to their nutritional status.

Variables Odd ratio cl p-value
Lower upper

Dietary intake 7.02 1.35 36.36 0.02
Dietary supplements 1.39 1.02 1.90 0.03
Father education 5.02 1.02 24.63 0.04
Mother education 0.20 0.04 0.85 0.03
Sex 1.38 0.24 7.97 0.71
Modality of treatment 0.79 0.48 131 0.36
Family size 0.70 0.16 2.95 0.63
Duration of treatment 0.80 0.23 2.73 0.72

Table 7. Logistic regression of selected variables.
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Glomerular filtration rate (GFR) and modality of
treatment in patients with CKD: Patients with GFR stage
3 are more liable to have malnutrition than other stages,
and 17 (65.4%) of patient on conservative treatments
have malnutrition, as shown in Table 4.

Relation of dietary history to nutritional status: As
shown in Table 5; CKD patients with malnutrition have
significantly inadequate dietary intake than patients
without malnutrition (73.1% and 33.3%, respectively),
p-value <0.05.

Insulin like growth factor-1 (IGF-1) in studied
children: Table 6 shows significantly low mean IGF-
1 level in children with CKD than in control group
(91.12+£71.9 versus 279.1+53.23, respectively); as
well as low IGF-1 in CKD patients with malnutrition
than those without malnutrition, with statistically
significant result.

Logistic regression of selected variables: Patients
with history of inadequate dietary intake and those
belong to illiterate parents were most likely to
develop malnutrition with significant result. Other
variables like age, sex, family size, modality of
treatment and duration of treatment have no effect
on nutritional status of patients with CKD, as shown
in Table 7.

DISCUSSION

Chronic kidney diseases (CKD) in  pediatric
population has become an important issue; affected
children display serious medical complication as well
as increased mortality. Malnutrition is a common and
significant clinical problem in children with CKD in
which effect of nutritional status on general wellbeing
of patients.® The precise incidence of CKD in Iraqi
children is still lacking, and no data available in Basra
even in many countries. The current study assess
41 patients with CKD over a period of 5 months;
in comparison to a study carried out in Baghdad by
Nariman et al, who retrospectively studied 50 patients
from 2002-2007,%° and in Saudi by Jameela et al in
2006."

Nutritional evaluation of patients with CKD reveals
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that 63% are malnutrition, which seem higher than other
levels reports in Baghdad by Nariman et al (24%),%°
Egypt by Noushira E et al,*> North American Pediatric
Renal Trials and Collaborative Studies (NAPRTCS)
annual reports (37%), and in Chile by Salas P et al
(50%). There are many factors implicated in the
pathogenesis of growth failure in CKD such as anemia,
metabolic acidosis, chronic inflammation, inadequate
nutritional intake and food restriction.

Higher frequency of inadequate dietary intake
reported in malnourished CKD patients; mainly due to
improper food intake and restriction; patients with CKD
should receive at least 80% of age appropriate dietary
recommendation to achieve a normal growth rate.™

The severity of kidney failure and modality of
treatment did not significantly influence the severity of
growth impairment (which indicate that nutrition status
deterioration may begin at even earlier stages); similar
results concluded by Apostolou et al.**

Growth retardation recorded in children with longer
duration of kidney disease in cohort study in Turky by
Sozeri B et al; was found to be associated with short
stature,® this conclusion is consistent with the current
study, where short stature recorded in 68.3%.

Significantly low level of IGF-1 in CKD patients than
control group and in patients with malnutrition reported
in current study; this is in agreement with a study done
in 2007 by Derakhshan et al.*> Low level of free IGF-
1 is multi-factorial due to decreased in insulin-like
growth factor binding proteins and increase in other
carrier proteins and growth hormone resistance.

Educational level of patients with CKD is an
important factor to be determined for CKD patients’
nutritional status, whom belong to illiterate parents;
accounts (73.1%) of CKD patients with malnutrition,
this is agreement with study carried out by Arlene et al
in 2010;Y because the burden of care for children with
CKD is the responsibility of the family and require
attention includes self-catheterization several time/day,
fluid and dietary restriction, blood pressure monitoring
and erythropoietin injection; so illiterate parents with
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poor compliance to the treatment and no education
about CKD treatment, dialysis, associated dietary
problems regards as predictor factor for malnutrition.

CONCLUSIONS

Approximately 63% of studied children with chronic
kidney disease consider as malnourished according to
weight for age, height for age, body mass index and mid
upper arm circumferences below 5" percentile. Higher
frequency of school failure recorded in children with
chronic kidney disease than control group, and more than
50% of them belonged to illiterate parents. Inadequate
calories intake recorded in two third of patients with
malnutrition. Modality of treatment and severity of
chronic kidney disease seem to have no obvious effect on
nutritional status of studied patients. Significantly lower
level of IGF-1 reported in CKD patients than control
group, and in those with and without malnutrition. The
predictable risk for malnutrition in patients with chronic
kidney disease is food restriction and those belong to
illiterate parents.

RECOMMENDATIONS

Growth failure remains a major problem in children
with chronic Kidney diseases, it is essential to be
recognized as early as possible. The nutritional status in
these children require frequent evaluation and dietician
counselling. Screening for IGF-1 has its promising
effect for monitoring nutritional status and growth of
children with chronic kidney diseases.
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ABSTRACT

Objective: Heller’s myotomy and pneumatic
balloon dilatations (PBD) are the two principal
modalities for treatment of achalasia in Sudan.
The choice between the two former modalities as
the initial treatment of achalasia is controversial.
The aim of this study is to evaluate the efficacy
and outcomes of Heller’s myotomy compared to
pneumatic balloon dilatations (PBD) as initial
treatment of achalasia.

Methods: This is a descriptive, cross-sectional,
non-randomized hospital-based study. Sixty patients
with achalasia were studied from January 2006 to
December 2012. Patients were subdivided according
to treatment they received, either by pneumatic balloon
dilatation (n=30) or open Heller’s myotomy combined
with anti-reflux surgery (n=30). Patients in both groups
were referred directly by physician according to their
preference. Data was collected as regard clinical
presentation, management and outcome. Patients were
followed for 2 years.

Results: The mean age was 38.7£14.16 and
41.6x16.6 years, with equal male to female ratio
in the surgical and dilatation group respectively.
Dysphagia, regurgitation and weight loss were the
most presenting symptoms in all patients. Symptoms
score before treatment was comparable 11.7+£2.33
versus 11.242.90 for surgery and dilatation group
respectively. Following treatment, dysphagia was
completely relieved in 23 (76.7%) of surgical patients
compared to 10 (33.3%) of patients who underwent
dilatation (p=0.001). Surgical patients had significant
relief of regurgitation (n=28, 93.3%) versus (n=15,
50%) of dilatation group (p=0.02). Dilatation group
showed a significant more rapid response to treatment,
earlier return to normal activity and a shorter hospital
stay than surgical group. The overall outcome of
treatment was excellent in 76.7% vs. 26.7%, good in
16.7% vs. 33.3% and poor in 6.7 %vs. 40% for surgical
and dilatation group respectively, (p=0.000).

Conclusions: Open Heller’s myotomy with fundo-
plication was more effective, have long durability and
better outcome than pneumatic balloon dilatations
(PBD) as initial treatment of achalasia.
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INTRODUCTION

The incidence of achalasia in western populations is
one to three per 100.000 people.r? In Sudan, information
about the prevalence of achalasia is scarce. Hamo?
reviewed 5086 upper gastrointestinal endoscopies
(UGIEs) from 1988 to 1992 in Khartoum, and he found
only 20 cases of achalasia (0.4%). Mudawi et al recorded
16 cases of achalasia from the year 2004 to 2006 in
Soba University Hospital in Khartoum.* Gadour et al
in 2008 recorded only 8 cases of achalasia out of 780
patients presented with dysphagia to Ibn Sina Hospital
in Khartoum (1%).° In Khartoum Teaching Hospital, out
of 2967 upper gastrointestinal endoscopies done from
2008 to 2011, there were only 18 cases of achalasia
(0.6%).5

The safety, effectiveness, and durability of
current treatment options, including pharmacologic,
endoscopic, and surgical therapy, vary widely. Until
the late 1980s, endoscopic dilatations was considered
first-line therapy but after minimally invasive surgical
techniques were introduced towards the end of
the last century, expert opinion shifted. Currently,
most experts agree that first-line therapy should be
laparoscopic myotomy with partial fundoplication,
however per-oral endoscopic myotomy (POEM) is
being practiced widely with good outcome, awaiting
long term outcome.’

Endoscopic methods could be used with similar
outcome in some reports,® but more as an alternative to
surgery for patients who are poor surgical candidates,
refuse an operation, and possibly patients for whom
surgery fails.

In Sudan, the choice between pneumatic balloon
dilatations (PBD) and Heller’s myotomy as the initial
treatment for achalasia is arbitrary. It depends on
where the patient presents first, either to physicians or
surgeons. So the aim of this study was to evaluate the
immediate and long-term clinical outcome of treating
achalasia initially by pneumatic dilatation or Heller’s
myotomy, aiming for consensus guideline.
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METHODS

Sixty patients with achalasia were treated from
January 2006 to December 2012, either by pneumatic
balloon dilatations (PBD) or open Heller’s myotomy
combined with anti-reflex surgery. There were 32 men
and 28 women, the mean of age for all studied group
was 40.16+15.3 years and their age range was 16 to 80
years.

Patients in either group were referred directly by
physician according to their preference. The diagnosis
of achalasia was established on clinical, radiological,
and endoscopic grounds.

The severity of symptoms was evaluated using
Yagoobi et al symptoms score before and after
treatment.® The score rates the following five symptoms;
dysphagia to solids, dysphagia to liquids, passive
regurgitation, active regurgitation and chest pain and
then are summed up to calculate the total score. Patients
with worse symptoms are with score 5, while patients
with no symptoms with score 0.

Work up done for the patients included general
investigations including blood count, renal and liver
function tests. Specific investigations were a barium
swallow and upper gastrointestinal endoscopy.
Oesophaeal dilatation was described as mild to
moderate in 24 patients, and severely dilated in 6
patients who underwent PBD; and mild to moderate in
22 patients and severely dilated in 8 patients in those
who had surgical treatment.

Patients  were  subdivided  non-randomized
according to treatment they received either by
pneumatic balloon dilatations (PBD) (30 patients) or
open Heller’s myotomy combined with anti-reflux
surgery (30 patients). This study was conducted in
Khartoum Teaching Hospital, Ibn Sina Hospital and
Soba University Hospital.

All patients that had PBD were treated in Ibn Sina
Hospital and in the surgical group, 25 were treated in
Khartoum Teaching Hospital and 5 patients were treated
in Soba University Hospital.
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All patients underwent open surgery, 25 patients
had Heller’s myotomy combined with 360° Nissen
fundoplication, and 5 patients myotomy with 270°
partial posterior fundoplication (Toupet fundoplication).
Seven patients had previous oesophageal dilatation 1 to
2 years before. One patient was excluded having cardiac
failure and low ejection fraction. Feeding started 3-4
days after surgery. Patients remained in hospital for 5-7
days after surgery.

All pneumatic balloon dilatations were carried
out under no fluoroscopic guidance using a 30 mm
Rigiflex dilator for the first dilatation session and
35 mm dilator if the second dilatation was needed
during follow up. After a clear liquid diet for 24
hours, and an overnight fasting, patients received
intravenous medazolam (1-3 mg) and pethidine
(25-50 mg). A guide wire was placed into the
stomach under endoscopic visualization. The
midpoint of the balloon was positioned at the lower
oesophageal sphincter (LES). The balloon was
gradually inflated to 10-12 psi and the pressure was
maintained to 60 seconds. The balloon was then
deflated and removed along with the guide wire.
Patients were discharged after a 6-hours. If a patient
developed chest pain, a gastrografin swallow would
be performed to rule out perforation.

Data was collected through structured questionnaire
assessing the response to treatment and any
complications following the procedure.

Statistical analysis: Data entry was performed using
the Statistical Package for Social Sciences, version
19.0 (SPSS for Windows). Statistical analysis was
performed using the Chi-square test, and univariate
odds ratios with their corresponding 95% confidence
intervals, were computed for tests of association
between variables. A logistic regression model
was used, from which the odds ratios corrected for
covariates, with their corresponding 95% confidence
intervals, were obtained. For all tests, p<0.05 was
considered significant.

The study was approved by the ethical committee in
Ibn Sinna Hospital.
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RESULTS

Sixty patients with achalasia were studied in the
period from January 2006 to December 2012. The mean
age was 40.16+15.3) years and the age range between
16-80 years. Males were 32 (53.3%) and females were
28 (46.7%).

The mean duration of symptoms was 3.7+1.41
years with a range between 1-5 years, and the patients
were followed for a mean of 33.16+27.64 months,
range between 3 and 96 months. All 60 patients
presented with dysphasia and weight loss, 57 (95%)
had regurgitation, 45 (75%) heart burn, 17 (28.3%)
had chest pain, 24 (40%) had vomiting and 12 (20%)
had cough.

Barium swallow showed mild to moderate
dilatation of the esophagus in 46 (76.7%) patients,
while severely dilated esophagus in 14 (23.3%)
patients. The severity of the disease was assessed
using Yagoobi symptoms score before and after

patients underwent Heller’s myotomy combined
with anti-reflux surgery and the other 30 patients had
PBD. Table 1 shows The characteristics and response
to treatment in study groups.

No mortality was reported in both groups. Following
dilatation 1 patient (3.3%) needed medical treatment in
form of calcium channel blockers, 4 (13.3%) patients
were referred for surgical department, while following
surgery 2 (6.7%) patients needed one dilatation session.
The mean number of balloon dilatation was 2.2+1.15
and range from 1-5. Twelve patients (40%) had poor
outcome in the dilatation group, all were under 40 years
(p=0.01), male to female ratio was 2:1, (p=0.4). All had
symptoms for more than 4 years (p=0.00). The duration
of follow up of poor responder to the balloon ranged
between 60 to 96 months. Two patients in the dilatation
group had perforation and treated successfully with
chest tube j drainage. Two patients in the surgical group
had intra operative perforation that was stitched without
postoperative complication.

treatment. The mean score before treatment was DISCUSSION
11.45+2.65 with a range from 5to 15, while following
treatment was 3+4.42 and range from 0 to 15. Thirty Achalasia is one of the earliest recognized
Characteristics Dilatation group Surgical group p-value
Males 16 (53.3%) 16 (53.3%) 0.6
Females 14 (47.7%) 14 (46.7%) 0.6
Mean duration of symptoms 5.446.2 5.8+1.6 0.8
Mean age (years) 41.6+16.6 38.78+14.16 0.4
Following treatment
Completely relieved 8 (27%) 23 (76.7%) 0.001
Dysphagia Partial response 13 (43%) 7 (23.3%)
No response 9 (30%) 0 0.00
o Relieved 15 (50%) 28 (93.3%) 0.02
Regurgitation
The symptom score 5.4+4.5 0.8+2.26 0.00
Return to normal activity 0 0
in 2-3 weeks 21 (73.3%) 30 (100%) 0.00
P .
Hospital stay <24fhours in80% | 3to6daysinall 0.00
rom cases cases
Complete response 8 (26.7%) 23 (76.7%)

DG Dilatation SG Surgical group

Table 1. Comparison between patients with achalasia treated by balloon dilatation
versus open Heller myotomy.
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gastroenterological conditions, however, it remains
among the least understood due to its relative rarity,
which has resulted in limited opportunities to conduct
investigative researches. Achalasia seems less
common among African populations.’® The largest
series recorded. Only 25 cases were reported from
Zimbabwe during 10 years.* A similar low incidence
was also reported from United Kingdom.*? The mean
duration of symptoms in our study was 3.7 years,
which is in agreement with other reports.'* The delay
in presentation is often attributed to misinterpretation
of symptoms by physicians and atypical clinical
manifestations. The main presenting symptoms in our
series was typical of dysphagia, regurgitation and loss
of weight.** All our patients had a barium swallow,
which carries an overall sensitivity of 95%.% Upper Gl
endoscopy may be reported as normal if it is carried out
in the early stages of the disease or it is not performed
by experienced endoscopist.t

Worldwide, manometry is currently considered as the
gold standard for diagnosing achalasia. It is important
for differentiating achalasia from other esophageal
motility disorders such as diffuse esophageal spasm,
hypertensive LES, or nutcracker esophagus.’® In our
study only few patients had manometry as it was not
available in public hospitals.

