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Pediatrics

Juky) b

Outcomes of empirical antimicrobial therapy
for pediatric community-onset febrile urinary tract infection
in the era of increasing antimicrobial resistance
¥l B dagaad) Claballs dawadl) dallaal) il
digaall claball dagliall 3al) dalia b aaiaall (b dagand) dalgal) Jaead) il

Kantamalee W, et al.
Pediatr Infect Dis J 2020 Feb;39(2):121-6.

Background: Urinary tract infection (UTI) is a common cause of fever in children. Despite the increasing numbers
of extended-spectrum beta-lactamase-producing organisms in the community, the empirical therapy of choice is still
third-generation cephalosporins. This study was performed to investigate whether inappropriate empirical therapy
(IAT) of community-onset UTI results in adverse clinical outcomes.

Methods: We retrospectively studied a cohort of pediatric patients with first-episode community-onset UTI caused
by Escherichia coli, Klebsiella pneumoniae and Proteus spp. at Ramathibodi Hospital from 2011 to 2017. The pa-
tients were classified into IAT and appropriate empirical therapy (AT) groups. Medical records were reviewed to
assess clinical outcomes.

Results: One hundred fifty-one eligible patients were enrolled in this study. The most common causative organ-
ism was E. coli (88.8% and 96.2% in the AT and IAT groups, respectively). Among the causative organisms, 19.8%
were extended-spectrum beta-lactamase-producing organisms. There was no significant difference in clinical failure,
microbiologic failure, relapse or time to defervescence between the 2 groups. No patients in either group developed
sepsis after receiving empirical therapy. However, the length of hospital stay was significantly longer in the IAT than
AT group [4.00 (4.50-6.00) vs. 7.00 (5.00-11.25) days, respectively; P=0.000].

Conclusions: No significant difference in treatment outcomes was found between pediatric patients receiving AT and
AT for the treatment of UTL. In the era of increasing antimicrobial resistance, third-generation cephalosporins may
still be a good choice as an empirical antimicrobial for children diagnosed with community-onset UTIL.
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SARS-CoV-2 (COVID-19): What do we know about children?
SOy die 4d s g&l\ L : SARS-CoV-2 (COVID-19) (g b

Nisha S Mehta, et al.
Clin Infect Dis 2020 Dec 3;71(9):2469-2479.

Background: Few pediatric cases of coronavirus disease 2019 (COVID-19) have been reported and we know little
about the epidemiology in children, although more is known about other coronaviruses. We aimed to understand the
infection rate, clinical presentation, clinical outcomes, and transmission dynamics for severe acute respiratory syn-
drome coronavirus 2 (SARS-CoV-2), in order to inform clinical and public health measures.

Methods: We undertook a rapid systematic review and narrative synthesis of all literature relating to SARS-CoV-2 in
pediatric populations. The search terms also included SARS-CoV and MERS-CoV. We searched 3 databases and the
COVID-19 resource centers of 11 major journals and publishers. English abstracts of Chinese-language papers were
included. Data were extracted and narrative syntheses conducted.

Results: Twenty-four studies relating to COVID-19 were included in the review. Children appear to be less affected
by COVID-19 than adults by observed rate of cases in large epidemiological studies. Limited data on attack rate indi-
cate that children are just as susceptible to infection. Data on clinical outcomes are scarce but include several reports
of asymptomatic infection and a milder course of disease in young children, although radiological abnormalities are
noted. Severe cases are not reported in detail and there are few data relating to transmission.

Conclusions: Children appear to have a low observed case rate of COVID-19 but may have rates similar to adults of
infection with SARS-CoV-2. This discrepancy may be because children are asymptomatic or too mildly infected to
draw medical attention and be tested and counted in observed cases of COVID-19.
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Proton pump inhibitor administration in neonates and infants: Lack of consensus
glaay) ase Alla tadaylly Guadgll die O gig ) dduaa cilladia olac)

Zoizner-Agar G, et al.
Int J Pediatr Otorhinolaryngol 2020 Oct;137:110200.

Objective: Laryngopharyngeal and Gastroesophageal reflux (LPR and GER) are distinct clinical entities that present
with a range of non-specific symptoms. The exact prevalence in the pediatric population is unknown. While there
has been an increase in the use of PPIs, lack of clear guidelines, conflicting evidence regarding efficacy and safety
concerns with long-term use require physicians to use their own anecdotal experience and clinical judgement when
treating patients. The goal of this study was to evaluate practice patterns among pediatric otolaryngologists regarding
the use of proton-pump inhibitors for reflux-related conditions.

Methods: A survey was submitted to American Society of Pediatric Otolaryngology (ASPO) members to determine
practice patterns regarding use of PPIs for reflux-related conditions in the newborn and infant population. Statistical
analysis using Fisher’s exact test was performed.

Results: 37% of respondents would not prescribe PO PPIs in neonates, with 50% not prescribing IV PPIs. 60%
would prescribe a PPI as second or third-line treatment for infants (10 weeks to 1-year). Only 10% would prescribe as
first-line in this age group. 48% would prescribe PPIs once daily and 19% as BID. No significant practice differences
exist based on years of experience, number of relevant patients seen, and setting of practice.

Conclusion: There was no agreement regarding dosage, frequency and duration of PPI treatment for reflux disease
in neonates and infants. There was also no correlation with experience or practice setting. This emphasizes the need
for a multidisciplinary approach and consensus statement to guide management of GER and LPR in this population.
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Management of endocrine disease subclinical hypothyroidism in children
JUlY) die (5 pmad) ciad (3,4 Jali Lokl Nl s

Salerno M, et al.
Eur J Endocrinol 2020 Aug;183(2):R13-R28.

Subclinical hypothyroidism (SH) is biochemically defined as serum TSH levels above the upper limit of the
reference range in the presence of normal free T4 (FT4) concentrations. While there is a general agreement to treat
subjects with serum TSH levels above 10 mU/L, the management of mild form (TSH concentrations between 4.5
and 10 mU/L) is still a matter of debate. In children, mild SH is often a benign and remitting condition and the risk
of progression to overt thyroid dysfunction depends on the underlying condition, being higher in the autoimmune
forms. The major concern is to establish whether SH in children should always be considered an expression of mild
thyroid dysfunction and may deserve treatment. Current data indicate that children with mild SH have normal linear
growth, bone health and intellectual outcome. However, slight metabolic abnormalities and subtle deficits in specific
cognitive domains have been reported in children with modest elevation of TSH concentration. Although these find-
ings are not sufficient to recommend levothyroxine treatment for all children with mild SH, they indicate the need for
regular monitoring to ensure early identification of children who may benefit from treatment. In the meanwhile, the
decision to initiate therapy in children with mild SH should be based on individual factors.
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Current and emerging biologics for the treatment of pediatric atopic dermatitis
Jukl) wie ol alal) lgal) a¥ls 6 ASEy Al dgad) ciladlaal)

Ghamrawi R, et al.
Expert Opin Biol Ther 2020 Dec;20(12):1435-45.