We reported better symptoms relief in patients
who underwent surgery than balloon dilatation.
This is comparable with reports on the superiority of
laparoscopic myotomy over balloon dilatation and
botulinum toxins, and no difference was found between
laparoscopic and open myotomy.19-2!

Our remission rate following balloon dilatation of
26.7% was significantly lower than that other meta-
analysis report, with symptom relief of 65.2% vs. 86.6%
in pneumatic balloon dilatation between controlled
trials and uncontrolled trials.?* On the other hand, lower
remission rates following pneumatic balloon dilatation
of 28%?22 and 39%?2 were reported. To account for these
variations in the rate of response, it was reported that the
dilator size, the amount of pressure applied and duration
of dilation were inconsistent between endoscopists,
and symptom relief seems to be dependent on these
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variables in addition to the learning curve of the
operator.? Therefore, a uniform standard for evaluating
the effect of achalasia treatment should be developed.
However the rapid response in PBD, early discharge
from hospital and early return to work are significant
advantages.?

Esophageal perforation was reported in 2 (6.6%)
patients in each group which similar to other reports
that ranged from 0% to 21%.9.13142° Following surgery,
our rate of perforation was 6.6% higher than what was
published in review of 75 papers, reporting in 5002
myotomies for achalasia the perforation rate was only
1.1%.28 Surgical treatment following dilatation are
associated with greater risk of opening the mucosa
as the fibrous tissue in the distal esophagus following
dilatations makes surgical dissection more difficult.?
Balloon dilatation was done for 2 (6.7%) patients
following surgery with low risk of perforation as balloon
dilatation following myotomy is a well recognized
therapy.?’

The overall outcome of treatment in our series was
excellent to good in 93.3% vs. 60% for surgical and
dilatation group respectively. This is a comparable to
results from The Mayo Clinic,?® with excellent to good
results were reported in 65% of the dilated and in 85%
of the operated patients. Other studies reported good
results in 65% of dilated patients versus 91% after
myotomy, and 46% versus 85% respectively.®% The
negative independent predictors of balloon dilatation
failure was reported in the young age group of 40-50
years. 33

With regard to the number of PBD, it was
thought that dilatation should continue until clinical
remission is achieved. The American Society for
Gastrointestinal Endoscopy recommends a second
dilatation session if a single attempt does not produce
satisfactory relief. Surgery is usually the next course
of action if the second dilatation fail.*® This is
similar to our results, as we found all patients with
poor outcome had more than 2 sessions of dilatation,
and that the degree of dilatation in the barium meal
was not a predictor factor of poor outcome as been
reported.33
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Heller’s myotomy is more effective, have long
durability and better outcome than PBD as initial
treatment of achalasia. Balloon dilatation gives a more
rapid response and shorter hospital stay, but is most
likely to fail in young patients (less than 40 years),
in cases with long duration of symptoms (more than
4 years). Patients should be referred for surgery if
there is no improvement after two sessions of balloon
dilatation.®

However the recent trend in many developed
countries is for POEM, which showed excellent
clinical and manometric parameters which are used for
evaluation and follow-up. However, clinical success
does not guarantee high quality of life (QoL) scores,
generating doubts about their direct relationship.®

The longest reported follow up for POEM is around
3 years and shows continued efficacy in relief of
dysphagia.® In comparison to Laparoscopic Heller
Myotomy (LHM) with or without fundoplication,
POEM has demonstrated similar outcomes in relieving
dysphagia, as evidenced by the similar decreases in
Eckardt score and lower esophageal sphincter (LES)
pressures when compared to LMH.*” However; long
term follow up still remains to be assessed.

CONCLUSIONS

Endoscopic Balloon Dilatation is a good initial
procedure for early cases of achalasia with good initial
relief. Repeated dilatation should be abandoned patients
should be referred for surgery. Heller myotomy is a
satisfactory procedure that stood the test time and does
not any extra facilities than standard surgical set up to
perform in developing countries with limited resources.
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MANAGEMENT AND OUTCOME OF PATIENTS WITH POSTOPERATIVE
ANTERIOR ABDOMINAL WALL FISTULA
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ABSTRACT

Objective: Anterior abdominal wall fistulae are an
abnormal communication between stomach, small
or large bowel, and the cutaneous wall of abdomen
allowing the gastrointestinal contents to flow onto
the skin. It is one of the most dreaded postoperative
complications. It is a major cause of morbidity and
possible mortality especially in high output fistulae. The

Lol

aim of this study is conducted focusing on postoperative
gastrointestinal  cutaneous  fistulae  particularly
on the clinical presentation, diagnostic, work up,
managements, and outcome.

Methods: The study done on 26 consecutive patients
collected in one and half year (from 1st January 2016
to 30th June 2017) at Al-Karama Teaching Hospital.
The study included patients with gastrointestinal
fistula produced as a postoperative complications, and
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excluded the patients with fistulas related to urinary
tract problems. All the patients were subjected to
history and physical examination according to a data
collection sheet.

Results: There were 16 males and 10 females in this
study, mean age 40.96 years, and the mean hospital
stay was 14-45 days. There were eleven patients out of
twenty-six (42.3%) due to malignancy, eight patients
out of twenty-six (30.7%) following laparotomy for
trauma. One of the cases (3.8%) was due to surgery for
inflammatory bowel disease (total colectomy), and six
patients (23.2%) were due to miscellaneous causes.

Conclusions: Trauma and malignancy are the
major two causes of postoperative gastrointestinal
fistulae in this study. The higher output fistula, the more
incidence of complications, such as sepsis, electrolyte
disturbances, skin excoriation and weight loss.

INTRODUCTION

A gastrointestinal cutaneous fistula is an abnormal
connection between the stomach or intestinesand skin can
occursasaresultofradiotherapy orabdominal trauma, but
most commonly follows a surgical complication (either
a leak from an anastomosis or an inadvertent enterotomy
during dissection).! Postoperative enterocutaneous
fistula occurs in approximately 75-85% of cases.? A
minority of them is caused by other etiologies including
infection, malignancy, and radiation.

Enterocutaneous fistulas (ECFs) can occur as a
complication following any type of surgery on the
Gl tract. Indeed, more than 75% of all ECFs arise as
a postoperative complication, while about 15-25%
is spontaneously occurring, and these fistulas which
occurs post-surgery causes significant morbidity and
mortality.® They are also a source of significant misery
for both the patient and caregiver.

Morbidity and mortality following ECF is
exceedingly high.* An estimated 90% of patients will
experience an ECF-related morbidity ranging from skin
excoriation, to dehydration, to sepsis. Moreover, the
mortality attributable to an ECF ranges anywhere from
5-20% and is dependent on number of factors including
underlying infection and fistula location.>” In most
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series, mortality also appears to correlate with fistula
output and location. Mortality increases from 26% in
low output fistulas to 50% for high output ones given the
fluid, electrolyte and nutritional challenges associated
with ECF management. Mortality also correlates with
location and decreases with more distal fistulas. While
jejunal fistulas have the highest mortality (29%), and are
significantly more challenging to manage, the mortality
from colonic fistula is the lowest at 6%.8

There is no universal or well-established classification
scheme for ECFs. Fistulas are generally classified
anatomically, physiologically or by disease process.’®
Fistulas can additionally be classified by the quantity
of daily output. The anatomic classification names the
fistula using the organs involved, biliary, pancreatic,
gastric, entero-cutaneous,.. etc. The anatomic
classification may also include a description of the
fistula tract, such as complex versus simple, or long
versus short usually measured as greater or less than 1
cm. Simple fistula with direct communication between
the viscus and skin. Complex types are with multiple
tracts with or without intervening abscesses or involving
other organ systems.® The physiological classification
is based on the volume of its output. High output fistulas
drain more than 500 ml in 24 hours, moderate output
between 200 and 500 ml in 24 hours and low output less
than 200 ml in 24 hours.**? Etiologically, the majority
of enterocutaneous fistulas are iatrogenic (75-85%),
while between 15 and 25% occur spontaneously.

The goals of therapy for patients with entero-
cutaneous fistulas are to correct metabolic and nutritional
deficits, close the fistula, and reestablish continuity
of the gastrointestinal tract. The conventional therapy
for enterocutameous fistula (ECF) in the initial phase
is always conservative. Immediate surgical therapy on
presentation is contra-indicated, because the majority of
ECFs spontaneously close as a result of conservative
therapy.

The treatment of ECF continues to be a challenging
surgical problem. Hospital stay are long, wound
infection and sepsis coexist and 5% to 20% mortality
rate is considerable.® The strategies for management
of ECF include nutritional support, correction of
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electrolyte imbalances, recognition and treatment of
sepsis.t* Surgical intervention in the presence of sepsis
and poor general condition would be hazardous for
the patient. However; patients, who have an ECF with
adverse factors, such as a lateral duodenal fistula, an
ileal fistula, high output fistula, fistula associated with
distal obstruction, and wide tract fistula more than 2
cm, may require early surgical intervention.

The site of the fistula also affects the likelihood of
spontaneous closure; gastric, ileal, and lateral duodenal
fistulae may be less likely to heal than oesophageal,
jejunal, pancreaticobiliary, or duodenal stump fistulae.

Cancer, chemotherapy, and radiation are all thought
to reduce the likelihood of spontaneous fistula
closure. The presence of sepsis or local infection can
also adversely affect the likelihood of closure. Other
factors that can adversely affect prognosis include
diabetes, corticosteroid use, and renal failure. However,
postoperative fistulae that caused by appendicitis or
diverticulitis are more likely to close spontaneously.
Table 1 shows the factors that associated with failures
of the fistulae closure spontaneously.

Foreign body

Radiation

Inflammatory bowel disease or infection

Epithelialization of the tract

Neoplasm

Distal obstruction

Short tract (<2 cm)

Table 1. The FRIENDS mnemonic factors associated
with failures of fistula closure.®

Understanding the risk factors that predispose a
patient to postoperative fistulas can allow surgeons to
take steps to decrease a patient’s risk and can allow
increased vigilance and earlier diagnosis of fistulas if
they do occur. Risk factors for postoperative fistulas
include both technical and patient-related factors.
The same technical principles that guide surgeons in
reducing postoperative infection and anastomotic leak
rates are those reduce fistula formation.

Preoperative; skin preparation and perioperative
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systemic antibiotics reduce the incidence of infection
and thus ECF. Intraoperatively; the surgeon should focus
on creating a tension-free anastomosis and ensuring that
the bowel is well perfused. Stapling devices or sutures,
or both, should be placed carefully and accurately to
create an intact anastomosis. Surgeons should insist on
meticulous hemostasis and avoid leaving hematomas
as possible niduses of infection. Performing careful,
sharp dissection to avoid unintended enterotomies and
securely repairing any enterotomies or serosal injuries
are paramount. Resection and anastomosis of defects
greater than half of the small bowel circumference
rather than simple oversewing or wedge resection result
in lower fistula rates. Operative time greater than 2
hours and intraoperative contamination of the field have
been shown to increase anastomotic leak rates; thus,
the surgeon should be efficient and take steps to reduce
contamination. Drains should not be left immediately
adjacent to anastomoses; they can act as foreign bodies
and erode into the anastomosis. If possible, placing
omentum between the abdominal wall and the repair
can reduce fistula formation, although wrapping the
anastomosis in omentum (omentoplasty) has not been
consistently shown to reduce anastomotic leaks. The
final step is a secure abdominal closure with care taken
to avoid inadvertent small bowel inclusion.

Postoperatively; the main focus should be on
maximizing the patient’s oxygen-carrying capacity
by ensuring adequate volume status and avoiding
hypotension, anemia, and hypothermia.’**® Patient
related factors; such as malnutrition, low serum
albumin, cardiovascular disease, advanced age,
chronic obstructive pulmonary disease, corticosteroid
use, prior abdominopelvic radiation therapy, alcohol
abuse, smoking, two or more systemic diseases, intra-
abdominal abscess, peritonitis, and sepsis all increase
the risk of developing a postoperative ECF.* Medical
optimization of comorbidities such as diabetes,
coronary vascular disease, and inflammatory bowel
disease should be attempted preoperatively.

Many of the core tenets of general surgery, the time
to operation is perhaps the most important factor to
consider. Fazio et al demonstrated the importance of
expectant management when caring for ECFs patients.
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When surgery occurred less than 6 weeks from the time
of ECF formation, mortality exceeded 20%. By delaying
operative more than 6 weeks, however, mortality
decreased to 11%. Furthermore, early operation possibly
results in increased recurrence risk.

METHODS

This prospective study was carried out in the
surgical department of Al-Karama Teaching Hospital,
done on 26 consecutive patients collected in one and
half year (from 1st January 2016 till 30th June, 2017).
The study inclusion patients with gastrointestinal
fistulae as a postoperative complications,
exclusion patients with fistulae related to urinary
tract problems.

and

The definitive diagnosis of ECF is usually made by
visualizing the drainage of succus from the operative
incision or from a drain site. This usually occurs
between postoperative days 5 and 10.

All patients were managed initially with application
of fistulae collection device, correction of fluid and
electrolyte deficit, antibiotics and occasional blood
transfusion, and patients with a proximal, high output
fistula accompanied with a low albumin (<3.0 g/dl)
have more complications and are less likely to close
their fistula spontaneously. Conversely patients with
no comorbidities who have fistulas that are the result
of a surgical procedure and are low output do more
favorably with higher spontaneous closure rates.

Intervention: Full clinical assessment; history taking
emphasizing on the surgery that complicated by the
fistula. The etiology whether, inflammatory, neoplastic,
traumatic, related to biliary or pancreatic surgery or
others. Examination of the fistula site, quantification
of daily output, noting the consistency and color of the
output and the state of the surrounding skin.

Laboratory investigations: Complete blood count,
fasting blood glucose, renal function tests, liver function
tests, serum albumin level.

Radiological workup: Using abdominal ultrasound
to define fluid collections in most of the patients,
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abdominal CT-scan or MRI to define fistula origin.
Fistulogram and biopsy from fistula was also used in
some of the patients included in the study.

The anatomy of the fistula is defined prior to planning
surgery. Contrast studies are performed in which water-
soluble contrast material (Gastrographin) isadministered
through the fistula, orally and rectally. After the full
assessment then are managed with nutritional support.
Fistulas may result in massive daily fluid and electrolyte
losses especially of high-output fistulas can include
dehydration, hyponatremia, and hypokalemia as well as
metabolic acidosis. TPN has been universally adopted as
a means of providing nutrition while promoting “bowel
rest” and simplifying effluent management. While TPN
reduce Gl secretions by 30-50%, thereby reducing the
incidence of dehydration and electrolyte imbalances.
TPN-dependent patients are those who cannot obtain
enteral access, who have fistulae with outputs too high
to replace enterally, or who cannot tolerate enteral
feedings because of nausea, abdominal distention, or
pain. Patients with inadequate length of small bowel to
allow absorption of needed calories and nutrients are
also TPN dependent.

The strategy of TPN include keeping the patient
nil per mouth, effective drainage of the stomach
via nasogastric tube (NGT), correction of fluid and
electrolytes imbalance and stoma care. Fistula opening
was isolated with application of collection device
and daily fistula output was measured and recorded,
and all patients were given proton pump inhibitors
(H2-antagonists) and broad-spectrum  antibiotics.
Somatostatin analogue (Octeriotide), was used only in
selected patients for only few days to reduce enteric and
pancreatic secretions, and slow intestinal transit time
(loperamide, diphenoxylateand opioids).

Most patients are started on enteral and parenteral
nutrition simultaneously, and TPN is weaned as enteral
feedings are increased to goal, because TPN if used
for long-term treatment modality may causes serious
complications including infection and liver dysfunction.
The use of enteral nutrition has a number of benefits
including decreased cost, fewer infections, and improved
immunologic function when compared to TPN.
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The daily calorie requirement for patients with low-
output fistulas: need 25-30 kcal/kg/d with a protein
need 1.5-2 g/kg/d of protein, high-output fistulas: need
x2 times daily requirement and 2-2.5 x baseline protein
requirements to achieve a positive nitrogen balance.

Surgical intervention wait 4-6 weeks for spontaneous
closure, which were done for patients with fistula
associated with sepsis or local infection, distal obstructed
fistulae and wide tract fistula <2 cm, are unlikely to close
spontaneously, so surgical intervention is cornerstone of
fistulae that had not closed spontaneously.

RESULTS

The study was conducted focusing on postoperative
gastrointestinal cutaneous fistulae particularly on the
etiology, clinical presentation, diagnostic, work up,
managements, and outcome. A total of 26 patients were
included in the study, sixteen patients of them (61.5%)
were males and ten (38.5%) were females; with a
male:female ratio of 1.6:1, mean age was 40.96 years
and the mean hospital stay 14-45 days.