Introduction: Atopic dermatitis (AD) is a chronic inflammatory skin condition characterized by erythematous
lesions, pruritus, and a skin barrier defect. Long-term treatment in children is challenging, as there is only one Food
and Drug Administration-approved systemic medication. Current treatments may have limited efficacy or serious side
effects in children. With a deeper understanding of AD pathogenesis and the advent of target-specific medications,
several biologics are undergoing clinical trials for future use in pediatric AD.
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Areas covered: This article reviews the current and emerging biologic therapies for treatment of pediatric AD. It
allows for comprehensive comparison of medications and their clinical trials to help providers optimize patient
treatment plans while providing expert insight into upcoming advancements in the treatment of pediatric AD.
Expert opinion: Treating pediatric AD is complicated given the variety of disease severity, psychosocial impact, and
relative lack of approved medications for severe disease. Given the safety data on dupilumab, newer biologics will
likely be second line. We do not yet understand the long-term impact of newer biologics on an immature immune
system, nor do we fully understand their risks and toxicities. We should proceed optimistically, yet cautiously, with
the study of biologics in children.
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The role of pharmacotherapy in the treatment of endometriosis across the lifespan
sbadl Jalre A Salgl) aa ) la ¢)d eVl dallaa B dudigal) dalleal) g0

Schwartz K, et al.
Expert Opin Pharmacother 2020 Jun;21(8):893-903.

Introduction: Endometriosis is estimated to affect 10% of reproductive-aged women. The gold standard for
treatment is surgery; however, surgery carries a significant morbidity and cost burden. There is an ongoing need for
safe, effective medical therapies for endometriosis patients, both in conjunction with and independent of surgical
interventions. Most conventional therapies for endometriosis work by a similar mechanism, and efficacy is variable.
In recent years, there has been increased interest in the development and testing of novel pharmacotherapies for
endometriosis.

Areas covered: This review discusses both conventional and emerging treatments for endometriosis. The authors
present the application of these drugs in different presentations of endometriosis across the lifespan and discuss
how emerging therapies might fit into future medical management of endometriosis. Conventional therapies include
nonsteroidal anti-inflammatory drugs, combined oral contraceptives, progestins, GnRH agonists/antagonists, and
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aromatase inhibitors. Emerging therapies are focused on disease-specific targets such as endothelial growth factor
receptors.

Expert opinion: The field of endometriosis therapy is moving toward modifying the immune and inflammatory
milieu surrounding endometrial implants. If these drugs show efficacy in clinical trials, combining them with current
medical treatment is expected to result in a profound impact on symptom and disease burden for patients who suffer
from endometriosis worldwide.
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A randomized controlled trial of ceftriaxone and doxycycline,
with or without metronidazole, for the treatment
of acute pelvic inflammatory disease

~metronidazole (3% sl aa—doxycycline s ceftriaxone alaiiul Jga dagucae duilgds )
sal) lgilY) asad) el dallas b

Wiesenfeld HC, et al.
Clin Infect Dis 2021 Apr 8;72(7):1181-9.

Background: Anaerobic organisms are important pathogens in acute pelvic inflammatory disease (PID). The
currently recommended PID regimen of a single dose of ceftriaxone and doxycycline for 14 days has limited
anaerobic activity. The need for broader anaerobic coverage is unknown and concerns have been raised about
metronidazole tolerability.

Methods: We conducted a randomized, double-blind, placebo-controlled trial comparing ceftriaxone 250 mg
intramuscular single dose and doxycycline for 14 days, with or without 14 days of metronidazole in women with
acute PID. The primary outcome was clinical improvement at 3 days following enrollment. Additional outcomes at
30 days following treatment were the presence of anaerobic organisms in the endometrium, clinical cure (absence of
fever and reduction in tenderness), adherence, and tolerability.

Results: We enrolled 233 women (116 to metronidazole and 117 to placebo). Clinical improvement at 3 days was
similar between the 2 groups. At 30 days following treatment, anaerobic organisms were less frequently recovered
from the endometrium in women treated with metronidazole than placebo (8% vs 21%, P <0.05) and cervical
Mycoplasma genitalium was reduced (4% vs 14%, P<0.05). Pelvic tenderness was also less common among women
receiving metronidazole (9% vs 20%, P<0.05). Adverse events and adherence were similar in each treatment group.
Conclusions: In women treated for acute PID, the addition of metronidazole to ceftriaxone and doxycycline was well
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tolerated and resulted in reduced endometrial anaerobes, decreased M. genitalium, and reduced pelvic tenderness
compared to ceftriaxone and doxycycline. Metronidazole should be routinely added to ceftriaxone and doxycycline
for the treatment of women with acute PID.
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Metformin plus megestrol acetate compared with megestrol acetate
alone as fertility-sparing treatment in patients with atypical endometrial hyperplasia
and well-differentiated endometrial cancer

megestrol acetate aladiul aa 45,lEalls megestrol acetate e metformin alaii)
aal) ddlay aiai Jajd Ciliai e die duguadl) Ao ddiblas dlalaaS 3)dia JSiu
Seladl) s aal) dilas Oy (Adsall) 8

Yang B-Y, et al.
BJOG 2020 Jun;127(7):848-57.

Objective: To assess the efficacy of metformin in megestrol acetate (MA)-based fertility-sparing treatment for
patients with atypical endometrial hyperplasia (AEH) and endometrioid endometrial cancer (EEC).

Design: A randomised, single-centre, open-label, controlled trial conducted between October 2013 and December 2017.
Setting: Shanghai OBGYN Hospital of Fudan University, China.

Population: A total of 150 patients (18-45 years old) with primary AEH or well-differentiated EEC were randomised
into an MA group (n = 74) and an MA plus metformin group (n=76).

Methods: Patients with AEH or EEC were firstly stratified, then randomised to receive MA (160 mg orally, daily) or
MA (160 mg orally, daily) plus metformin (500 mg orally, three times a day).