Etiology: There were eleven patients out of twenty-six
(42.3%) due to malignancy, eight patients out of twenty-
six (30.7%) following laparotomy for trauma. One of the
cases (3.8%) was due to surgery for inflammatory bowel
disease (total colectomy), and six patients (23.2%) were
due to miscellaneous causes: two patients (7.6%) as a
result of complicated incisional hernia repair, two cases
following closure of colostomy (7.6%), one case was
due to iatrogenic faulty insertion of jujenostomy tube
(3.8%), one case followed a complicated appendectomy
(3.8%), as shown in Figure 1.

23.3%
oIBD
® Malignancy
O Trauma 3079
Dothers O

Figure 1 . Etiology of fistula.
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Types of malignancy as a cause of postoperative
fistula: There were eleven patients out of twenty-six
due to cancer, five of them (45.5%) due to resection
of colonic tumors, three cases (27.2%) were due to
cecal tumors, only one patient (9.1%) followed anterior
resection for rectal malignancy and two cases (18.2%)
followed Billroth type 11 for resection of gastric cancer,
as shown in Figure 2.

rectum
9.1%

gastric
18.2%

Cecum
27.2%

Figure 2. Types of malignancy as an etiology of fistula.

Types of trauma as a cause of postoperative fistula:
There were eight cases post laparotomy for traum, as
shown in Figure 3, two of them (25%) were due to
bullet injury to the abdomen, anther two patients (25%)
were due to shell injury after blast. Two cases (25%)
were missed injuries which were not identified on the
first laparotomy. One case (12.5%) was due to injury to
the tail of pancreas post splenectomy. And one patient
(12.5%) was as a result of iatrogenic bowel injury after
surgery for tubo-ovarian sepsis with adhesions to the
bowel.

Site of fistula (exit of effluent on the anterior

abdominal wall): The effluent exit in each case is
delineated. Some cases have more than one fistula

bullet injury

Figure 3. Types of truama as an etiology of fistula.
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exiting from more than one site. Seven cases out of
26 patients had single fistulae draining from midline
laparotomy incision (26.9%). Five cases (19.3%) were
miscellaneous conditions including one case of each of
the following sites: midline incision plus bullet injury
site, midline incision with drain site and shell entry and
exit sites, abdominal wall defect due to de-gloving
injury, infra-umbilical transverse skin incision and
pfannenstiel’s incision, as shown in Figure 4.

O midline lapar. Incision

B midline incision+drain site
W drain

m colostomy

0 jujenostomy tube site

@ grid iron incision

mothers

Figure 4. Site of fistula.

State of skin surrounding effluent exit: Most of
cases were presented with erythema surrounding the
exit occurs in about (60%). Ulceration and abscesses
were found as well but to a lesser extent, as shown in
the Figure 5.

Fistula output: There were six of 26 patients
(23.1%) had a high output fistulae (>500 ml/day), eight
cases (30.7%) had fistulae of moderate output (200-500
ml/day) and twelve cases (46.2%) were had low output
fistulae (<200 ml/day).

Consistency of fistula output: There were twenty-
two cases had feculent output (84.6%), two cases (7.6%)

70

60%
60
50

40

%

30
20
10

0
Erythema

had gastric effluent, only one case (3.8%) had serous
discharge mixed with blood which indicates pancreatic
origin (high amylase content on laboratory analysis),
and another one case (3.8%) had fecal effluent.

Complications: Sepsis was found in 64% of cases,
weightlossin 35% of casesand 32% had skin excoriation.
Electrolyte depletion in the form of hypocalcemia,
hyponatremia and hypochloremia occurred in 21% of
cases. Wound dehiscence and wound infection occurred
in 7.14%. Multiple organ failure occurred in only one
case and led to death.

- Radiological investigations: Abdominal ultrasound:
All of the cases underwent ultrasonographic examination
of the abdomen. The finding of intra-abdominal fluid
collection was found in 15 cases (57.7%).

- Fistulogram: There were only four cases in the study
underwent fistulogram through the external opening.
Where one of the cases found to have connection to the
cecum, one to the small bowel, one to the transverse
colon and the other to the sigmoid colon.

- CT scan: Seven cases underwent computerized
tomography scanning. All of them showed fluid
collection. A connection to the duodenum was found
in one case. Five cases found to have a connection to
the small bowel with thickening of the wall in three of
them, and only one case was found to have a connection
to the cecum.

- Treatment strategies: All patients had a trial of
conservative management and only six patients
(23.1%) were needed surgical intervention, operation
intervention wait 4-6 weeks to close spontaneously.

35%

10%

Ulceration Abcess

Figure 5. Percentage of state of skin surrounding the fistula.
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Conservative management included fluid and electrolyte
support, nutritional support (enteral nutrition or TPN),
and antibiotics, as shown in Figure 6.

[ Conservative only T
. (]

Figure 6. Types of management.

Surgical treatment was given to all patients who

failed to respond to the conservative management
alone. Surgical treatment included re exploration of the
abdomen, resection of the diseased bowel segments and
reanastomosis. All patients with high output fistulae
received conservative treatment alone. While three out
of eight patients with moderate output fistulae received
surgical management in conjunction with nutritional
support. Fourth of patients with low output fistulae
received surgical treatment as well.
- Outcome: Approximately (76%) of all 26 fistulae
were closed spontaneously when sepsis is controlled,
and nutrition support is adequate, surgical intervention
was obtained in only six cases (23.1%). Death occurred
in five cases (19.2%), one of them was due to multiple
organ failure after gastric resection for gastric CA.
another one died due to sepsis pancreatic fistula. The
rest died to their terminal illness and not as a direct
relation to the fistulous disease.

DISCUSSION

Entero-cutaneous fistulae are the most dreaded and
catastrophic complications of abdominal surgery.?® The
mean age in our study is 40.96 years with a range of
14-75 years consistent with the finding of a study done
by Ghazal et al in Alexandria, in which the mean age
was 48 years.?! In a study done by Visschers et al in
2007 in Netherland’s the mean age of incidence was
found to be 57 years.*® This difference may be attributed
to the fact that the incidence of trauma is much higher
in our country and that a considerable percentage of
patients involved are from the military sector who are
mostly young men.
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The male to female ratio is 1.6:1 approximately
consistent with the finding in Alexandria’s Study, Mean
length of hospital stay in a study done by Draus et al was
22 days, with a range of 1-71 days,*? which is nearly
inflammatory bowel disease (46%).? Inflammatory
bowel disease was found in only three cases in our
study. This is due to the much higher incidence of such
diseases in their countries, and due to the fact of our
country being in a state of war that trauma arises as a
major factor in the etiology of postoperative anterior
abdominal wall fistulae. 46% of the patients in this
study have low output fistulae with an output of 200 ml/
day or less, approximately consistent with the finding
of Ghazal et al study that shows 50% of cases are of the
low output type.2*

The most common complication found in our
study was sepsis (60%), weight loss (35%) and skin
changes (32%). MOF occurred in only one patient
and resulted in death postoperatively. Whereas skin
complications were the most common one in the
study done by Ghazal et al in 2006 accounting for
about 70% of cases.?

The site of origin of fistula was the large bowel
primarily in 69.2% of cases in our study followed by
the small bowel including the in 19.2 % of cases. As
opposed by a study conducted by Draus in 2004 in
which the majority of cases were found to be related to
the small bowel.

This can be attributed to the differences in the
etiological factors and the pathology behind such a
postoperative complication with a higher frequency of
colorectal malignancy in our study. No biliary fistulae
were encountered during our study due its short period,
the majority of cases were found to be related to the
small bowel. This can be attributed to the differences
in the etiological factors and the pathology behind,
such a postoperative complication with a higher
frequency of colorectal malignancy in our study. No
biliary fistulaec were encountered during our study due
its short period.

Conservative management had been instituted all
cases either as an initial and definitive treatment as in
76.9% of cases, or in concomitance with surgical therapy
as in 23.1% of cases. Conservative treatment in the
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form of TPN or enteral nutrition individualized for each
patient as he tolerates led to a success rate of 46.2% and
spontaneous closure in a period of 4-6 weeks. Surgical
therapy had been done for 23% of cases, surgical closure
without recurrence occurred in all of those cases. In
a study done by Taggarshe et al in 2010, the success
rate of conservative management occurred in 75% of
cases with low output fistula. Patients with high output
fistula underwent surgical therapy and the success rate
was 43%. The efficacy of treatment of enterocutaneous
fistulae is influenced by the location of fistula, by the
daily output, by the septic complications and by the use
of total parenteral nutrition (TPN) can be the primary
treatment, or an effective adjunct supplement to the
surgical management of postoperative small bowel
fistulae.?®

The mortality rate in our study is 19.2% (5
patients). One case of pancreatic fistula following
splenectomy died due to the complication of sepsis.
One case of gastric fistula following gastrectomy for
advanced gastric malignancy died during the period of
resuscitation due to multiple organ failure. Three cases
died due to advanced colonic malignancy and not as
a direct relation of the disease. As such case related
mortality is 7.7%. Other studies showed mortality rates
as stated by Ugochuwu in a district hospital in Nigeria of
13.7%, and a study done by Mc Intyre in 2005 showed a
mortality rate of 5.3%.2

CONCLUSIONS

Trauma and malignancy constitute the major two
causes of anterior abdominal wall gastrointestinal
fistulae in our study. The higher output the fistula is
associated with more incidence of complications such
as sepsis, electrolyte disturbances, skin excoriation and
weight loss. Radiological imaging and contrast studies
are important tools in the diagnosis and delineation
of the fistulous tract with its communications and the
possibility of presence of distal obstructions.

Spontaneous closure depends on the primary etiology
of the fistula, its output, the age of patient and the
presence of inter current illnesses, the site of fistula and
the presence or absence of distal obstruction. Surgical
closure is an efficient way for dealing with high output
fistulaec and is associated with a high success rate.
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Failure of conservative management is also considered
an indication for surgical closure.
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GROWTH FAILURE IN IRAQI CHILDREN WITH B THALASSEMIA MAJOR
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ABSTRACT

Obijectives: Iraq is located in the geographical
distribution of Beta-thalassemia major (BTM). Badly
treated patients are susceptible to develop different
complications, including growth failure (GF). We
aimed to estimate the prevalence of GF and determine
associated risk factors in Iraqi fTM children.

Methods: From 1% October 2017 to 31 March 2018,

we conducted a cross-sectional observational study
on 203 BTM children attending [-thalassemia center
at Al-karama Teaching Hospital in Baghdad. The
collected data covered the following variables: age,
gender, educational level of parents, age of the patient
at time of diagnosis, presence of other FTM siblings
in the family, frequency of blood transfusion (BT) per
month, regularity of receiving chelating therapy (CT),
blood hemoglobin (Hb) level of the patient, history
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of splenectomy, and weight of the patient. Statistical
association of these variables with GF was done using
Chi-square.

Results: The prevalence of GF was estimated to
be 17%. Among risk factors, educational level of the
parents, presence of other siblings with fTM, increasing
the frequency of receiving BT, irregularity of receiving
CT, and blood Hb level <10 g/dl were associated
significantly with GF. However, age, gender, and age
of the patient at the time of the diagnosis were not
associated with GF.

Conclusions: The reported prevalence of GF in
this study was less than that reported locally and in
neighboring countries. Alleviating risk factors requires
the need to implement strategic actions to promote the
growth of fTM children and help them lead productive
and happy future lives.

INTRODUCTION

Beta-thalassemia (B-thalassemia) is a group of
inherited blood disorders caused by reduced or absent
synthesis of the § chains of hemoglobin (Hb), resulting
in variable outcomes ranging from severe anemia
to clinically asymptomatic individuals.! They are
caused by mutations in the HbJ} gene on chromosome
11, inherited in an autosomal recessive fashion. The
severity of the disease depends on the nature of the
mutation.*2 High prevalence is present in populations
in the Mediterranean, Middle-East, Transcaucasia,
Central Asia, Indian subcontinent, and Far East.?
Iraq is located in the geographical belt of thalassemia.
The prevalence of thalassemia had  increased  from
33.5/100,000 in 2010 to 37.1/100,000 in 2015, while
the incidence rate had decreased from 72.4/100,000
live births to 34.6/100,000 live births between 2010
and 2015. Importantly, B-thalassemia major (BTM)
represented 73.9% of all types of thalassemia. About
66.0% of patients were under 15 years old; 78.8% were
offspring of parents who were related, and 55.9 % had
at least one complication. Respectively, 13.5% and
0.4% of patients were infected with hepatitis C virus
(HCV) and hepatitis B virus (HBV) at some point in
their lives. No patients were infected with the human
immune deficiency virus (HIV).?
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Patients with TM often present during infancy with
severe anemia, failure to thrive, progressive pallor, and
hepatosplenomegaly. Untreated patients show growth
failure (GF), skeletal changes due to extra medullary
hematopoiesis, delayed puberty, endocrinopathies due
to iron overload, and impaired social adjustment and
quality of life.12

In BTM, the etiology of GF is multifactorial including
chronic anemia and hypoxia, chronic liver disease, zinc
and folic acid and nutritional deficiencies, intensive use
of chelating agents, emotional factors, endocrinopathies
(hypogonadism, delayed puberty, hypothyroidism,
disturbed calcium homeostasis and bone disease), and
last but not least dysregulation of the human growth
hormone (GH)-insulin like growth factor (IGF) axis.*
The scope of GF in BPTM has been extensively studied
in Iraq from different aspects. There is a wide variation
in the prevalence of GF in BTM children in different
region in lrag, including Ramadi (22.5%),° Babylon
(40%),° Erbil (61%),” and Baghdad (73.5%).

The causes of GF in BTM in Iraq have been widely
studied. Alshemmari et al correlated GF in BTM
children with defective chelating therapy (CT).> Al-
Wataify found that chronic anemia, hypersplenism,
improper chelating therapy (CT) and blood transfusion
(BT), certain endocrinopathies, and deficiency of
certain trace elements were associated with GF in
BTM children.® Moreover, biochemical disorders
were additionally found to be linked to GF. Al-
Gazally et al found increase in serum ferritin (SF)
level in thalassemic patients with presence of multiple
endocrinopathies, including diabetes mellitus (3.75%),
GH deficiency (23.7%), and low thyroid hormones
(2.5%).° Azeez et al demonstrated significant decrease
in blood GH and increase in SF. Moreover, a positive
correlation was found between blood GH and both Hb
and packed cell volume, while negative correlation
was found between blood GH and SF level.** Majeed
et al found blood levels of leptin, vitamin D, thyroid
function tests, parathyroid hormone, ghrelin, ghrelin/
leptin ratio, and sex hormone were all significantly
low in thalassemic patients compared to controls. They
suggested that the lower values of ghrelin and leptin in
BTM possibly constituted another hormonal imbalance,
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which may contribute to the alteration of growth and
sexual maturation encountered in PTM patients.
Awajah documented hypozincamia, hypomagnesmia
and hypercuperemia that were significantly higher in
BTM patients compared to controls.*?

Consanguineous marriage is prevalent in Iraq and it
will most likely increase the burden of disease in the
country. It is, therefore, important to study the growth
pattern in Iraqi thalassemic children hoping it would
be beneficial in planning therapeutic and preventive
strategies as well as improving their survival and quality
of lives.

METHODS

During the period from 1%t October 2017 to 31t March
2018, we conducted cross-sectional observational study
on BTM patients attending Al-Karama p-thalassemia
center in Baghdad. We employed convenient sampling
method to select patients with the following inclusion
criteria: patients age between 6 months and 10 years;
confirmed diagnosis of fTM by Hb electrophoresis;
and family willingness to participate in the study.
The exclusion criteria included the following: non-
confirmed PBTM diagnosis by Hb electrophoresis;
patients with [-thalassemia intermediate or other
hemoglobinopathies; and family unwillingness to
participate in the study.

The studied data included the variables of age, gender,
educational level of the parents, age of the patient at
time of BTM diagnosis, presence of other siblings with
BTM in the family, monthly frequency of BT, regularity
of receiving CT, and history of splenectomy. The weight
of each patient was measured with minimum clothing,
without shoes to the nearest 0.1 kg. The readings were
plotted on growth chart of the weight for age for the
corresponding gender.® Any reading below 3" centile
in the corresponding chart was regarded as GF.:® The
blood Hb level of the studied patients were measured
and Hb less than 10 g/dl was considered as anemia.