Main outcomes and measures: The primary efficacy parameter was the cumulate complete response (CR) rate
within 16 weeks of treatment (16w-CR rate); the secondary efficacy parameters were 30w-CR rate and adverse
events.
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Results: The 16w-CR rate was higher in the metformin plus MA group than in the MA-only group (34.3 versus
20.7%, odds ratio [OR] 2.0, 95% confidence interval [CI] 0.89-4.51, P=0.09) but the difference was more significant
in 102 AEH patients (39.6 versus 20.4%, OR 2.56, 95% CI 1.06-6.21, P=0.04).

Conclusion: As a fertility-sparing treatment, metformin plus MA was associated with a higher early CR rate compared
with MA alone in AEH patients.
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Adipocytokines and their relationship to endometrial cancer risk
aa ) Al (g i ae LgiBBle s LS siann sy

Ellis PE, et al.
Gynecol Oncol 2020 Aug;158(2):507-16.

Objective: To investigate the association between circulating levels of adipocytokines (adiponectin, leptin, tumour
necrosis factor alpha (TNFa), interleukin 6 (IL-6)) and growth factors (insulin-like growth factor I (IGF-I) and II
(IGF-II)), and the risk of endometrial cancer.

Methods: Cochrane, CINAHL, Embase, Medline and Web of Science were searched for English-language manuscripts
published between January 2000 and August 2018 using the following string of words: cancer and endometrial and
(obesity or BMI) and (adiponectin or TNF* or IGF-I or IGF-II or IL-6 or leptin).

Results: Twenty articles were included in this meta-analysis, which corresponded to 18 studies involving 2921
endometrial carcinoma cases and 5302 controls. Fourteen articles reported circulating levels for adiponectin, seven
for leptin, three for TNFa, three for IL-6 and one for IGF-I. No article reported values for IGF-II. Patients with
circulating adiponectin levels in the highest tertile had decreased endometrial cancer risk compared to women with
levels in the lowest tertile, (summary of odds ratio (SOR) 0.51, 95% confidence interval (CI): 0.38-0.69, p<0.00001).
Women with circulating leptin concentrations in the highest tertile had increased endometrial cancer risk compared to
women with concentrations in the lowest tertile (SOR 2.19, 95% CI: 1.45-3.30, p=0.0002). There was no difference
in cancer risk between participants with the highest TNFa and IL-6 levels compared to the lowest levels (SOR 1.27,

67



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

95% CI: 0.88-1.83, p=0.20 and SOR 1.20, 95% CI: 0.89-1.63, p=0.23, respectively).
Conclusions: Endometrial cancer risk is inversely affected by adiponectin and leptin levels. There appears to be no
relationship between TNFa and IL-6 and the overall risk of endometrial cancer.
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Vaginal delivery in SARS-CoV-2-infected pregnant women in Northern Italy
Lllay) A L_A SARS-CoV-2 (g YL clilaall Jalgall sic daligall 585

Ferrazzi E, et al.

BJOG 2020 Aug;127(9):1116-21.

Objective: To report mode of delivery and immediate neonatal outcome in women infected with COVID-19.
Design: Retrospective study.

Setting: Twelve hospitals in northern Italy.

Participants: Pregnant women with COVID-19-confirmed infection who delivered.

Exposure: COVID 19 infection in pregnancy.

Methods: SARS-CoV-2-infected women who were admitted and delivered from 1 to 20 March 2020 were eligible.
Data were collected from the clinical records using a standardised questionnaire on maternal general characteristics,
any medical or obstetric co-morbidity, course of pregnancy, clinical signs and symptoms, treatment of COVID 19
infection, mode of delivery, neonatal data and breastfeeding.

Main outcome and measures: Data on mode of delivery and neonatal outcome.

Results: In all, 42 women with COVID-19 delivered at the participating centres; 24 (57.1%, 95% CI 41.0-72.3)
delivered vaginally. An elective caesarean section was performed in 18/42 (42.9%, 95% CI 27.7-59.0) cases: in
eight cases the indication was unrelated to COVID-19 infection. Pneumonia was diagnosed in 19/42 (45.2%, 95%
CI129.8-61.3) cases: of these, 7/19 (36.8%, 95% CI 16.3-61.6) required oxygen support and 4/19 (21.1%, 95% CI 6.1-
45.6) were admitted to a critical care unit. Two women with COVID-19 breastfed without a mask because infection
was diagnosed in the postpartum period: their newborns tested positive for SARS-Cov-2 infection. In one case, a
newborn had a positive test after a vaginal operative delivery.
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Conclusions: Although postpartum infection cannot be excluded with 100% certainty, these findings suggest that
vaginal delivery is associated with a low risk of intrapartum SARS-Cov-2 transmission to the newborn.
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Surgery

da)al

Ultrasound for assessment and follow-up of airway stenosis
Auilsgd) okl Gl Nl B daulially andll) B digal) (398 zlsaY) aladiia

Alfonso Fiorelli, et al.
Ann Thorac Surg 2021 Jun 11;S0003-4975(21)01015-8.

Background: Ultrasound is a reliable tool for airway assessment and management. We evaluated the accuracy of
Ultrasound in the pre-procedure planning and follow-up evaluation of patients undergoing airway stenting for benign
upper airway stenosis.

Methods: This was a retrospective single center study on patients with benign upper airway stenosis treated with
airway stenting. Ultrasound evaluated the characteristics of the stenosis (distance from vocal folds, diameter and
length) before treatment and any complications after treatment; these results were then statistically compared with
those obtained by computed tomography, taking the endoscopy as the reference method.

Results: Twenty-seven patients were evaluated. Ultrasound was significantly correlated with endoscopy and com-
puted tomography scan measurements as distance of stenosis from vocal folds (r=0.88; p<0.001 and r=0.87; p<0.001,
respectively); diameter of the stenosis (r=0.97; p<0.001 and r=0.97; p<0.001, respectively); and length of the stenosis
(r=0.97; p<0.001 and r=0.97; p<0.001, respectively). Four out of 27 (15%) patients presented complications after
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treatment as stent migration (n=2; 7%); stent obstruction (n=1; 4%), and granulation of vocal fold (n=1; 4%). All
complications but granulation of vocal fold were correctly depicted by Ultrasound and Computed Tomography with-
out significant difference in comparison to endoscopy (p=0.87).

Conclusions: Ultrasound is a promising tool in assessment of airway stenosis and follow-up of patients after stenting;
it may be routinely used in adjunction to computed tomography and/or endoscopy in this setting, if our results are
corroborated by future larger study.
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Pituitary tumor surgery: Comparison of endoscopic
and microscopic techniques at a single center

4 paitl) dalal) il 4 jlaa :4uladl) ) oY) sl
aaly S o dpgaall dalally

Jamie J Van Gompel, et al.
Mayo Clin Proc 2021 Jun 10;S0025-6196(21)00254-8.

Objective: To understand the transition from microscopic surgery (MS) to endoscopic surgery (ES) on the pituitary
across the United States, we assessed a single institution practicing both procedures to discern advantages and
disadvantages for each.

Patients and methods: Retrospective institutional chart review of 534 patients in a large practice over a 6-year
period (January 1, 2014, to December 31, 2019) comparing a single MS neurosurgeon with a single ES neurosurgeon
operating on the same days.

Results: In this series, 14% (n=75) of patients had a prior operation, there were no carotid artery injuries, the overall
risk for a postoperative infection was 0.4% (n=2), and risk for a postoperative cerebrospinal fluid leak requiring
treatment was 2.0% (n=11). Mean £ SD hospital stay was 1.3+0.04 days; readmission for any reason within 30
days occurred in 3.4% (n=18) of patients. The mean volumetric resection for MS was 86.9%+1.7% and for ES was
91.7%+1.3% (P=.03). There was a higher rate of notable events (P=.015) with MS, but MS had 16% lower cost and
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operative times were 48 minutes shorter than for ES (83+7 vs 131+£6 minutes). The ES required substantially fewer
postoperative secondary treatments such as radiation therapy (P=.003).

Conclusion: Pituitary surgery is a very safe and effective procedure regardless of technique. The MS has shorter
operative times and overall lower cost. The ES results in increased volumetric resection and fewer secondary
treatments. Both techniques can be valuable to a large practice, and understanding these niches is important when
selecting optimal approaches to pituitary surgery for a given patient.
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Morbidity and mortality analysis in general surgery operations.
Is there any room for improvement?

Cpunl (Gaiad 4ilSaly dalal) daa)al) cibleal) B cLdglly ddalall Jalas

Lodovico Rosato, et al.
Minerva Surg 2021 Jun 23.

Background: The aim of this work is to examine the performance of surgeries, by evaluating the results. The
evaluation of the results, with particular attention to complications, is the corner stone to identify the causes leading
to correction of any predisposing factors and reducing risks, to improve quality of care.

Methods: We performed a retrospective analysis of 952 consecutive patients who had elective or emergency surgery
from November 1, 2018 to October 31, 2019. We classified surgical intervention according to their complexity.
The Clavien Dindo classification was used to categorize the complications. We performed a stepwise multivariate
logistic-regression analysis, with the presence of post-operative complications as dependent variable and age, gender,
BMI, ASA, type of surgery procedures, complexity of surgery, operative time as covariates.

Results: A total of 952 surgical procedures were included in this study. Abdominal procedures were the most
frequent type of surgery performed (52.1%). Post-operative complications occurred in 120 surgical procedures
(12.6%), these are related to the increase of the ASA score and the longer average operative time, with an
increase of developing complication of 5% for each additional 10 minutes of surgery.

Conclusions: Many factors influence postoperative morbidity and mortality. Particular attention was due to
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complication’s evaluation, about all in abdominal surgery and high complexity procedures. We argue that key factors
which influence the favourable surgical outcome are: compliance with standardized safety procedures, volume of
activity of the structure, presence of interdisciplinary care groups, and ability of health professionals in recognizing
and promptly treating complications.
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Botulinum toxin in the surgical treatment of complex abdominal hernias
Bainal) dxibal) (3458l Aualiad) dadlaal) A Audigl (Ml aladiu)

Fotios Seretis, et al.
In Vivo Jul-Aug 2021;35(4):1913-1920.

Background/aim: Abdominal wall hernias represent a common problem in surgical practice. A significant proportion
of them entails large defects, often difficult to primarily close without advanced techniques. Injection of botulinum
toxin preoperatively at specific points targeting lateral abdominal wall musculature has been recently introduced as
an adjunct in achieving primary fascia closure rates.

Materials and methods: A literature search was conducted investigating the role of botulinum toxin in abdominal
wall reconstruction focusing on anatomic repair of hernia defects.

Results: Injecting botulinum toxin preoperatively achieved chemical short-term paralysis of the lateral abdominal
wall muscles, enabling a tension-free closure of the midline, which according to anatomic and clinical studies should
be the goal of hernia repair. No significant complications from botulinum injections for complex hernias were
reported.

Conclusion: Botulinum is a significant adjunct to complex abdominal wall reconstruction. Further studies are needed
to standardize protocols and create more evidence.
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Cardiovascular Diseases

Agle gl Aalal) (jza) ey

Relationship between infarct artery location, acute total coronary occlusion,
and mortality in STEMI and NSTEMI patients
cildglly aladl A Ay dacd¥) ¢ plaial) Gl puags didal)
fo Alalls ST Aall) g Uiy o Lldl) Alcaal) sliiaf e¥la
ST dakadl) gl O slidal) ol

Karwowski J, et al.
Pol Arch Intern Med 2017 Jun 30;127(6):401-11.

Introduction: The prevalence of total coronary occlusion of an infarct-related artery (IRA) and its impact on
the outcome can differ between patients with non-ST-elevation myocardial infarction (NSTEMI) and those with
ST-segment elevation myocardial infarction (STEMI) undergoing percutaneous coronary intervention (PCI).
Objectives: We evaluated the impact of IRA occlusion on the outcome of myocardial infarction according to the
presence or absence of ST-segment elevation and the location of the culprit lesion.

Patients and methods: We analyzed 4581 patients with STEMI and 2717 patients with NSTEMI who underwent
PCI and were enrolled in the Polish Registry of Acute Coronary Syndromes. Patients were divided into 3 cohorts
depending on the IRA: left anterior descending artery (LAD), left circumflex artery (LCx), or right coronary artery
(RCA). Patients were further divided according to preprocedural Thrombolysis in Myocardial Infarction (TIMI) flow
to either a subgroup with total occlusion (TO; TIMI flow grade, 0) or a subgroup with incomplete occlusion (nTO;
TIMI flow grade 1).

Results: TO was observed in 2949 patients (64.4%) with STEMI and 723 patients (26.6%) with NSTEMI. The most
common IRAs were the RCA (49.4%) and LCx (48.4%) in the STEMI and NSTEMI groups, respectively. STEMI
patients with TO of the LAD showed higher mortality during the 36-month follow-up; mortality in the NSTEMI
group was comparable between patients with TO and nTO. STEMI and NSTEMI groups with TO of the LCx showed
higher in-hospital mortality. No differences were observed between patients with TO and nTO of the RCA.
Conclusions: Totally occluded IRA (TIMI flow grade 0) on baseline angiogram was not associated with higher
36-month mortality rates after both NSTEMI and STEMI treated with PCI in comparison with patients with patent
IRA except for totally occluded LAD in STEML.
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Management of Acute Myocarditis
and Chronic Inflammatory Cardiomyopathy
Cajall (gl dulal) dlanl) J3ie g alad) Aalal) dlidanl) Glgdl) cls s

Enrico Ammirati, et al.