The collected data were entered into SPSS (Statistical
Package for Social Sciences, version 16, INC, Chicago,
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Illinois, USA). Descriptive statistics of the data included
the mean and standard deviation for numerical data
while frequency and percentage were used to address
qualitative data. Statistical analysis to determine the
association of various variables with GF was done by
Chi-square. P-value <0.05 was considered statistically
significant. The Scientific and Ethical Committee at
Al-Kindy College of Medicine, University of Baghdad
approved the study proposal.

RESULTS

From the total number of 203 patients, there were
34 (17%) patients with GF compared to 169 (83%)
patients without GF. The mean weight of the patients
with GF was 14.26+5.16 kg compared to 20.57+8.38
kg in patients without GF. Statistical analysis showed
highly statistical difference in the weight between the
two groups, (p=0.001).

The mean age of the studied patients was 6.17+2.30
years. Among patients with GF, patients above the age
of 5 years constituted 27/135 (20%) of the total patients,
followed by 6/48 (12.5 %) within the age group 3-5 years
and 1/20 (5%) under the age of 3 years. Among patients
without GF, patients above age of 5 years constituted
108/135 (80%) of the total patients, followed by 42/48
(87.5%) within the age group 3-5 years and 19/20(95%)
under the age of 3 years. Statistical analysis showed non-
significant association of the age with GF, (p=0.163).

The studied cohort consisted of 108 (53.2%) males
and 95 (46.8%) females, with a male to female ratio
of 1.3:1. Among patients with GF, there were 15/108
(13.9%) males and 19/95 (20%) females. Among
patients without GF, 93/108 (86.1%) patients were
males and 76/95(80%) patients were females. Statistical
analysis showed non-significant association of the
gender with GF, (p=0.245).

Considering the educational level of the mothers of
the studied patients with GF, no formal education was
noticed in 14/47 (29.8%) of the mothers compared
to 12/86 (14%) with primary educational level, 8/67
(11.9%) with secondary educational level and none had
high educational level. Considering the educational level
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of the mothers of the studied patients without GF, no
formal education was seen in 33/47 (70.2%) compared
to 74/86 (86%) with primary education, 59/67 (88.1%)
with secondary education, and 3/3 (100%) with high
educational level. Statistical analysis showed significant
association of the low educational level of the mothers
with GF, (p=0.022), Table 1.

Considering the educational level of the fathers of
the studied patients with GF, no formal education was
noticed in 10/40 (25%) compared to 14/64 (21.9%)
with primary education, 4/69 (5.8%) with secondary
education, and 6/30 (20%) with high educational level.
Considering the educational level of the fathers of the
studied patients without GF, no formal education was
seen in 30/40 (75%) compared to 50/64 (78.1%) with
primary education, 65/69 (94.2%) with secondary
education, and 24/30 (80%) with high educational level.
Statistical analysis showed significant association of the
low educational level of the fathers with GF, (p=0.025),
Table 2.

The study showed that 34 (17%) patients with GF were
diagnosed to have fTM with a mean age of 7.5346.73

months, compared to the mean age of 6.41+3.97 months
among 169 (83%) patients without GF. Statistical analysis
revealed non-significant association of the age of the
patients at the time of fTM diagnosis with GF, (p=0.190).

From the total number of 114 (56.2%) patients not
having siblings with fTM, 13/114 (11.4%) patients had
GF, while 101/114 (88.6%) patients had no GF. From
the total number of 89 (43.8%) patients having siblings
with BTM, 21/89 (23.6%) patients had GF compared to
68/89 (76.4%) patients without GF. Statistical analysis
showed significant association of the presence of other
siblings with BTM with GF, (p=0.025), Table 3.

Single BT per month was received in 139 (69%) of
the total patients. Among them, 17/139 (12.2%) were
patients with GF, compared to 122/139 (87.8%) patients
without GF. Twice BT per month were received in a total
number of 62 (30.5%) patients. Among them, 15/62
(24.2%) patients had GF compared to 47/62 (75.8%)
patients with no GF. Triple BT per month were received
only in 2 (1%) patients and all of them had GF. Statistical
analysis showed significant association of increasing
monthly frequency of BT with GF, (p=0.011), Table 4.

Total (n=203) GF (n=34) No GF (n=169)
Mother educational level p-value
No. % No. % No. %
No formal education 47 23.2 14 29.8 33 70.2
Primary 86 424 12 14.0 74 86.0 0.022
*Secondary 67 33.0 8 11.9 59 88.1 '
*High 3 15 0 0.0 3 100.0

GF: Growth failure, SSPS@: Statistical Package for Social Sciences.
*Secondary and high educational level were collected together in the statistical analysis by SSPS@.
Table 1. Distribution of the studied patients according to the educational level of their mothers.

Total (n=203) GF (n=34) No GF (n=169)
Father educational level p-value
No. % No. % No. %
No formal education 40 19.7 10 25.0 30 75.0
Primary 64 315 14 21.9 50 78.1 0.025
*Secondary 69 34.0 4 5.8 65 94.2 '
*High 30 14.8 6 20.0 24 80.0

*Secondary and high educational level were collected together in the statistical analysis by SSPS€.
GF: Growth failure, SSPS@: Statistical Package for Social Sciences

Table 2. Distribution of the studied patients according to the educational level of their fathers.
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Regular CT was received in a total number of 138
(68%) patients. Among them, 17/138 (12.3%) patients
had GF, compared to 121/138 (87.7%) patients with no
GF. Irregular CT was received in a total number of 65
(32%) patients. Among them, 17/65 (26.2%) patients
had GF compared to 48/65 (73.8%) patients without
GF. Statistical analysis showed significant association
of irregularity of receiving CT with GF, (p=0.014),
Table 5.

Among 34 patients with GF, the mean Hb level
was 8.63+1.21 g/dl compared to the mean Hb level
of 11.82+1.12 g/dl among the remaining 169 patients
without GF. Statistical analysis showed significant
association of anemia (Hb <10 g/dl) with GF
(p=0.020).

Splenectomy was performed only in 3 (1.5%) patients
and none of them had GF.

DISCUSSION

In the present study, GF was detected in 17% of
the patients. This prevalence is less than that reported
in different regions in the country, including Ramadi
(22.5%),° Babylon (40%),® Erbil (61%),” and Baghdad
(73.5%).8 Regarding the neighboring countries, our
estimated prevalence of GF (17%) is less than that
reported in Iran (54.7%),* Turkey (71.1%),%® and Jordan
(75.9%).¢ The difference in the prevalence of GF in our
study compared to other local and international studies
can be due to variation in the study size, duration of
the study, study design, the employed anthropometric
index, and the number of the studied centers.

Despite statistical analysis showed non-significant
association of the age with the GF (p=0.163), the
predominance of GF in patients above the age of 5 years
(20%) compared to other age groups is interesting. This

Presence of other Siblings Total (n=203) GF (n=34) No GF (n=169)
ith BTM" p-value
g No. % No. | % No. %
Not present 114 56.2 13 11.4 13 11.4 0.025
Present 89 43.8 21 23.6 21 23.6 '
BTM*: Beta-thalassemia major, GF: Growth failure
Table3. Distribution of the studied patients according to the presence
of other siblings with BTM.
Monthly frequency of Total (n:203) GF (n:34) No GF (n:169) value
receiving blood transfusion No. % No. % No. % P
1 139 69.0 17 12.2 122 87.8
*2 62 30.5 15 24.2 47 75.8 0.011
*3 2 1.0 2 100.0 0 0.0
*2 and *3 were collected together in the statistical analysis by SSPS@.
GF: Growth failure, SSPS@: Statistical Package for Social Sciences
Table 4. Distribution of studied patients according to the monthly frequency
of receiving blood transfusion.
Regularity of receiving Total (n=203) GF (n=34) No GF (n=169) p_va|ue
chelating therapy No. % No. % No. %
Regular 138 68.0 17 12.3 121 87.7 0.014
Irregular 65 32.0 17 26.2 48 73.8 ’

GF*: Growth failure

Table 5. Distribution of studied patients according to the regularity
of receiving chelating therapy.
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can be explained by the fact that older age patients are
more liable to have different complications, including
GF with advancing age, particularly if they are not
following the treatment plan properly. No previous
studies on this aspect are present for comparison.

The study showed non-significant association of the
gender with the GF in the studied patients (p=0.245).
This can be explained by the fact that unlike sex-linked
inherited diseases, pTM is an autosomal recessive
disease with no gender predominance. Moreover, the
poor compliance of the families renders taking care of
their thalassemic children inappropriate regardless of
their gender. Our finding is consistent with that reported
by Al-Wataify.®

The study revealed significant association of the low
educational level of the mothers (p=0.022) (Table 1),
and fathers (p=0.025) (Table 2) with GF in the studied
patients. No previous studies on this aspect are present
in Iraq for comparison. Our finding can be explained by
the fact that educated parents can provide their children
with better care during their illness. In Pakistan, 66.7%
of the parents having fTM children were found to be
illiterate and 15.8% knew the importance of blood
screening. Knowledge regarding CT was present in 55%
of the patient’s parents, and 15% knew that thalassemia
is an inherited disorder.'” Because PTM is a chronic
illness that needs long term treatment, educated parents
with good knowledge/information on the illness can
adhere more readily to treatment schedules and provide
better care of patients.'’

The study demonstrated non-significant association
of the age of the patients at the time of diagnosis with
GF (p=0.190). No previous studies on this aspect are
present for comparison. Early diagnosis of BTM in the
present study is interesting. This is because it can predict
better the growth profile with minimum complications
if it is associated with early institution of BT and CT, as
well as it can enable BTM children to follow active and
happy life into adulthood.*

The study disclosed a significant association of the
presence of other siblings with BTM with GF (p=0.025),
Table 3. No previous studies on this aspect are present
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for comparison. The impact of having many siblings
with BTM on the likelihood to have GF can be explained
in dual aspects. On one aspect, families with many
BTM siblings cannot provide proper care and follow up
evenly. On the other aspect, having many siblings with
BTM imposes great psychosocial burdens on patients
and families. For example, in Turkey, the education of
most of the thalassemic children of school age (60%)
was affected, mainly due to having to attend hospital for
investigation and transfusions. A high level of parental
anxiety (82%) was reported. Nearly half of the families
(47%) had employment and financial problems as a
result of thalassemia with the risk of marital breakdown
(1.8%).%°

Significant association of increasing monthly
frequency of BT with GF was noticed in the study
(p=0.011), Table 4. Our finding is consistent with that
reported by Al-Wataify where there was a significant
increase of GF with increasing number of BT of
more than 100 unit per year.® Al-Salehe et al found
that 70.4% of BTM patients received blood more than
one time per month, with no significant relation with
GF in both genders.® Transfusion program corrects
anemia and suppresses patient’s own extramedullary
erythropoiesis. This will decrease intestinal absorption
of iron, decrease energy expenditure, and improve the
growth and well-being of patients." It is essential to step
up the transfusions to achieve Hb goal of 10 g/dl and
to institute effective chelation measures with the aim
of keeping SF levels below 1000 ng/ml to avoid the
systemic effects of iron overload. Moreover, regular
checking for HIV, HCV, and HBsAg in BTM patients
is needed.2%

Significant association of irregularity of receiving
CT with GF was seen in the study, (p=0.014) (Table 5).
Al-Shemmari et al found that CT was taken by 83.2%
of BTM patients while 15.8% did not receiving that
therapy at all.> Al-Salehe et al found that 62.9% of BTM
patients received CT, while the remaining 37.1% did
not receive that therapy with no significant association
with GF in both genders.8 It is obvious that regular BT
used to treat thalassemia can cause iron loading that
must be treated with CT. Such CT removes accumulated
iron and detoxifies iron, which can prevent and reverse
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much of the iron-mediated organ injury, and improves
the outcomes, particularly the growth profile. It is
recommended to institute effective CT with the aim
of keeping SF levels below 1000 ng/ml to avoid the
adverse effects of iron toxicity.12%

The study showed significant association of anemia
(Hb level <10 g/dl) with GF. (p=0.020). Al-Shemmari et
al found that 42% of patients were presented with Hb <7
g/dl, while 48% of them had Hb ranged from 7-9 g/dI
before transfusion and only 9.7% had pre-transfusion Hb
>9 g/d1.> Al-Wataify found that the mean Hb level of <7
g/dl was found in 59.1%, 7-9 g/dl was found in 20.9%,
and >9 g/dl was found in 20% with a highly significant
association with GF on decreasing mean Hb level of <9
g/dl.5 Anemia is considered one of the important causes
of GF in BTM children.* Therefore, it is recommended
that Hb level in BTM children should be kept more than
10 g/dlI to promote the growth of the patients.>:22

Splenectomy was performed only in three
patients (1.5%), and none of them had GF. Although
splenectomy was previously reported in 19% of BTM
children by Al-Shemmari et al® and 36.3% by Al-Salehe
et al® its association with GF was not studied. The
contribution of splenectomy to maintain the growth
of BTM children is well-known. It has been found that
splenectomy reduces the blood requirement from twice
every month preoperatively to less than once per month
with improved Hb level. This improvement is sustained
over a prolonged time and has a positive effect on the
growth.?

The results of the present study cannot be generalized
to different regions in Iraq because of the following
limitations: the cross-sectional observational nature
of the study with its limitations, short study period (6
months), and relatively the small sample size (n=203).
Moreover, the dietary intake, socio-economic standard,
biochemical parameters, and endocrine profile were not
studied. Therefore, their contribution to the development
of GF in the present study cannot be ignored.

CONCLUSIONS

Despite the prevalence of GF in the present study
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(17%) was less than that reported locally and in
neighboring countries, GF continues to constitute an
important health problem in Iraqi fTM children. There
is a need to implement strategic actions to overcome
dependent risk factors, promoting the growth of fTM
children, and help them follow productive and happy
future lives. Large scale multicenter longitudinal
studies in different regions in the country are suggested
to better define the prevalence of GF in BTM children
and their associated risk factors.
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A RETROGRADE STUDY ABOUT HELICOBACTER PYLORI
INFECTION IN DAMASCUS PEDIATRICS HOSPITAL

Al Ayl afls et e xaly Al
ey oralall JUkY) il
Lina Khouri, MD

S [ Y

ABSTRACT

Obijective: Helicobacter pylori (H. pylori) is recognized as the most common chronic human bacterial infection,
affecting up to 50% of the world’s population, and plays an important role in promoting gastrointestinal disease
and extra-gastrointestinal disease in human. Infection is usually acquired in childhood, particularly in developing
countries. In this study, we will show the prevalence of H. pylori infection in children with gastrointestinal and non-
gastrointestinal symptoms, and the association between H. pylori infection and clinical manifestations in children in
the University Children's Hospital in Damascus.

Methods: The study was conducted at the University Children’s Hospital in Damascus between 2015 and 2016,
which is a cohort study based on the files of patients who were referred to the hospital with gastrointestinal
and extra-gastrointestinal symptoms (chronic abdominal pain, upper gastric hemorrhage, chronic vomiting, iron
deficiency anemia or growth failure). They have gastrointestinal endoscopy, gastric biopsy, and were diagnosed
with H. pylori infection without exception any patient. Data on patients (age, sex, family history, gastrointestinal
endoscopy, and gastric biopsy) were collected, the information was arranged in tables and ratios using the SSPS
program.

Results: Of the 630 patients who underwent gastrointestinal endoscopy and biopsies, 89 patients were diagnosed
with infection (14.1% of the total number of patients), of them 67.46% were older than 10 years (60 patients), males
58.4% (n=52), females 41.6% (n=37), the most common symptom in patients was chronic abdominal pain in 37
patients (41.5%). The most common endoscopic finding was nodular hyperplasia in 35 patients (39.3%). The most
common pathologic findings was active moderate gastritis (28 patients, 31.4%).

Conclusions: There is a high incidence of hepatitis infection in children and even in young age less than 10 years,
and should be investigated for infection in any patient with symptoms of digestive and external digestive suggestive,
especially chronic abdominal pain. However; existence of antral nodularity can be assigned as an endoscopic sign
of infection in children.

*Lina Khouri, MD; Assistant Professor in Department of Pediatrics, Faculty of Medicine, Damascus University, Syria. E-mail: linakhouri0@gmail.com
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Medical Case

Pituitary hyperplasia from primary hypothyroidism

A 10-year-old girl presented to the pediatric clinic with headache and poor growth. On examination, her height
was below the third percentile and her weight was at the tenth percentile. She had dry skin; testing showed no
visual-field deficits. Laboratory studies showed a thyrotropin level of more than 150 pU per milliliter (normal
range, 0.5 to 4.9), a free thyroxine level of 0.4 ng per deciliter (5.1 pmol per liter) (normal range, 0.8 to 1.4 ng
per deciliter [10.3 to 18.0 pmol per liter]), and a prolactin level of 63 ng per milliliter (normal range, 3 to 28).
The results of additional testing, which included the evaluation of levels of morning cortisol, gonadotropins, and
insulin-like growth factor 1, were normal. Magnetic resonance imaging (MRI) of the head revealed a diffusely
enhancing lesion in the sellar region extending to the optic chiasm (Panel A, arrow). A diagnosis of primary
hypothyroidism with secondary pituitary hyperplasia was made, and the patient began receiving levothyroxine.
Long-standing untreated primary hypothyroidism can cause pituitary hyperplasia owing to hormonal-feedback
mechanisms through the hypothalamic-pituitary-thyroid axis. At 10 months of follow-up, the patient’s headaches
had resolved, the thyrotropin level had normalized, and the patient had grown 6 cm in height. Repeated MRI of
the head showed resolution of the pituitary enlargement (Panel B).
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K.S. Shivaprasad, M.D., D.M.
Kollareddy Siddardha, M.B., B.S.
N Engl J Med 2019;380:€9. February 21, 2019. Images in Clinical Medicine
DOI: 10.1056/NEJMicm1805378
Translated by Samir Aldalati, MD
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Medical Case

Visceral Leishmaniasis
Lsda Wiledyd

A 49-year-old previously healthy man presented to the emergency department with a 5-month history of fever,
abdominal pain, fatigue, and an unintentional 15-kg weight loss. The physical examination was notable for an
enlarged liver and spleen. Laboratory studies showed a white-cell count of 2040 per cubic millimeter (reference
range, 4000 to 10,000), a hemoglobin level of 9.2 g per deciliter (reference range, 14.0 to 18.0), and a platelet
count of 50,000 per cubic millimeter (reference range, 140,000 to 400,000). Blood cultures as well as tests for
human immunodeficiency virus, hepatitis B virus, hepatitis C virus, cytomegalovirus, and Epstein-Barr virus
were negative. Computed tomography of the abdomen confirmed the presence of an enlarged liver and markedly
enlarged spleen (Panel A). Examination of a bone marrow aspirate revealed amastigotes, each with a nucleus
(Panel B, blue arrow) and a kinetoplast (Panel B, red arrow), within histiocytes. This is the typical appearance
of leishmaniasis, and polymerase-chain-reaction testing of the bone marrow aspirate confirmed the diagnosis.
Transmitted by sandflies, Leishmania infantum is endemic to Italy and the Mediterranean region. The patient
started treatment with liposomal amphotericin B. At a follow-up visit 1 month later, the fever, abdominal pain,
and fatigue had resolved, and physical examination revealed resolution of the splenomegaly.
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Giuseppe G. Loscocco, M.D.
Matteo Piccini, M.D.
University of Florence, Florence, Italy
giuseppeloscoccog@gmail.com
N Engl J Med 2019;380:379. January 24, 2019.
Images in Clinical Medicine
Translated by Samir Aldalati, MD
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Association of maternal disease and medication use with the risk of congenital heart
defects in offspring: a case-control study using logistic regression with a random-effects model
Al e AR AN Gl i aa oY) die 40 aladialg ()Y b))

Lilgdal) il g Mlad ga Alalal) gl aladiuly salpdiy s Aas

Lai T, etal.
J Perinat Med 2019 Feb 22.

Objective: To examine the association between maternal diseases and congenital heart defects (CHDs) and to
evaluate whether those associations vary with corresponding medication use.

Methods: A multi-hospital case-control study conducted from February 2010 to December 2014 analysed 916
controls and 1236 cases. Participating mothers were asked whether they suffered from influenza, common cold,
herpes and threatened abortion or had used corresponding medication during the periconception period or the early
pregnancy period. We used a random-effects logistic regression model to compute the odds ratios (ORs), adjusted
odds ratios (AORs) and 95% confidence intervals (CIs) while controlling for potential confounders.

Results: Compared with the results for mothers with no exposure, there were significant associations between
maternal diseases with medication non-use and CHDs in the aggregate, including influenza (AOR, 1.83; 95% CI,
1.13-2.95), common cold (AOR, 2.05; 95% CI, 1.60-2.64) and herpes (AOR, 7.00; 95% Cl, 2.15-22.84). There was
no significant association between medication users and offspring with any subtype of CHDs, except that maternal
common cold with medication use slightly increased the risk of the specific subtype, namely, isolated cardiac defects.
However, an association was observed between maternal threatened abortion and medication and isolated cardiac
defects (AOR, 1.33; 95% Cl, 1.01-1.75).

Conclusion: Maternal influenza, common cold, herpes and threatened abortion from 3 months before pregnancy
through the first trimester were associated with an increased risk of congenital heart disease in offspring. The
teratogenic effect of these conditions may be attenuated by medication use, except for threatened abortion.
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Effect of dairy and non-dairy snacks on postprandial
blood glucose regulation in 9-14 year old children
Gl O qulal) cilaiia Joli il
L 14-9 Cpoy JULY) 2o Aagl) dny aal) S 2l o

Gheller BJF, et al.
Appl Physiol Nutr Metab 2019 Feb 22.

In adults, dairy consumption improves short-term blood glucose regulation. It is unknown whether these short-term
benefits extend to children of different weight statuses. The objective of this study was to investigate the effect
of a dairy and non-dairy snack in both normal weight (NW) and overweight/obese (OW/OB) children on blood
glucose regulation and food intake (FI). In a repeated measures crossover design, 11 NW and 7 OW/OB children
(age: 9-14y), consumed, in random order, a dairy (Greek yogurt, 198.9 g, 171 kcal, 0 g fat, 17 g protein) or non-
dairy (mini sandwich type cookies, 37.5 g, 175 kcal, 7.5 g fat, 1.3 g protein) snack containing 25 g of available
carbohydrates. Blood glucose, insulin, C-peptide, and GLP-1 were measured at 0 min (before the snack), and 30, 60,
90, and 120 min after snack consumption. Insulin secretion was calculated from deconvolution of C-peptide. Hepatic
insulin extraction was calculated as C-peptide divided by insulin. FI did not differ between snacks (P=0.55). Mean
blood glucose was lower (P<0.001) and insulin higher (P<0.0001) in the 120 min after consuming the dairy snack.
C-peptide concentrations (P=0.75) and insulin secretion (P=0.37) were not different between snacks. The increase in
insulin was explained by reduced hepatic insulin extraction (P<0.01). Consumption of the dairy snack also increased
mean GLP-1 concentrations (P<0.001).

In conclusion, consumption of a dairy snack by NW and OW/OB children results in reduced postprandial blood
glucose concentrations and elevated circulating insulin compared to a non-dairy snack possibly due to delayed
hepatic insulin extraction.
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N-terminal probrain natriuretic peptide as biomarker
for diagnosis of Kawasaki disease
assigall jaall Sladll aid) dagtlal AiaaY) 43lgdl) 00
SIS £l eVl B gea anlsS

Rodriguez-Gonzalez M, et al.
Biomark Med 2019 Mar 22.

Kawasaki disease (KD) is a systemic childhood vasculitis with peculiar tropism for the heart. Coronary artery
aneurysms are the primary cause of morbidity and mortality in these patients. The timely administration of
gammaglobulin decreases the risk for development of coronary artery aneurysms, highlighting the importance of
early KD recognition. However, the most significant dilemma in the management of KD is the diagnosis itself. In this
article, we review the recent literature focusing on the diagnostic utility of N-terminal probrain natriuretic peptide
as a biomarker for diagnosis of KD. The main conclusion is that N-terminal probrain natriuretic peptide is an useful
biomarker for KD diagnostic that represents a valuable addition to the current diagnostic workup of patients with
suspected KD, increasing the diagnostic accuracy.
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Increased congenital hypothyroidism detection
in preterm infants with serial newborn screening

Casisall ) dic ol 480 ) ) guad Ca CAES BAL
Cilgl) die g ) aall MA (e Gl S

Kaluarachchi DC, et al.
J Pediatr 2018 Dec 20.

Objectives: To determine the incidence of congenital hypothyroidism in preterm infants and to identify associated
risk factors.

Study design: A population-based cohort study was performed in preterm infants born at <32 weeks of gestational
age between 2012 and 2016 in Wisconsin. Newborn screening (NBS) results and demographic data were obtained
from the Wisconsin State Laboratory of Hygiene. Congenital hypothyroidism was subdivided to early TSH elevation
(eTSH) and delayed TSH elevation (dTSH). Multivariate logistic regression analyses were performed to identify
demographic factors associated with dTSH.

Results: A total of 3137 preterm infants born at 22-31 weeks of gestational age were included in the study. Mean
gestational age was 28.4+2.4 weeks and mean birth weight was 1191+399 g. Forty-nine infants were diagnosed
with congenital hypothyroidism. The overall incidence of congenital hypothyroidism was 1.56%, including a 0.13%
incidence of eTSH and a 1.43% incidence of dTSH. Birth weight <1000 g, multiple gestation, and initial TSH level
were identified as independent predictors for dTSH.
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Conclusion: Targeted serial NBS in Wisconsin led to a higher rate of diagnosis of congenital hypothyroidism in
preterm infants than has been reported previously. The majority (92%) of congenital hypothyroidism cases were
diagnosed with dTSH. Birth weight <1000 g, multiple gestation, and elevated initial TSH level were associated
with increased risk for development of dTSH. We recommend obtaining targeted serial NBS in preterm infants (<32
weeks of gestational age) to improve the detection of congenital hypothyroidism.
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Obstructive sleep apnea and cardiovascular risk in pediatrics
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Smith DF, et al.
Chest 2019 Feb 18.

Obstructive sleep apnea (OSA) occurs in approximately 1% to 5% of children in the United States. Long-term
cardiovascular risks associated with OSA in the adult population are well-documented. Although changes in blood
pressure regulation occur in children with OSA, the pathways leading to chronic cardiovascular risks of OSA in
children are less clear. Risk factors associated with cardiovascular disease in adult populations could carry the same
future risk for children. It is imperative to determine whether known mechanisms of cardiovascular diseases in
adults are like those that lead to pediatric disease. Early pathophysiologic changes may lead to a lifetime burden of
cardiovascular disease and early mortality. With this perspective in mind, our review discusses pathways leading to
cardiovascular pathology in children with OSA and provides a comprehensive overview of recent research findings
related to cardiovascular sequelae in the pediatric population.
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Difference in the prevalence of gestational diabetes mellitus according
to gestational age at 75-g oral glucose tolerance test, in Japan
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Iwama N, et al.
J Diabetes Investig 2019 Mar 21.

Aims/introduction: To evaluate the differences in the results of 75-g oral glucose tolerance tests (OGTTs) according
to gestational age, in Japan.

Methods: In this prospective cohort study, 2,578 preghant women were divided into three categories based on their
gestational age during the 75-g OGTT: <14 weeks’ gestation, 14-23 weeks’ gestation, and 24-32 weeks’ gestation. The
association between gestational age and the results of the 75-g OGTT were evaluated using multivariable analysis.
Results: Early gestational age was associated with high fasting plasma glucose (PG) levels at the time of the 75-g
OGTT, and low corresponding 1-hour and 2-hour PG levels. Compared to cases with a gestational age of 24-32 weeks,
women who had undergone the 75-g OGTT at <14 weeks’ gestation had significantly higher odds of gestational
diabetes mellitus (GDM) diagnosis based on the currently used criteria in Japan (adjusted odds ratio [95% confidence
interval] 1.42 [1.07-1.90]).

Conclusions: The results of the 75-g OGTT varied by gestational age. The use of the same 75-g OGTT cut-off values
for the diagnosis of GDM, regardless of gestational age, may lead to increases in the prevalence of GDM diagnosis
in Japan.

el eal b U 8 OGTT (§ 75) osaill Sl Jani SLsal) il 3 BEAY) oy tdaayl) Cidng dadia

DSl Jant L) il b e gana G ) g w3 Jalsall s Ll (o 2578 e Al 51 ASLELY) Al o3a 8 5 tdiad) 55k
degand 32224 Jan jans i ganalls leguud 23-14 Jan ans e ganall closad 14> Jan jen e ganall 1Sl g f 75 aladinls (ssadl
il i QI ool spaill S Jant la) sy Jeall sae G bV apii o

gl il 3 alids) e gssaill S Jand Ll DA Ll b ebiall Sl (5t 6 g i) e Janll SSaall anll (3815 il
o ) oLl of Jaagd s clegad 32-24 G Jaall ee 3 cVIAl e Al L ofielu dags Gl aa LU b a2l S
e ¢l GDM leall (Sl elal) il ola JCos el dnal ggedd oS 14 JLaall 501 38 (8 75) opadl) Sl Jans LY
A(1.90-1.07 %95 48 Joalsiy .42 Asdll Fma V) ) Ll 3 5adiedd) llal) el

Jasi L) 8 Lewds (CUL-OFF) Aaall ail alasind of Ldaall jae CDEAL (¢ 75) opaill Sal) Jand LAl il Cabiss scla i)
L) 8 el Sl ol Alls Ll saly ) sam 8 —dasll jee g il G el (Sl elall painl gpadl) S

64



Journal of the Arab Board of Health Specializations Vol. 20, No. 1, 2019

Hormonal therapy in uterine sarcomas
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Zang Y, et al.
Cancer Med 2019 Mar 21.

Uterine sarcomas (USs) are a group of rare but aggressive uterine malignancies, accounting for only 1% of the
malignant tumors of female reproductive organs. Due to the high rate of recurrence and metastasis, the prognosis of
USs is poor. Given the high mortality rate and limited clinical benefit of surgery and adjuvant chemoradiotherapy,
hormonal therapy has shown good prospects in recent years. Hormonal agents include progestins, aromatase
inhibitors (Als), and gonadotropin-releasing hormone analogue (GnRH-a). According to the literature, hormonal
therapy has been confirmed effective for recurrent, metastatic or unresectable low-grade endometrial stromal sarcoma
(LGESS) and hormone receptor positive (ER+/PR+) uterine leiomyosarcoma (ULMS) with favorable tolerance and
compliance. Besides, hormonal therapy can also be used in patients with early-staged disease who desire to preserve
fertility. However, due to the rarity of USs, the rationale of hormonal therapy is generally extrapolated from data of
hormone-sensitive breast cancer, and present studies of hormonal therapy in USs were almost limited to case reports
and small-sized retrospective studies. Therefore, further systematic researches and standardized clinical trials are
needed to establish the optimal hormonal therapy regimen of USs. Herein, we reviewed the existing studies related to
the hormonal therapy in USs in order to provide reference for clinical management in specific settings.
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Influence of tobacco smoke on zinc, cadmium, iron, iron-binding proteins,
and low-weight anti-oxidant status in pregnancy
paall Al @lisig ) caand) cagadlsl (DY Elgine o ql) i il
Jaad) IO s 3alaall Allal)g
Milnerowicz H, et al.
Inhal Toxicol 2019 Feb 22:1-8.

Pregnancy and tobacco smoking (TS) each can cause increases in reactive oxygen species (ROS) production; this,
in turn, can lead to disorders in iron management and disruption of the pro- and anti-oxidant balance. The aim of
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the study was to analyze the influence of TS and Cd on Fe, Zn, and anti-oxidant levels (i.e. glutathione [GSH],
metallothionein [MT]) in the blood of pregnant women. The study reported here evaluated 110 blood samples from
pregnant women in their 1st, 2nd and 3rd trimester. Concentrations of ferritin and transferrin were measured in the
serum; Zn, Fe and cotinine in the plasma, that of Cd in whole blood, that for glutathione in red blood cell lysates,
and levels of metallothionein both in the plasma and in lysates prepared from isolated erythrocytes. The results
indicated there was a decrease in Zn and increase in Cd and metallothionein levels in pregnant women smokers as
compared to in nonsmoking counterparts. Differences in intracellular MT concentration were noted both in smoking
and nonsmoking women during pregnancy while there were no changes in extracellular MT level. A decline in
circulating ferritin and a rise in transferrin during pregnancy was observed in all groups. Based on the results, it was
concluded that exposure to TS-associated xenobiotics like Cd could result in higher MT levels in erythrocytes and in
pregnant smokers, the major anti-oxidant mechanism that is in place is one being mediated by MT and not by reduced
GSH.
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Maternal serum sEndoglin and cell-free fetal DNA
as probable markers of preeclampsia
Juaall & jal) Addal) Ually Jadal) Endoglin g2
Za¥) 08 Le el 8 Adias claalss aY) Xio

Nabiel Y, et al.
Immunol Invest 2019 Feb 22:1-10.