Circ Heart Fail 2020 Nov;13(11):e007405.

Myocarditis is an inflammatory disease of the heart that may occur because of infections, immune system
activation, or exposure to drugs. The diagnosis of myocarditis has changed due to the introduction of cardiac
magnetic resonance imaging. We present an expert consensus document aimed to summarize the common
terminology related to myocarditis meanwhile highlighting some areas of controversies and uncertainties and
the unmet clinical needs. In fact, controversies persist regarding mechanisms that determine the transition
from the initial trigger to myocardial inflammation and from acute myocardial damage to chronic ventricular
dysfunction. It is still uncertain which viruses (besides enteroviruses) cause direct tissue damage, act as triggers
for immune-mediated damage, or both. Regarding terminology, myocarditis can be characterized according
to etiology, phase, and severity of the disease, predominant symptoms, and pathological findings. Clinically,
acute myocarditis (AM) implies a short time elapsed from the onset of symptoms and diagnosis (generally <1
month). In contrast, chronic inflammatory cardiomyopathy indicates myocardial inflammation with established
dilated cardiomyopathy or hypokinetic nondilated phenotype, which in the advanced stages evolves into
fibrosis without detectable inflammation. Suggested diagnostic and treatment recommendations for AM and
chronic inflammatory cardiomyopathy are mainly based on expert opinion given the lack of well-designed
contemporary clinical studies in the field. We will provide a shared and practical approach to patient diagnosis
and management, underlying differences between the European and US scientific statements on this topic. We
explain the role of histology that defines subtypes of myocarditis and its prognostic and therapeutic implications.
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Pulmonary Diseases

COVID-19 Susceptibility in chronic obstructive pulmonary disease
Cajal) alad) (i) elal) NS L"; Covid-19 (g s daladd (il

Olloquequi J, et al.
Eur J Clin Invest 2020 Oct;50(10):e13382.

In barely nine months, the pandemic known as COVID-19 has spread over 200 countries, affecting more than 22
million people and causing over than 786 000 deaths. Elderly people and patients with previous comorbidities
such as hypertension and diabetes are at an increased risk to suffer a poor prognosis after severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) infection. Although the same could be expected from patients with
chronic obstructive pulmonary disease (COPD), current epidemiological data are conflicting. This could lead to a
reduction of precautionary measures in these patients, in the context of a particularly complex global health crisis.
Most COPD patients have a long history of smoking or exposure to other harmful particles or gases, capable of
impairing pulmonary defences even years after the absence of exposure. Moreover, COPD is characterized by an
ongoing immune dysfunction, which affects both pulmonary and systemic cellular and molecular inflammatory
mediators. Consequently, increased susceptibility to viral respiratory infections have been reported in COPD,
often worsened by bacterial co-infections and leading to serious clinical outcomes. The present paper is an
up-to-date review that discusses the available research regarding the implications of coronavirus infection in
COPD. Although validation in large studies is still needed, COPD likely increases SARS-CoV-2 susceptibility
and increases COVID-19 severity. Hence, specific mechanisms to monitor and assess COPD patients should be
addressed in the current pandemic.
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Hypercoagulation and Antithrombotic Treatment in Coronavirus 2019
2019 dalil) clugualy oY) a¥ls @ A clabdaa dalleally iaal) Jajd Al

Violi F, etal.
Thromb Haemost 2020 Jun;120(6):949-956.

The novel coronavirus 2019 (COVID-19) is clinically characterized by severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2), which is responsible for a high number of patients needing mechanical ventilation or intensive care
units treatment and for the elevated mortality risk. A link between COVID-19 and multiorgan failure may be dependent
on the fact that most COVID-19 patients are complicated by pneumonia, which is known to be associated with early
changes of clotting and platelet activation and artery dysfunction; these changes may implicate in thrombotic-related
events such as myocardial infarction and ischemic stroke. Recent data showed that myocardial injury compatible
with coronary ischemia may be detectable in SARS-CoV-2 patients and laboratory data exploring clotting system
suggest the presence of a hypercoagulation state. Thus, we performed a systematic review of COVID-19 literature
reporting measures of clotting activation to assess if changes are detectable in this setting and their relationship with
clinical severity. Furthermore, we discussed the biologic plausibility of the thrombotic risk in SARS-CoV-2 and the
potential use of an antithrombotic treatment.
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Gastroenterology
diacagll galyaYl

Global prevalence of, and risk factors for,
gastro-oesophageal reflux symptoms

hal) (gl Guldl) (el ARl 5 ghil) Jalgey allall JLETY)

Eusebi LH, et al.
Gut 2018 Mar;67(3):430-440.

Objectives: Gastro-oesophageal reflux symptoms are common in the community, but there has been no definitive
systematic review and meta-analysis of data from all studies to estimate their global prevalence, or potential risk
factors for them.

Design: Medline, Embase and Embase Classic were searched (until September 2016) to identify population-based
studies that reported the prevalence of gastro-oesophageal reflux symptoms in adults (>15 years); gastro-oesophageal
reflux was defined using symptom-based criteria or questionnaires. The prevalence was extracted for all studies,
and according to the criteria used to define it. Pooled prevalence, according to study location and certain other
characteristics, OR and 95% CIs were calculated.

Results: Of the 14 132 citations evaluated, 102 reported the prevalence of gastro-oesophageal reflux symptoms in
108 separate study populations, containing 460 984 subjects. Prevalence varied according to country (from 2.5% in
China to 51.2% in Greece) and criteria used to define gastro-oesophageal reflux symptoms. When only studies using
a weekly frequency of heart burn or regurgitation to define presence were considered, pooled prevalence was 13.3%
(95% CI 12.0% to 14.6%). Prevalence was higher in subjects >50 years (OR 1.32; 95% CI 1.12 to 1.54), smokers
(OR 1.26; 95% CI 1.04 to 1.52), non-steroidal anti-inflammatory drug (NSAID)/aspirin users (OR 1.44; 95% CI 1.10
to 1.88) and obese individuals (OR 1.73; 95% CI 1.46 to 2.06).