Background: This study was conducted to compare the levels of maternal serum soluble endoglin (SEng) and cell-
free fetal DNA (cffDNA) in pregnant females with PE to normotensive pregnant ones, together with relating these
levels to preeclampsia (PE) severity and onset.

Methods: It was a comparative study in Mansoura University Hospital, Egypt, to detect the levels of serum sEng
by ELISA besides the levels of cffDNA by quantitative real-time polymerase chain reaction in 80 pregnant females
suffering from PE in addition to 80 normotensive pregnant ones that were included as control.

Results: Levels of serum sEng and cffDNA were higher in PE cases than control (p<0.0001* both) and were
significantly related to the severity of the disease. Levels were also higher in early than late onset PE (p<0.003* and
<0.002*, respectively). Sensitivities, specificities, positive, and negative predictive values in addition to accuracy
of serum sEng and cffDNA were 97.5%, 98.8%, 98.7%, 97.5%, and 98.1% and 97.5%, 93.8%, 94.0%, 97.4%, and
95.6%, respectively.
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Conclusions: Maternal serum sEng and cffDNA can be good markers for diagnosis of PE in Egyptian patients. They
are positively related to the disease severity.
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Factors associated with long-term pessary use
in women with symptomatic pelvic organ prolapse

Ll clilall aaY) Jugh aladia) ae 4881 Jalgal)
duagall lacy) hgd (e dadapdl cylall s ludl) sic

Mao M, et al.
Climacteric 2019 Mar 21:1-5.

Objectives: This study aimed to evaluate the continuation rate and identify the factors associated with long-term
pessary use, which are essential for counseling women with symptomatic pelvic organ prolapse (POP) seeking long-
term pessary treatment.

Methods: This prospective observational study included 277 patients who had successful pessary fittings
between April 2015 and November 2016. All patients were followed until April 2018. Data analysis
was performed with independent-samples t-tests, non-parametric tests, Chi-square tests, and logistic
regression.

Results: The median (range) follow-up time was 26 (17-36) months; 76.5% of patients continued to use pessaries at
the study endpoint. Sixty-one patients discontinued pessary use, and almost all of them (55/61, 90.2%) discontinued
pessary use within the first 12 months after successful pessary fitting. A total vaginal length (TVL) <7.5 cm (odds
ratio [OR], 0.181; 95% confidence interval [CI], 0.062-0.524; p=0.002) and a lower baseline Pelvic Organ Prolapse
Distress Inventory 6 (POPDI-6) score (OR, 0.974; 95% CI, 0.954-0.994; p=0.013) were independent factors associated
with pessary discontinuation.

Conclusion: TVL >7.5 cm and a higher baseline POPDI-6 score were independent factors associated with long-term
pessary use after successful fitting in women with symptomatic POP.
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Reconstruction of three-dimensional vascular models
for lymphadenectomy before surgery
ala ) AENE Adlegl) oLl ale) 7 dlad (Gaadas
Lglialll gl Jlaticd dules JMA

Duan H, etal.
Minim Invasive Ther Allied Technol 2019 Feb 22:1-7.

Introduction: A three-dimensional (3D) model of the pelvic vessels was reconstructed before surgery to aid in the
understanding of the individual anatomy and help guide lymphadenectomy performance.

Material and methods: Thirty patients with early-stage cervical cancer who were scheduled for lymphadenectomy at
Nanfang Hospital, Southern Medical University from January 2017 to June 2017 were included. Three-dimensional
models of the pelvic vessels were obtained.

Results: All 3D models of the 30 patients were reconstructed successfully and were consistent with the operative
findings. The most common structural types posterior to the common iliac artery (CIA) and CIA bifurcation (CIAB)
were non-vessel structures (23/30 patients) and the common iliac vein (CIV) (27/30); these were observed separately
on the left pelvic vein. The confluence of common iliac vein (CCIV) (29/30) and CIV (20/30) were most commonly
observed posterior to the CIAand CIAB; these were observed separately on the right pelvic vein. Venous abnormalities
were identified in 15 patients. There were variants in venous confluence shown to be homolateral to the CIV (2/15)
and contralateral to the CIV (2/15) and CCIV (4/15).

Conclusions: Three-dimensional models of the pelvic vessels can provide information on individual anatomy features
that can help guide lymphadenectomy performance.
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Risk of surgical site infection and mortality following lumbar fusion surgery
in patients with chronic steroid usage and chronic
methicillin-resistant staphylococcus aureus infection
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Singla A, et al.
Spine (Phila Pa 1976) 2019 Apr 1;44(7):E408-E413.

Objective: The aim of this study was to determine the effect of chronic steroid use and chronic methicillin-resistant
Staphylococcus aureus (MRSA) infection on rates of surgical site infection (SSI) and mortality in patients 65 years
of age and older who were treated with lumbar spine fusion.

Summary of background data: Systemic immunosuppression and infection focus elsewhere in the body are
considered risk factors for SSI. Chronic steroid use and previous MRSA infection have been associated with an
increased risk of SSI in some surgical procedures, but their impact on the risk of infection and mortality after lumbar
fusion surgery has not been studied in detail.

Methods: The PearlDiver insurance-based database (2005-2012) was queried to identify 360,005 patients over 65
years of age who had undergone lumbar spine fusion. Of these patients, those who had been taking oral glucocorticoids
chronically and those with a history of chronic MRSA infection were identified. The rates of SSI and mortality in
these two cohorts were compared with an age- and risk-factor matched control cohort and odds ratio (OR) was
calculated.

Results: Chronic oral steroid use was associated with a significantly increased risk of 1-year mortality [OR=2.06,
95% confidence interval (95% CI) 1.13-3.78, P=0.018] and significantly increased risk of SSI at 90 days (OR=1.74,
95% CI 1.33-1.92, P<0.001) and 1 year (OR=1.88, 95% CI 1.41-2.01, P<0.001). Chronic MRSA infection was
associated with a significantly increased risk of SSI at 90 days (OR=6.99, 95% CI 5.61-9.91, P<0.001) and 1 year
(OR=24.0, 95%CI 22.20-28.46, P<0.001) but did not significantly impact mortality.

Conclusion: Patients over 65 years of age who are on chronic oral steroids or have a history of chronic MRSA
infection are at a significantly increased risk of SSI following lumbar spine fusion.
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A comparison of postoperative outcomes
with PDA ligation in the OR versus the NICU
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Lee LK, etal.
BMC Anesthesiol 2018 Dec 22;18(1):199.

Background: Although patent ductus arteriosus (PDA) ligations in the Neonatal Intensive Care Unit (NICU) have
been an accepted practice, many are still performed in the Operating Room (OR). Whether avoiding transport leads
to improved perioperative outcomes is unclear. Here we aimed to determine whether PDA ligations in the NICU
corresponded to higher risk of surgical site infection or mortality and if transport was associated with worsened
perioperative outcomes.

Methods: We performed a retrospective cohort study of NICU patients, <37 weeks post-menstrual age, undergoing
surgical PDA ligation in the NICU or OR. We excluded any infants undergoing device PDA closure. We measured the
incidence of perioperative hypothermia, cardiac arrest, decreases in SpO2, hemodynamic instability and postoperative
surgical site infection, sepsis and mortality.

Results: Data was collected on 189 infants (100 OR, 89 NICU). After controlling for number of preoperative
comorbidities, weight at time of procedure, procedure location and hospital in the mixed-effect model, no significant
difference in mortality or sepsis was found (odds ratio 0.31, 95%CI1 0.07, 1.30; p=0.107, and odds ratio 0.40; 95%CI
0.14, 1.09; p=0.072, respectively). There was an increased incidence of hemodynamic instability on transport
postoperatively in the OR group (12.4% vs 2%, odds ratio 6.93; 95% CI 1.48, 35.52; p=0.014).
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Conclusion: PDA ligations in the NICU were not associated with higher incidences of surgical site infection or
mortality. There was an increased incidence of hemodynamic instability in the OR group on transport back to the
NICU. Larger multicenter studies following long-term outcomes are needed to evaluate the safety of performing all
PDA ligations in the NICU
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Evaluation of antibiotic prophylaxis
for gastrointestinal surgeries in a teaching hospital
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Elyasi S, et al.
J Perioper Pract 2019 Mar 19:1750458919825583.

Surgical site infections are related to a high morbidity, mortality and healthcare costs. Despite ample evidence
demonstrating the effectiveness of antimicrobials to prevent surgical site infections, inappropriate timing,
antibiotic selection and excessive continuation of antibiotics are common in practice. In this study, we compare the
appropriateness of antibiotic prophylaxis in gastrointestinal surgery, before and after an evidence-based guideline
implementation. One hundred patients were evaluated in each group. The implementation of the guideline resulted
in significant reduction of incorrect use of antibiotics from 55% to 18% (P =0.002). It also reduced duration of
prophylactic antibiotics (43% vs. 23%, P =0.025). Inappropriate doses diminished but not significantly (8% vs. 5%,
P=0.321). Based on our results, in more than half of these cases patients received incorrect antibiotic prophylaxis
regimens for gastrointestinal surgery in this hospital. Local guideline implementation can result in reduction of
antibiotic use, dose and duration errors.
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Gastric bypass and its role
in metabolic and bariatric surgery
Wy 549 dpanall 3jlaall
L)) Aahag LdEiny) da)al)

Cierny M, et al.
Rozhl Chir 2019 Winter;98(2):58-63.

Introduction: Historically, gastric bypass (GB) has been the oldest procedure used in bariatric surgery. Even though
technically demanding, it had been the most widely used method for decades worldwide and still holds an irreplaceable
position for its pronounced and long-term metabolic effect as well as for the therapeutic effect in gastroesophageal
reflux (GERD).

Method: The authors retrospectively analyse a series of 268 cases of GB, focusing on short-term weight loss, the
metabolic effect on type two diabetes (T2DM), complication and reoperation rates and the BAROS scoring system in
Roux-en-Y bypass (RYGB) and in minigastric bypass with one anastomosis (MGB/OAGB), comparing both of them
to more frequently used gastric plication and sleeve gastrectomy.

Results: Both GB, without any increase in complication and reoperation rates, lead to a higher weight loss and the
best BAROS scoring in comparison to other, simpler restrictive procedures. One year after GB, resolution of T2DM
is seen in most diabetes patients operated on, the number needed to treat being.
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Cardiovascular Diseases
ddle ) Al al el

Very-low-dose twice-daily aspirin maintains platelet inhibition and improves haemostasis
during dual-antiplatelet therapy for acute coronary syndrome
SN e gy Claghual) Jads Ao Bhlay O pall) o basy Oire 3305 Ao 5 e
Balad) 4bdey) cilapdiial) b clagiall claldas dagajall dallaall A

Parker WAE, et al.
Platelets 2019 Feb 13:1-10.

Higheraspirindosesmay be inferior inticagrelor-treated acute coronary syndrome (ACS) patientsand reducing bleeding
risk whilst maintaining antithrombotic benefits could improve outcomes. We characterized the pharmacodynamics
of a novel dual-antiplatelet-therapy regimen consisting of very-low-dose twice-daily (BD) aspirin with standard-
dose ticagrelor. A total of 20 ticagrelor-treated ACS patients entered a randomized crossover to take aspirin 20 mg
BD (12-hourly) during one 14-day period and 75 mg once-daily (OD) in the other. After 14 days of treatment, serum
thromboxane (TX)B, and light-transmittance aggregometry were assessed pre- and 2 h post-morning-dose, bleeding
time was measured post-dose, and TXA, and prostacyclin stable metabolites were measured in urine collected 2 h
post-morning-dose. Data are expressed as mean + SD. After 14 days treatment, serum TXB, levels were significantly
greater 2 h post-dosing with aspirin 20 mg BD vs. 75 mg OD (3.0£3.6 ng/mL vs. 0.8+1.9 ng/mL; p=0.018) whereas
pre-dosing levels were not significantly different (3.5+4.1 ng/mL vs. 2.5+3.1 ng/mL, p=0.23). 1-mmol/L arachidonic
acid-induced platelet aggregation was similarly inhibited by both regimens pre-dose (8.5+14.3% vs. 5.1+3.6%,
p=0.24) and post-dose (8.7£14.2% vs. 6.6+£5.3%; p=0.41). Post-dose bleeding time was shorter with 20 mg BD
(680306 s vs. 8344386 s, p=0.02). Urinary prostacyclin and TX metabolite excretion were not significantly different.
In conclusion, compared to aspirin 75 mg OD, aspirin 20 mg BD provided consistent inhibition of platelet TXA,
release and aggregation, and improved post-dose hemostasis, in ticagrelor-treated ACS patients. Further studies are
warranted to assess whether this regimen improves the balance of clinical efficacy and safety.
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Plasma LDL-cholesterol level at admission is independently associated
with infarct size in patients with ST-segment elevation myocardial infarction
treated with primary percutaneous coronary intervention
LDL 48LSl (adiie asdd) (gl JgsiuadsS (e dpaill il ghanall Jiical) ol )
L)) Azaal) plidia) uaje dic ¢ LaSaY) aaag Jsll) sic
alal) e oY) Jalall cpadlead) ST dakidl) g i)l aa

Bodde MC, et al.
Cardiol Ther 2019 Feb 13.

Introduction: Hypercholesterolemia is a well-known risk factor for developing atherosclerosis and subsequently for
the risk of a myocardial infarction (MI). Moreover, it might also be related to the extent of damaged myocardium in
the event of a MI. The aim of this study was to evaluate the association of baseline low density lipoprotein-cholesterol
(LDL-c) level with infarct size in patients with ST-segment elevation myocardial infarction (STEMI) after primary
percutaneously coronary intervention (pPCI).

Methods: Baseline blood samples were obtained from all patients admitted between 2004 and 2014 with STEMI
who underwent pPCI. Patients were excluded in case of out of hospital cardiac arrest, treatment delay of at least 10 h
or no complete reperfusion after pPCI in the culprit vessel. Peak creatine kinase (CK) level was used for infarct size
estimation, defined as the maximal value during admission.

Results: A total of 2248 patients were included in this study (mean age 61.8+12.2 years; 25.0% female). Mean
LDL-c level was 3.6x£1.1 mmol/L and median peak CK level was 1275 U/L (IQR 564-2590 U/L). Baseline LDL-c
level [=0.041; (95% CI 0.019-0.062); p<0.001] was independently associated with peak CK level. Furthermore, left
anterior descending artery as culprit vessel, initial TIMI 0-1 flow in the culprit vessel, male gender, and treatment
delay were also correlated with high peak CK level (p<0.05). Prior aspirin therapy was associated with lower peak
CK level [B=-0.073 (95% CI -0.146 to 0.000), p=0.050].

Conclusion: This study demonstrates that besides the more established predictors of infarct size, elevated LDL-c is
associated with augmented infarct size in patients with STEMI treated with pPCI.
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Pulmonary Diseases
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Matrix Metalloproteinases in COPD and atherosclerosis
with emphasis on the effects of smoking
Oaral) alud) a5 o)Al N b A0AY metalloproteinases e #i g8
caail) il o 2l pa g apanl) Glailly

Kraen M, et al.
PLo0S One 2019 Feb 21;14(2):0211987.

Background: Matrix metalloproteinases (MMP’s) are known biomarkers of atherosclerosis. MMP’s are also involved
in the pathophysiological processes underlying chronic obstructive pulmonary disease (COPD). Cigarette smoking
plays an important role in both disease states and is also known to affect the concentration and activity of MMP’s
systemically. Unfortunately, the epidemiological data concerning the value of MMP’s as biomarkers of COPD and
atherosclerosis with special regards to smoking habits are limited.

Methods: 450 middle-aged subjects with records of smoking habits and tobacco consumption were examined with
comprehensive spirometry, carotid ultrasound examination and biomarker analysis of MMP-1, -3, -7, -10 and -12.
Due to missing data 33 subjects were excluded.

Results: The remaining 417 participants were divided into 4 different groups. Group | (n=157, no plaque and no
COPD), group 1l (n=136, plaque but no COPD), group Il (n=43, COPD but no plaque) and group IV (n=81, plaque
and COPD). Serum levels of MMP-1,-7,-10-12 were significantly influenced by smoking, and MMP-1, -3, -7 and-12
were elevated in subjects with COPD and carotid plaque. This remained statistically significant for MMP-1 and-12
after adjusting for traditional risk factors.

Conclusion: COPD and concomitant plaque in the carotid artery were associated with elevated levels of MMP-1 and
-MMP-12 even when adjusting for risk factors. Further studies are needed to elucidate if these two MMP’s could be
useful as biomarkers in a clinical setting. Smoking was associated with increased serum levels of MMP’s (except for
MMP-3) and should be taken into account when interpreting serum MMP results.
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Greater eosinophil counts at first COPD hospitalization are associated
with more readmissions and fewer deaths
Oadall aladl gsil slall ela B J oY) s BAELY) JYA Ciliaaal) sl g L) dBdle
cilidglly ABad) J gabl) Y dra Bl aa

LiQ,etal.
Int J Chron Obstruct Pulmon Dis 2019 Jan 30;14:331-341

Purpose: The impacts of high blood eosinophil count (HBEC) at admission for COPD exacerbation on
posthospitalization outcomes are still unclear. Previous studies have focused on its associations with first readmission
rates; yet, its impacts on longitudinal outcomes such as subsequent readmissions still have to be explored. The main
objective of this study is to investigate outcomes associated with HBEC following a first hospitalization for COPD
exacerbation.

Patients and methods: This is an observational cohort study design. We retrospectively analyzed data of patients
with a first hospitalization within 5 years for COPD exacerbation between April 2006 and March 2013. Patients were
stratified into the HBEC group if the blood eosinophil count at admission was >200 cells/uL and/or >2% of the total
white blood cells. With information on exact dates of subsequent hospitalizations and death, we modeled readmissions
and death as states in a multi-state Markov model and estimated transition probabilities to the next states. Sensitivity
analyses were performed by varying thresholds for the definition of HBEC (=300 cells/uL and/or >3%).

Results: A total of 479 patients were included, of which 173 had HBEC. The transition probabilities for a first
readmission was 74% (95% CI, 66%-83%) for patients with HBEC vs 70% (95% CI, 63%-77%) for patients with
normal blood eosinophil count (NBEC). The transition probabilities for a second readmission were 91% (95% ClI,
84%-100%) for HBEC patients in contrast with 83% (95% CI, 74%-92%) for NBEC patients. Meanwhile, transition
probability for death was lower in patients with HBEC. The differences enlarged in sensitivity analyses with higher
cutoff.

Conclusion: Greater blood eosinophil cell counts during a first hospitalization for COPD predict increased
susceptibility to up to two readmissions. These patients may however have a lower risk of death.
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Gastroenterology

Efficacy, long-term safety, and impact on quality
of life of elobixibat in more severe constipation
slall s gi Ao ililly aa) Algh dadudly Aledl)
Alesa)) pa Buadd) el A elobixibat aladiu) sie

Nakajima A, et al.
Neurogastroenterol Motil 2019 Feb 21:e13571.

Background: Intwo phase 3 trials, elobixibat, a locally acting ileal bile acid transporter inhibitor, resolved constipation
and was well tolerated in Japanese patients with chronic constipation. We analyzed the efficacy, safety, and impact
on quality of life (QOL) of elobixibat in patients with symptomatically more severe constipation in the two phase 3
trials.

Methods: This post hoc analysis of elobixibat treatment outcomes included data from a 2-week, randomized, placebo-
controlled, phase 3 trial (10 mg/d), and a 52-week, open-label trial (5-15 mg/d) in subgroups with severe constipation
defined as <2 spontaneous bowel movements (SBMs) and <3 Bristol Stool Form Scale score during the second week
of the 2-week run-in period. We also analyzed the rates of abdominal pain, diarrhea, and QOL in subgroups according
to sex, presence of constipation-predominant irritable bowel syndrome (IBS-C) and side effects.

Key results: In patients with severe constipation, there was significant improvement in the 10 mg elobixibat group
compared to the placebo group in change in SBMs from baseline at week 1 (primary endpoint) of the 2-week trial.
The differences between groups were reduced in patients with more severe constipation. Increasing the dose to 15 mg
was effective for more severe constipation in improving the number of SBMs per week in the 52-week trial. Overall,
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elobixibat was well tolerated and improved QOL scores, irrespective of gender, presence of IBS-C or side effects.
Conclusions and inferences: Elobixibat is effective for symptomatically severe constipation, is well tolerated and
improves QOL, irrespective of potentially confounding patient characteristics.
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Metagenomic analyses of the gut microbiota
associated with colorectal adenoma
Eymalall Bygadl asipall A8l ) 5alal) bt
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Saito K, et al.
PLo0S One 2019 Feb 22;14(2):0212406.

Recent studies have suggested an association between certain members of the Fusobacterium genus, especially F.
nucleatum, and the progression of advanced colorectal carcinoma (CRC). We assessed such an association of the gut
microbiota in Japanese patients with colorectal adenoma (CRA) or intramucosal CRC using colonoscopy aspirates.
We analyzed samples from 81 Japanese patients, including 47 CRA and 24 intramucosal CRC patients, and 10
healthy subjects. Metagenomic analysis of the VV3-V4 region of the 16S ribosomal RNA gene was performed. The
linear discriminant analysis (LDA) effect size (LEfSe) method was used to examine microbial dysbiosis, revealing
significant differences in bacterial abundances between the healthy controls and CRA or intramucosal CRC patients.
In particular, F. varium was statistically more abundant in patients with CRA and intramucosal CRC than in healthy
subjects. Here, we present the metagenomic profile of CRA and intramucosal CRC and demonstrate that F. varium is
at least partially involved in the pathogenesis of CRA and intramucosal CRC.
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Neurology
dnanl) ey

Cognitive functions and jugular venous reflux

in severe mitral regurgitation

AU alaall B LaAl) [l N B gl sl ulilly 48 el Cailiagl

Sung SH, et al.
PLo0S One 2019 Feb 22;14(2):0207832.

Cardiac diseases with elevated central venous pressure have higher frequency of jugular venous reflux (JVR), which
is associated with decreased cerebral blood flow and white matter hyperintensities. Whether patients with severe
mitral-regurgitation (SMR) have poorer cognitive functions and whether JVR is involved were determined in this
pilot study. Patients with SMR and age/sex-matched controls were prospectively recruited. Neuropsychological tests
such as global cognitive (Mini-Mental State Examination, MMSE), verbal memory, executive, and visuospatial
domains were performed. Cardiac parameters by cardiac catheterisation and echocardiography, and the frequency of
JVR by colour-coded duplex ultrasonography were obtained. Forty patients with SMR and 40 controls (71.1+12.2,
38-89 years; 75% men) were included. Compared with the controls, patients with SMR had lower scores in all
neuropsychological tests but only MMSE and visuospatial test scores were statistically significant after adjusting
for age, sex, and educational level. We further adjusted for cardiovascular risk factors; the significance remained
in the visuospatial test but diminished in MMSE. Multivariate linear regression analyses adjusted for age, sex, and
educational level showed that JVR combined with high right-atrial-pressure (RAP > 50th-percentile, 12 mmHg) was
significantly associated with poorer performances in both MMSE [right JVR: B coefficient (95% confidence interval)
=-2.83 (-5.46-0.20, p=0.036); left JIVR: -2.77 (-5.52-0.02, p=0.048)] and visuospatial test [right JVR: -4.52 (-8.89-
0.16, p=0.043); left JVR: -4.56 (-8.81-0.30, p=0.037)], with significances that remained after further adjusting for
cardiovascular risk factors. Our pilot results suggest that retrogradely-transmitted venous pressure might be involved
in the mechanisms mediating the relationship between cardiac diseases and brain functions.
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Safety and efficacy of tirofiban combined
with endovascular treatment in acute ischemic stroke

Lilegh) Jala Aallaal) aa 45 Lially tirofiban Al Al
Balad) 4yg 8l el A e B

Pan X, et al.
Eur J Neurol 2019 Feb 21.

Background: Tirofiban is off-label used in clinical practice for acute ischemic stroke (AIS). However, whether
tirofiban increases the bleeding risk or improves the outcome of endovascular treatment (EVT) in AIS is unknown.
This study evaluated the efficacy and safety of tirofiban in combination with EVT for AIS.

Methods: Consecutive AIS patients receiving EVT were included in the prospective stroke registry from 2015 to
2018. The efficacy outcomes were modified Rankin Scale (mRS) at 3 months and National Institutes of Health Stroke
Scale (NIHSS) score at 24 hours. The safety outcomes were symptomatic intracerebral hemorrhage (sICH), any in-
hospital ICH, in-hospital death and 3-month death.

Results: Of 211 patients, eighty-two (38.9%) received tirofiban. Thirty-nine (48.1%) with tirofiban and 44 (36.1%)
without had mRS 0-2 (adjusted OR=2.41, 95% CI=1.11-5.23, p=0.026). NIHSS at 24h was lower in tirofiban group
(9.5 vs. 12.0, adjusted p=0.032). Five (6.1%) patients with tirofiban and 16 (12.4%) without had sICH (adjusted
OR=0.54, 95% CI=0.16-1.83, p=0.32). In-hospital ICH occurred in 10 (12.5%) patients with tirofiban and 41 (31.8%)
without (adjusted OR=0.32, 95% CI=0.13-0.76, p=0.01). In-hospital death occurred in 7 (8.5%) patients with tirofiban
and 16 (12.4%) without (adjusted OR=0.69, 95% CI=0.22-2.13, p=0.52). Thirteen (15.9%) patients with tirofiban
and 22 (19.1%) without dead at 3 months (adjusted OR=0.98, 95% CI1=0.40-2.40, p=0.96).

Conclusions: Tirofiban in combination with EVT was associated with a lower mRS at 3 months and NTHSS at 24h.
It was not associated with a higher rate of sICH, In-hospital death and death at 3 months.
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Infectious Diseases

Al (al )

PCR with electrospray ionization-mass spectrometry
on bronchoalveolar lavage for detection of invasive mold infections
in hematological patients
sl A S il Gald aa hsaddsd) Ao Jo i guudas
A5l 4 phadl) by Cads! cluall) s Lo

Lgadl) (el oy dis

Krifors A, et al.
PL0S One 2019 Feb 22;14(2):0212812.

Invasive mold infections are life-threatening complications in patients with hematological malignancies. Conventional
microbiological methods for diagnosing invasive pulmonary mold infections have low sensitivity, and molecular
methods are being developed. Detection of molds using PCR with a narrow spectrum has been reported, but data
with broad-spectrum PCR are lacking. In this study, the diagnostic performance and utility of a broad-spectrum PCR
(broad-spectrum PCR with subsequent electrospray ionization-mass spectrometry, PCR/ESI-MS) for detection of
molds in bronchoalveolar lavage (BAL) in 27 hematological patients with a new pulmonary infiltrate was analyzed.
Using the revised EORTC/MSG criteria, PCR/ESI-MS was the only positive microbiological test in patients with
proven invasive mold infection (n=2) and correctly identified all cases of probable invasive pulmonary aspergillosis
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(n=5). In patients with a possible invasive mold infection (n=5), PCR/ESI-MS was positive in three patients.
Mucorales was identified with PCR/ESI-MS in four patients that were all culture negative. The PCR/ESI-MS results
had a clinical impact on antifungal therapy in 12 (44%) of the patients: modification of treatment in 6 (22%) patients
and discontinuation in 6 (22%) patients. This study provides proof of concept that routine use of a broad-spectrum
PCR for molds in bronchoalveolar lavage in immunocompromised patients is sensitive, fast, and has an impact on
clinical decision-making.
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Hematology And Oncology
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Ovarian reserve in women with sickle cell disease

Aglaial) A8 o1a cilay e g leadl) 51 puapaal) aliiaY)

Kopeika J, et al.
PL0S One 2019 Feb 22;14(2):€0213024.

Background: It has been proposed that ovarian sickling and/or iron overload in women with sickle cell disease
(SCD) could contribute to gonadal dysfunction, but there are very few published studies. We hypothesised that the
above phenomena might impair ovarian reserve.

Methods: A total of 50 SCD patients were case-matched by age, ethnicity, and presence of regular cycles (28+5 days)
with 73 patients without a known haemoglobinopathy who required anti-Mullerian hormone (AMH) assessment in
a gynaecology clinic. SCD patients had AMH levels taken as part of routine care. The patients were case-controlled
and matched with patients who had no haemoglobinopathy in a tertiary centre over a period of one year.

Results: The mean AMH in the SCD case group was 7.6 pmol/l compared with 13.4 pmol/l in the control group
(p<0.001). The AMH distributions were subsequently categorised. This showed that SCD patients had a significantly
higher chance of having lower AMH in comparison with the control group (OR 2.6 (Cl 1.1-6.5, p=0.02). The
proportion of women with AMH >20 pmol/l was significantly lower in the SCD group (6%) in comparison with the
control group (19%) (P=0.04).
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Conclusions: This is the first study showing that women of reproductive age with SCD are more likely to have a low
ovarian reserve at a younger age in comparison with patients with no haemoglobinopathy.
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Pediatric Ewing sarcoma of the head and neck

Juky) xie gially (i) B Ewing ¢ ¥l

Martin E, et al.
Int J Pediatr Otorhinolaryngol 2018 Nov 26;117:138-142.

Objective: To determine the demographics, treatment modalities, and overall survival of pediatric Ewing sarcoma
of the head and neck.

Methods: The National Cancer Institute’s Surveillance, Epidemiology, and End Results database was used to identify
cases of pediatric Ewing sarcoma of the head and neck between 1973 and 2015. Additional variables collected
included age, gender, ethnicity, tumor grade, staging, treatment modality, and follow-up time. Kaplan-Meier survival
curves were generated and overall survival was calculated.

Results: One hundred and twenty-seven cases of pediatric Ewing sarcoma were identified. The majority of patients
were male (52.8%), white (88.2%), and non-Hispanic (75.6%), and the mean age at diagnosis was 10.5 years. The
most common tumor sites were bones and joints of the skull and face (45.5%), followed by soft tissue of the head,
face, and neck (25.2%), followed by the mandible (13.4%). Most patients (69.2%) had some type of surgery, 70.0%
received radiation, and 92.1% received chemotherapy as part of their treatment. Overall 1-, 5-, and 10-year survival
was 91.1%, 72.9%, and 68.2%, respectively. There was no significant difference in survival based on patient gender,
age, tumor location, radiation, or chemotherapy treatment.

Conclusion: This study demonstrates that pediatric patients with Ewing sarcoma of the head and neck most commonly
have stage II disease, no distant metastasis, and are treated with chemotherapy, with or without radiation. One, five,
and ten-year survival are 91.1%, 72.9%, and 68.2%, respectively, and age, gender, and radiation do not seem to affect
prognosis.
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Obstructive sleep apnea is associated with altered glycemic patterns
in pregnant women with obesity
asil) IMA (52 i) £ Uas) Al Jals))
L)) clay Jalgal) pludl) ie anll S baladl A i aa

Farabi SS, et al.
J Clin Endocrinol Metab 2019 Feb 22.

Purpose: Often unrecognized, obstructive sleep apnea (OSA) worsens over pregnancy and is associated with
poorer perinatal outcomes. Pregnant women with obesity are known to have higher insulin resistance (IR),
elevated glucose/lipid profiles, fetal overgrowth and OSA yet the association between OSA in late pregnancy
and metabolic biomarkers remains poorly understood. We tested the novel hypothesis that OSA in pregnant
women with obesity is positively correlated with 24-hour patterns of glycemia and IR despite controlling for
diet.

Methods: Pregnant women with obesity (32-34 wks gestation; BMI 30-40 kg/m?) were provided a standardized
diet while wearing a continuous glucose monitor for 3 days (CGM; DexCom G4). OSA was measured in-home by
WatchPAT 200™ (apnea hypopnea index [AHI], oxygen desaturation index [ODI; number/hour]). On day-4, fasting
blood was collected followed by a 2-hour, 75-gram, oral glucose tolerance test to measure IR (Matsuda). Association
between AHI and 24-hour glucose area-under-the-curve (AUC) was the powered outcome.