Conclusions: The prevalence of gastro-oesophageal reflux symptoms varied strikingly among countries, even when
similar definitions were used to define their presence. Prevalence was significantly higher in subjects >50 years,
smokers, NSAID users and obese individuals, although these associations were modest.
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Liquid biopsy for patients with IBD-associated neoplasia
Y Gorall olally ddasipal) Clpiiil) e die Alilud) cileial)

Kinugasa H, et al.
BMC Cancer 2020 Dec 3;20(1):1188.

Background: It is often difficult to diagnose inflammatory bowel disease (IBD)-associated neoplasia endoscopically
due to background inflammation. In addition, due to the absence of sensitive tumor biomarkers, countermeasures
against IBD-associated neoplasia are crucial. The purpose of this study is to develop a new diagnostic method through
the application of liquid biopsy.

Methods: Ten patients with IBD-associated cancers and high-grade dysplasia (HGD) with preserved tumor tissue and
blood were included. Tumor and non-tumor tissues were analyzed for 48 cancer-related genes using next-generation
sequencing. Simultaneously, circulating tumor DNA (ctDNA) was analyzed for mutations in the target genes using
digital PCR.

Results: Out of 10 patients, seven had IBD-related cancer and three had IBD-related HGD. Two patients had
carcinoma in situ; moreover, three had stage Il and two had stage IIl. To avoid false positives, the mutation rate
cutoff was set at 5% based on the control results; seven of 10 (70%) tumor tissue samples were mutation-positive.
Mutation frequencies for each gene were as follows: TP53 (20.9%; R136H), TP53 (25.0%; C110W), TP53 (8.5%j;
H140Q), TP53 (31.1%; R150W), TP53 (12.8%; R141H), KRAS (40.0%; G12V), and PIK3CA (34.1%; R 88Q). The
same mutations were detected in the blood of these seven patients. However, no mutations were detected in the blood
of the remaining three patients with no tumor tissue mutations. The concordance rate between tumor tissue DNA and
blood was 100%.

Conclusion: Blood liquid biopsy has the potential to be a new method for non-invasive diagnosis of IBD-associated
neoplasia.
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Endocrinology

acall 203l jalyal

Influence of diabetes mellitus on the severity and fatality
of SARS-CoV-2 (COVID-19) infection
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Wu J, et al.
Diabetes Obes Metab 2020 Oct;22(10):1907-14.

Aim: To evaluate the influence of diabetes on the severity and fatality of severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) infection.

Materials and methods: The medical records of 66 hospitalized coronavirus disease 2019 (COVID-19) patients
were collected and classified into non-severe (mild/moderate cases) and severe (severe/critical cases) groups. Logistic
regression analysis was used to estimate the risk of severe COVID-19 (severe/critical infection). In addition, a meta-
analysis including published studies reported the impact of diabetes on the severity and fatality of COVID-19. The
current study was conducted using fixed effects models.

Results: There were 22 diabetes and 44 non-diabetes cases among the 66 hospitalized COVID-19 patients. Seven
patients with diabetes (31.82%) were diagnosed as severe COVID-19 cases, which was significantly higher than that
in the non-diabetes group (4/44, 9.09%, p=0.033). After adjustment for age and gender, diabetes was significantly
associated with COVID-19 severity (OR: 5.29, 95% CI: 1.07-26.02). A meta-analysis further confirmed the positive
association between diabetes and COVID-19 severity (pooled OR =2.58, 95% CI: 1.93-3.45). Moreover, the patients
with diabetes infected with SARS-CoV-2 had a 2.95-fold higher risk of fatality compared with those patients without
diabetes (95% CI: 1.93-4.53).

Conclusions: Our findings provide new evidence that diabetes is associated with a higher risk of severity and fatality
of COVID-19. Therefore, intensive monitoring and antidiabetic therapy should be considered in patients with diabetes
with SARS-CoV-2 infection.
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How to manage osteoporosis before the age of 50
Rozenberg S, et al.
Maturitas 2020 Aug;138:14-25.

This narrative review discusses several aspects of the management of osteoporosis in patients under 50
years of age. Peak bone mass is genetically determined but can also be affected by lifestyle factors. Puberty
constitutes a vulnerable period. Idiopathic osteoporosis is a rare, heterogeneous condition in young adults due
in part to decreased osteoblast function and deficient bone acquisition. There are no evidence-based treatment
recommendations. Drugs use can be proposed to elderly patients at very high risk. Diagnosis and management
of osteoporosis in the young can be challenging, in particular in the absence of a manifest secondary cause.
Young adults with low bone mineral density (BMD) do not necessarily have osteoporosis and it is important to
avoid unnecessary treatment. A determination of BMD is recommended for premenopausal women who have
had a fragility fracture or who have secondary causes of osteoporosis: secondary causes of excessive bone loss
need to be excluded and treatment should be targeted. Adequate calcium, vitamin D, and a healthy lifestyle
should be recommended. In the absence of fractures, conservative management is generally sufficient, but in
rare cases, such as chemotherapy-induced osteoporosis, antiresorptive medication can be used. Osteoporosis
in young men is most often of secondary origin and hypogonadism is a major cause; testosterone replacement
therapy will improve BMD in these patients. Diabetes is characterized by major alterations in bone quality,
implying that medical therapy should be started sooner than for other causes of osteoporosis. Primary
hyperparathyroidism, hyperthyroidism, Cushing’s syndrome and growth hormone deficiency or excess
affect cortical bone more often than trabecular bone.
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ebﬁijb al byl

COVID-19 in immunocompromised populations: implications for
prognosis and repurposing of immunotherapies
‘Lo lia (uinad) iyl sie COVID-19 (gl oY)
Lo lal) ciladlaal) aladialy Y Ao aysly

Jason D Goldman, et al.
Immunother Cancer 2021 Jun;9(6):¢002630.