Results: Of 18 women (29.4+1.4 yrs [mean+SEM]), 12 (67%) had an AHI>5 (mild OSA). AHI and ODI were
positively correlated with 24-hour glucose AUC (r=0.50-0.54, p<0.03 both) and mean 24-hour glucose (r=0.55-0.59,
p<0.02). AHI and ODI were correlated with estimated hepatic IR (r=0.59-0.74; p<0.01), fasting free fatty acids
(FFFA; r=0.53-0.56; p<0.05) and waking cortisol (r=0.49-0.64; p<0.05).
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Conclusions: Mild OSA is common in pregnant women with obesity and correlated with increased glycemic profiles,
fFFA and estimates of hepatic IR. OSA is an underappreciated but potentially treatable target to optimize maternal
glycemia and metabolism, fetal fuel supply and pregnancy outcomes.
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Effect of acarbose on cardiovascular events and new-onset diabetes in patients
with coronary heart disease and impaired glucose tolerance
@Sl o all Eyaal) g adly dile gl A8l Ealsal) e acarbose il
Sl Jaad 8 Gl 352 g ALISY) QBN @l ke sie

Wei Y, et al.
Future Cardiol 2019 Feb 22.

Many studies indicated postprandial hyperglycemia was closely related to the development of diabetes and the
risk of cardiovascular disease. Acarbose was shown to delay the onset of diabetes in people with impaired glucose
tolerance that was at low cardiovascular risk. The Acarbose Cardiovascular Evaluation (ACE) trial formally
evaluated whether acarbose could reduce the frequency of cardiovascular events in patients with established
coronary heart disease and impaired glucose tolerance, and whether the incidence of Type 2 diabetes could be
reduced. The Acarbose Cardiovascular Evaluation trial represented that acarbose did not reduce the risk of Major
Adverse Cardiovascular Events (MACE), but the risk of new-onset diabetes by 18% for a median of 5.0 years
follow-up.

acarbose s el Asle sl Al Y1 sy g Sal) ehall sk Taml any adll Ko dah G (3is Ll 25msd il (e LS L]
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Rheumatology And Orthopedics
alanll (bl 4530 bl

Sarilumab plus methotrexate in patients with active rheumatoid arthritis
and inadequate response to methotrexate

Jladl) ALY Jualiall Qlgil) i 2ic methotrexate g sarilumab slas)
methotrexate J 4uulia Lilain) 3529 ate aa

Tanaka Y, et al.
Arthritis Res Ther 2019 Mar 20;21(1):79.

Background: Sarilumab is a human immunoglobulin G1 anti-interleukin-6 (IL-6) receptor monoclonal antibody
that blocks IL-6 from binding to membrane-bound and soluble IL-6 receptor a. This bridging study assessed the
efficacy and safety of sarilumab + methotrexate (MTX) in Japanese patients with active rtheumatoid arthritis (RA)
and inadequate response to MTX (MTX-IR).

Methods: In this phase III study, 243 patients were randomized 2:2:1:1 to receive subcutaneous sarilumab 150 mg
every 2 weeks (q2w), sarilumab 200 mg q2w, placebo switching to sarilumab 150 mg q2w + MTX at 24 weeks,
or placebo switching to sarilumab 200 mg q2w at 24 weeks, all in combination with MTX, for a total of 52 weeks
(double-blind, placebo-controlled 24-week period followed by a single-blind 28-week extension). The primary
endpoint was the proportion of patients achieving American College of Rheumatology 20% improvement criteria
(ACR20) responses at week 24.

Results: ACR20 response rates at week 24 were 67.9%, 57.5%, and 14.8% for sarilumab 150 mg, sarilumab
200mg, and placebo, respectively. Serious treatment-emergent adverse events were reported by 9.9%,
6.3%, 0%, and 13.3% of patients in the sarilumab 150 mg, sarilumab 200 mg, placebo to sarilumab 150 mg,
and placebo to sarilumab 200 mg groups, respectively. No deaths occurred. The incidence of infections
ranged from 52.5 to 67.9%, with five serious infections for the sarilumab 150 mg group and one for the group
switched from placebo to 200 mg sarilumab. Absolute neutrophil count <1.0 Giga/l occurred in 13.6% and
7.5% of patients in the sarilumab 150 and 200 mg groups, respectively, and was not associated with infection.
Conclusions: In Japanese MTX-IR RA patients treated with sarilumab (150 and 200 mg q2w) in combination with
MTX, sustained clinical efficacy was shown by significant improvement in signs, symptoms, and physical function;
bridging between this and a previous global study was achieved. At week 52, the safety profiles of both doses of
sarilumab were generally similar, as previously observed and as expected based on IL-6 class.

Cua 60—l Y) ED LGl lae 0l G1 dgd) delidl cilidguglall Aluall suay slacal sa sarilumab sdaagd) d8ts
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Weight loss-induced reduction of bone mineral density
in older adults with obesity

Gl aabilly s Qaldd
Ll elay Gaalld) die Agiseal) aliel) 43S

Jiang BC, et al.
J Nutr Gerontol Geriatr 2019 Feb 22:1-15.

Obesity in older adults is a growing public health problem, yet the appropriate treatment remains controversial partly
due to evidence that weight loss reduces bone mass and may increase fracture risk. The purpose of this review is to
summarize the research to date on the effects of diet-induced weight loss on bone health in obese (body mass index
30 kg/m? and above) older (aged 65 years or older) adults. Observational studies have shown that weight loss in this
population decreases total hip bone mineral density and increases the risk of frailty fractures (composite of proximal
femur, pelvis, and proximal humerus fractures). Randomized controlled trials have largely confirmed these earlier
observations but have also shown that exercise, particularly progressive resistance training, can attenuate or even
alleviate this bone loss. Further research incorporating outcomes concerning bone quality and mass are needed to
identify the optimal exercise and nutritional regimens to counteract the bone loss.
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Urology And Nephrology
ol Sleadls IS il

Effects of valsartan, benazepril and their combination
in overt nephropathy of type 2 diabetes
rarall oSl sy o Laghy 45 Lially valsartan: benazepril «),il
@Sad) g1l Y Jaall) ulaye sic

Ruggenenti P, et al.
Diabetes Obes Metah 2019 Feb 22.

Aims: To evaluate whether angiotensin-converting enzyme (ACE) inhibitor and angiotensin Il receptor blocker
(ARB) combination therapy is more nephroprotective than ACE inhibitor or ARB monotherapy in people with type
2 diabetes and overt nephropathy.

Materials and methods: In this prospective, randomized, open, blind-endpoint phase Il trial sponsored by the
Italian Drug Agency, 103 consenting patients with type 2 diabetes, aged >40 years, with serum creatinine levels 159
to 309 pmol/L, spot morning urinary albumin-creatinine ratio >1000 mg/g (or >500 mg/g in those on ACE inhibitor
or ARB therapy at inclusion) were stratified by centre and randomized to 4.5-year treatment with valsartan 320 mg/d
(n=36), benazepril 20 mg/d (n=34) or halved doses of both medications (n=33). The primary endpoint was end-stage
renal disease (ESRD). Modified intention-to-treat analyses were performed.

Results: Recruitment took place between June 2007 and February 2013 at 10 centres in Italy and one in Slovenia. A
total of 77 participants completed the study and 26 were prematurely withdrawn. During a median (interquartile range)
of 41 (18-54) months, 12 participants on benazepril (35.3%) and nine on combination therapy (27.3%) progressed to
ESRD, versus five on valsartan (13.9%). Differences between benazepril (hazard ratio [HR] 3.59, 95% confidence
interval [CI] 1.25-10.30; P=0.018) or combination therapy (HR 3.28, 95% CI 1.07-10.0; P=0.038) and valsartan
were significant, even after adjustment for age, gender and baseline serum creatinine, systolic blood pressure and 24-
hour proteinuria (HR 5.16, 95% CI 1.50-17.75, P=0.009 and HR 4.75, 95% CI 1.01-22.39, P=0.049, respectively).
Adverse events were distributed similarly among the groups.

Conclusions: In people with type 2 diabetes with nephropathy, valsartan (320 mg/d) safely postponed ESRD more
effectively than benazepril (20 mg/d) or than halved doses of both medications.
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Renal iron accumulation and oxidative injury with aging:
effects of treatment with an iron chelator

Al 1 paad) adity A0 B Aanslil) A5 aasd) as)
Saatt ASAY Jalgally Aatlaall

Bloomer SA, et al.
J Gerontol A Biol Sci Med Sci 2019 Feb 22.

Dysregulation of iron metabolism in the kidney may contribute to age-related increases in renal oxidative stress and
dysfunction. This study assessed the effects of short-term iron chelation on markers of iron status, oxidative stress,
inflammation, and autophagy in the kidneys of old rats. Old Fischer 344 rats (24 mo) were treated with deferoxamine
(DFO; 200 mg/kg, twice daily for 4.5 days); saline-treated young (6 mo) and old rats served as controls. Renal
nonheme iron was significantly higher in the old rats, with iron localized in the renal cortex. Ferritin levels were
elevated in the kidneys of old rats, while expression of several antioxidant enzymes and mitochondrial proteins were
reduced and protein carbonyls increased compared to young rats. DFO treatment significantly reduced ferritin levels,
and increased transferrin receptor 1 protein, but did not affect non-heme iron content or protein carbonyls, nor did it
reverse age-related changes in antioxidant enzymes and mitochondrial proteins. Although short-term DFO treatment
did not mitigate the age-related increase in iron content and oxidative damage, this work demonstrates that old rats
respond appropriately to DFO, suggesting that optimization of iron chelation regimens could be useful in improving
renal homeostasis with aging.
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Ophthalomology
el al e

The relationship between mean platelet volume and diabetic retinopathy
@S] ASdl) JUie) Alag Aygadll Cilasiiall ol anall ¢ ABdal)

Ji S, etal.
Diabetol Metab Syndr 2019 Mar 12;11:25.

Background: Diabetic retinopathy (DR) is one of the most common diseases causing blindness in the world, and
most patients are already in advanced stage. Recent years, many studies reported mean platelet volume (MPV) may
be associated with development of DR, but there was no consistent conclusion reached.

Methods: Literature was retrieved by formally searching PubMed, Embase, Cochrane library and Scopus and by
hand searching of reference lists of related articles. Finally, a total of 14 literatures included, and Review manager
5.3 and STATA 14.0 statistical software were utilized for processing.

Results: Meta-analysis showed that MPV values in DR were significantly higher than health controls [SMD (95%
CI)=0.92 (0.60-1.24)] and type 2 diabetes mellitus without diabetic retinopathy (T2DM without DR) [SMD (95%
CI)=0.36 (0.19-0.53)]. Subgroup analysis indicated that MPV level in proliferative diabetic retinopathy (PDR)
patients was higher than T2DM without DR patients [SMD (95% CI)=0.48 (0.28, 0.68)], but this difference didn’t
appear in non-proliferative diabetic retinopathy (NPDR).

Conclusions: The study demonstrated that increased MPV level was significant associated with the development of
DR, and it might reflect the severity of DR, which could be provided to monitor development and progression of DR
clinically.
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Otorhinolaryngology
syaandly calyls 3V el

Long-term outcomes of tonsillectomy for recurrent tonsillitis in adults
Ol de s 0y oll) gl el B sl Jlaiiod Alend aaY) By gl

Tzelnick S, et al.
Laryngoscope 2019 Mar 25.

Background: There is uncertainty regarding the effectiveness of tonsillectomy for recurrent tonsillitis in the adult
population. Several studies have described a reduced number and severity of tonsillitis episodes; however, the impact
of tonsillectomy on healthcare burden has yet to be studied. The aim of the present study was to evaluate the long-
term outcomes of tonsillectomy in the adult population.

Methods: A retrospective review of the central database of Clalit Health Services, between 2003 and 2009 was
performed. The study included all adult patients (>18 years) who underwent tonsillectomy due to recurrent tonsillitis.
Clinical and epidemiological data from 3 years before and after surgery were collected and analyzed.

Results: A total of 3,701 patients were included in the study. Mean age was 37.4 years, and 42.9% were males.
Following surgery, there was a significant decrease in the total number of tonsillitis episodes, otolaryngologist
clinic visits, consumption of pertinent antibiotics, and respiratory complaints. Moreover, a reduced number of
hospitalizations to the otolaryngology department and shorter hospitalization duration were also noted. Although
the total number of hospitalizations was unaffected, there was an increase in the number of primary care office
visits.

Conclusion: Tonsillectomy for recurrent tonsillitis is effective in decreasing the number and severity of tonsillitis
episodes and might also have an economic benefit. The impact of tonsillectomy on general health needs to be further
evaluated; however, it appears that there is no increase in overall morbidity.
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Psychiatry
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Psychiatrists’ attitude towards the use of clozapine
in the treatment of refractory schizophrenia
AAAILY Aacilly Gamdll] £ LYY cilgags
Bairall aliadll e clozapine dalla 3

Daod E, et al.
Psychiatry Res 2019 Mar 19;275:155-161.

Objectives: Clozapine is the most effective treatment for refractory schizophrenia, yet it remains underused in clinical
practice. The current study examined the awareness, familiarity and attitude of a nationwide sample of psychiatrists
regarding the use of clozapine.

Methods: Data were collected using questionnaires, completed by 295 psychiatrists. Participants were asked to
score questions regarding clozapine procedures; familiarity with guidelines, drug properties, prescription and attitude
towards specialized clozapine resources.

Results: About half (53.3%) of the psychiatrists reported initiating treatment with clozapine according to the
guidelines, whereas 33% reported that they administered clozapine only after three or more unsuccessful antipsychotic
treatments. Surprisingly, availability of specialized resources for clozapine treatment (such as clozapine clinics) was
associated with delayed initiation of clozapine treatment, and a lower rate of clozapine administration. Barriers to
clozapine use included concerns about patient adherence, side effects and partial compliance with the required blood
monitoring.

Conclusions: Delaying or avoiding clozapine treatment to potentially eligible patients, despite familiarity with the
drug efficacy and treatment guidelines, is a major mental health concern. However, executive allocation of resources
to support the use of clozapine may be ineffective in promoting clozapine use.
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Dermatology
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Efficacy and safety of bimatoprost 0.01%
for the treatment of eyebrow hypotrichosis
Ol ala pd ekl Allaa A (%0.01) bimatoprost el 4l

Suchonwanit P, et al.
Dermatol Surg 2019 Mar 25.

Background: Eyebrow hypotrichosis is an important dermatological problem. However, there is no standard
treatment.

Objective: To study the efficacy and safety of bimatoprost 0.01% for the treatment of eyebrow hypotrichosis.
Materials and methods: Although bimatoprost 0.03% has been studied previously, this is the first study to
evaluate the efficacy and safety of bimatoprost 0.01% for the treatment of eyebrow hypotrichosis. A randomized,
double-blinded, vehicle-controlled trial was conducted in 40 patients. All patients were randomized to receive
bimatoprost 0.01% or placebo vehicle, once daily, for 6 months. The primary outcome was improvement in
eyebrow density and diameter. Additional outcomes were the improvement in clinical assessments and safety
evaluation.

Results: Compared to the vehicle group, bimatoprost 0.01% significantly increased mean eyebrow hair density,
eyebrow hair diameter, and clinical assessments (p<0.001) in the drug group. Patients’ satisfaction score was higher
for the drug group than the vehicle group (p<0.05). Adverse effects of the treatment were minimal and similar
between the 2 groups.

Conclusion: Bimatoprost 0.01% was found to be superior to a placebo for eyebrow enhancement. Bimatoprost
0.01% can be considered effective, safe, and well-tolerated for the treatment of eyebrow hypotrichosis.
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Contribution of Malassezia spp. to the development of atopic dermatitis
) alad) Cilgal) ol B (Ljaadlall) slinagll shad (g)))d Aatluwa

Nowicka D, et al.
Mycoses 2019 Mar 25.

The prevalence of atopic dermatitis (AD) has been increasing. Whereas AD symptoms are obvious and easy to
recognize, the etiopathogenesis remains not fully elucidated. Recently, the role of microorganisms and their impact
on the immunology of AD has been discussed. In this review, we summarize a possible role of Malassezia in the
development and persistence of eczema in patients with atopic eczema/dermatitis syndrome. A high proportion of
AD patients present with a positive reaction to Malassezia allergens. Several possible pathogenic mechanisms enable
Malassezia to trigger the development of AD. Malassezia spp. may release more allergens in a less acidic (pH <6),
typical for AD, environment. The similarity between fungal thioredoxin and human proteins causes T cell cross-
reactivity. TLR-mediated mechanisms are involved in host response against Malassezia spp. An interaction between
Malassezia spp. and keratinocytes alters the profile of cytokine release, and what is more, yeast cells can survive
when absorbed by keratinocytes. Dendritic cells of AD patients induced by Malassezia are less susceptible to lysis
mediated by NK cells which exerts a pro-inflammatory effect. Despite the evidence that Malassezia spp. contribute
to the development of AD, the pathogenetic mechanisms and relationship between Malassezia and immune defense
remain partly unexplained and require further research.
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