SARS-CoV-2 is the virus responsible for the COVID-19 pandemic. COVID-19 has highly variable disease se-
verity and a bimodal course characterized by acute respiratory viral infection followed by hyperinflammation
in a subset of patients with severe disease. This immune dysregulation is characterized by lymphocytopenia,
elevated levels of plasma cytokines and proliferative and exhausted T cells, among other dysfunctional cell
types. Immunocompromised persons often fare worse in the context of acute respiratory infections, but prelim-
inary data suggest this may not hold true for COVID-19. In this review, we explore the effect of SARS-CoV-2
infection on mortality in four populations with distinct forms of immunocompromise: (1) persons with hemato-
logical malignancies (HM) and hematopoietic stem cell transplant (HCT) recipients; (2) solid organ transplant
recipients (SOTRs); (3) persons with rheumatological diseases; and (4) persons living with HIV (PLWH). For
each population, key immunological defects are described and how these relate to the immune dysregulation in
COVID-19. Next, outcomes including mortality after SARS-CoV-2 infection are described for each population,
giving comparisons to the general population of age-matched and comorbidity-matched controls. In these four
populations, iatrogenic or disease-related immunosuppression is not clearly associated with poor prognosis
in HM, HCT, SOTR, rheumatological diseases, or HIV. However, certain individual immunosuppressants or
disease states may be associated with harmful or beneficial effects, including harm from severe CD4 lympho-
cytopenia in PLWH and possible benefit to the calcineurin inhibitor ciclosporin in SOTRs, or tumor necrosis
factor-a inhibitors in persons with rheumatic diseases. Lastly, insights gained from clinical and translational
studies are explored as to the relevance for repurposing of immunosuppressive host-directed therapies for the
treatment of hyperinflammation in COVID-19 in the general population.
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HOXBS promotes the progression of breast cancer through wnt/beta-catenin pathway
A=\l wnt/beta-catenin Gob e (ol (Ui skl (2l 42 HOXBS a5y gal) 9o

Jie Zhang, et al.
Pathol Res Pract 2020 Jul 13;224:153117.

Objective: The present study was designed to explore the function of HOXBS in breast cancer and related signaling
pathway.

Methods: Breast cancer tissues and non-cancerous tissues were collected from 82 cases who were pathologically
diagnosed with breast cancer. The mRNA level of HOXBS5 was detected via quantitative real-time polymerase chain
reaction (qQRT-PCR). Chi-square test was adopted to analyze the association of HOXBS5 with clinical features. The vi-
ability, migration and invasion of breast cancer cells were detected through MTT and Transwell assays, respectively.
Protein analysis was performed adopting western blot analysis.

Results: HOXBS5 expression was increased in breast cancer tissues and cells, and showed positive correlation
with tumor size (P=0.028), TNM stage (P=0.048), and lymph node metastasis (P=0.002). Losing HOXBS5 expres-
sion suppressed clone formation, proliferation, migration and invasion of breast cancer cells. The knockdown of
HOXBS significantly inactivated wnt/B-catenin pathway. Furthermore, wnt/B-catenin pathway had the potential to
neutralize the oncogenic function of HOXBS in breast cancer.

Conclusion: HOXBS5 may be involved in the invasive progression of breast cancer. The function of HOXBS in breast
cancer was mediated by wnt/B-catenin pathway.
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alaall (alpalg dugiyll il paY)

Inflammatory myositis in systemic lupus erythematosus
Slgall alaall QA Gl & el Glgal)

Bitencourt N, et al.
Lupus 2020 Jun;29(7):776-81.

Background: The coexistence of inflammatory myositis in systemic lupus erythematosus (SLE) has not been
extensively studied. In this study, we describe the incidence, distinct types of inflammatory myositis, and risk factors
for this finding in a cohort of pediatric and adult SLE patients.

Methods: We identified SLE patients with coexisting myositis followed between 2010 and 2019 at two pediatric
hospitals and one adult hospital. Demographic, clinical, laboratory, and pathological features of myositis were
collected, and descriptive statistics were applied.

Results: A total of 1718 individuals were identified as having SLE (451 pediatric and 1267 adult patients). Of
these, 108 were also diagnosed with inflammatory myositis (6.3%). People of black race had a significantly higher
prevalence of inflammatory myositis, as did those with childhood-onset SLE compared to adult-onset disease. In
the majority of patients (68%), SLE and inflammatory myositis presented concurrently. Overlapping features of
systemic sclerosis occurred in 48%, while dermatomyositis-specific rashes were present in a third. Arthralgias and
inflammatory arthritis were seen in >90%. Thrombotic events and significant pregnancy-related morbidity were
present in more than a third of patients. Lymphopenia, hypocomplementemia, and a positive RNP were the most
common laboratory features noted. Myositis-specific antibodies (MSA) and myositis-associated antibodies (MAA)
were present in >40% of patients. A review of 28 muscle biopsy reports revealed a wide array of pathological
features, including nonspecific changes, dermatomyositis, polymyositis, and necrotizing auto-immune myopathy.
Conclusion: Inour SLE patient population, 6.3% presented with concurrent inflammatory myositis. Dermatomyositis-
specific rashes, clinical features of systemic sclerosis, arthralgias and arthritis, and cytopenias were common
coexisting clinical manifestations. A high frequency of RNP, MSA, and MAA were found. People of black race and
with childhood-onset disease had a higher prevalence of myositis. Our findings suggest that SLE patients of black
race, with childhood-onset SLE, and who possess MSA or MAA should be routinely screened for myositis.
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RNA identification of prime cells predicting rheumatoid arthritis flares

(S5l Jualial) gl Cilangs a3l Aiald) LD & RNA a3

Dana E Orange DE, et al.
N Engl J Med 2020 Jul 16;383(3):218-28.

Background: Rheumatoid arthritis, like many inflammatory diseases, is characterized by episodes of quiescence and
exacerbation (flares). The molecular events leading to flares are unknown.

Methods: We established a clinical and technical protocol for repeated home collection of blood in patients with
rheumatoid arthritis to allow for longitudinal RNA sequencing (RNA-seq). Specimens were obtained from 364 time
points during eight flares over a period of 4 years in our index patient, as well as from 235 time points during flares in
three additional patients. We identified transcripts that were differentially expressed before flares and compared these
with data from synovial single-cell RNA-seq. Flow cytometry and sorted-blood-cell RNA-seq in additional patients
were used to validate the findings.

Results: Consistent changes were observed in blood transcriptional profiles 1 to 2 weeks before a rheumatoid
arthritis flare. B-cell activation was followed by expansion of circulating CD45-CD31-PDPN+ preinflammatory
mesenchymal, or PRIME, cells in the blood from patients with rheumatoid arthritis; these cells shared features of
inflammatory synovial fibroblasts. Levels of circulating PRIME cells decreased during flares in all 4 patients, and
flow cytometry and sorted-cell RNA-seq confirmed the presence of PRIME cells in 19 additional patients with
rheumatoid arthritis.

Conclusions: Longitudinal genomic analysis of rheumatoid arthritis flares revealed PRIME cells in the blood during
the period before a flare and suggested a model in which these cells become activated by B cells in the weeks before
a flare and subsequently migrate out of the blood into the synovium.
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Neurology

Nine-year prospective efficacy and safety
of brain-responsive neurostimulation for focal epilepsy
195 gl Y gﬁ g laall Gyglaial) gsJ,uaJ\ Aguil)
Glgiw 9 A lidial) dadlud)y dullagdl)

Nair DR, et al.
Neurology 2020 Sep 1;95(9):e1244-56.

Objective: To prospectively evaluate safety and efficacy of brain-responsive neurostimulation in adults with
medically intractable focal onset seizures (FOS) over 9 years.

Methods: Adults treated with brain-responsive neurostimulation in 2-year feasibility or randomized controlled trials
were enrolled in a long-term prospective open label trial (LTT) to assess safety, efficacy, and quality of life (QOL)
over an additional 7 years. Safety was assessed as adverse events (AEs), efficacy as median percent change in seizure
frequency and responder rate, and QOL with the Quality of Life in Epilepsy (QOLIE-89) inventory.

Results: Of 256 patients treated in the initial trials, 230 participated in the LTT. At 9 years, the median percent
reduction in seizure frequency was 75% (p<0.0001, Wilcoxon signed rank), responder rate was 73%, and 35% had
a >90% reduction in seizure frequency. We found that 18.4% (47 of 256) experienced >1 year of seizure freedom,
with 62% (29 of 47) seizure-free at the last follow-up and an average seizure-free period of 3.2 years (range 1.04-9.6
years). Overall QOL and epilepsy-targeted and cognitive domains of QOLIE-89 remained significantly improved
(p<0.05). There were no serious AEs related to stimulation, and the sudden unexplained death in epilepsy (SUDEP)
rate was significantly lower than predefined comparators (p<0.05, 1-tailed y?).

Conclusions: Adjunctive brain-responsive neurostimulation provides significant and sustained reductions in the
frequency of FOS with improved QOL. Stimulation was well tolerated; implantation-related AEs were typical of
other neurostimulation devices; and SUDEP rates were low.
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The effect of caffeine on the risk and progression of Parkinson’s disease
Opil #ld shiy Jhd o cpdlel) i

Tai Hong C, et al.
Nutrients 2020 Jun 22;12(6):1860.

Coffee and caffeine are speculated to be associated with the reduced risk of Parkinson’s disease (PD). The present
study aimed to investigate the disease-modifying potential of caffeine on PD, either for healthy people or patients,
through a meta-analysis. The electronic databases were searched using terms related to PD and coffee and caffeinated
food products. Articles were included only upon fulfillment of clear diagnostic criteria for PD and details regarding
their caffeine content. Reference lists of relevant articles were reviewed to identify eligible studies not shortlisted
using these terms. In total, the present study enrolled 13 studies, nine were categorized into a healthy cohort and the
rest into a PD cohort. The individuals in the healthy cohort with regular caffeine consumption had a significantly lower
risk of PD during follow-up evaluation (hazard ratio (HR)=0.797, 95% CI=0.748-0.849, p<0.001). The outcomes of
disease progression in PD cohorts included dyskinesia, motor fluctuation, symptom onset, and levodopa initiation.
Individuals consuming caffeine presented a significantly lower rate of PD progression (HR=0.834, 95% CI=0.707-
0.984, p=0.03). In conclusion, caffeine modified disease risk and progression in PD, among both healthy individuals
and those with PD. Potential biological benefits, such as those obtained from adenosine 2A receptor antagonism, may
require further investigation for designing new drugs.
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One-year safety and efficacy of intravenous etelcalcetide in patients
on hemodialysis with secondary hyperparathyroidism
etelcalcetide I sasl slaey) (e Al DA Alladlly Aadal)
Sl @oa cla Bl b clan (Geadll Jladl) oy e

Bushinsky DA, et al.
Nephrol Dial Transplant2020 Oct 1;35(10):1769-78.

Background: Secondary hyperparathyroidism (sHPT), a common complication of chronic kidney disease, is
characterized by elevated serum parathyroid hormone (PTH). Etelcalcetide is an intravenous calcimimetic that
increases sensitivity of the calcium-sensing receptor to calcium and decreases PTH secretion. This open-label
extension (OLE) trial evaluated the long-term effects of etelcalcetide for sHPT treatment in patients receiving
hemodialysis.

Methods: This 52-week, multicenter, single-arm OLE enrolled patients from three parent trials: two randomized,
double-blind, placebo-controlled trials and one open-label, single-arm, ‘switch’ study from cinacalcet to etelcalcetide.
The primary endpoint was to investigate the nature, frequency, severity and relation to treatment of all adverse events
(AEs) reported throughout the trial. Secondary endpoints included the proportion of patients with >30% reduction
from baseline in PTH and the percentage change from baseline in PTH, albumin-corrected calcium (Ca), phosphate
(P) and the calcium-phosphate product (Ca x P).

Results: Overall, 89.8% of the patients experienced one or more treatment-emergent AE. The most common were
decreased blood Ca (43.3%), diarrhea (10.8%), vomiting (10.4%) and nausea (9.6%); symptomatic hypocalcemia
occurred in 3.7% of the patients. Approximately 68% of patients achieved >30% reduction in PTH, and 56% achieved
PTH <300 pg/mL. Mean percent changes from baseline ranged from -25.4% to -26.1% for PTH, -8.3% to -9.1% for
Ca, -3.6% to -4.1% for P and -12.0% to -12.6% for Ca x P.

Conclusions: Etelcalcetide effectively lowered PTH and its effect was sustained, while no new safety concerns
emerged over a 1-year treatment period.
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Blood pressure targets and pharmacotherapy for hypertensive patients on hemodialysis
Gl Jadl) uage v Alpddl Geil) g ) s A aal) Jaal Ciagh) andlly dui|gal) dadleal)

Maruyama T, et al.
Expert Opin Pharmacother 2020 Jul;21(10):1219-40.

Introduction: Hypertension is highly prevalent in patients with end-stage kidney disease on hemodialysis and is
often not well controlled. Blood pressure (BP) levels before and after hemodialysis have a U-shaped relationship with
cardiovascular and all-cause mortality. Although antihypertensive drugs are recommended for patients in whom BP
cannot be controlled appropriately by non-pharmacological interventions, large-scale randomized controlled clinical
trials are lacking.

Areas covered: The authors review the pharmacotherapy used in hypertensive patients on dialysis, primarily focusing
on reports published since 2000. An electronic search of MEDLINE was conducted using relevant key search terms,
including ‘hypertension’, ‘pharmacotherapy’, ‘dialysis’, ‘kidney disease’, and ‘antihypertensive drug’. Systematic
and narrative reviews and original investigations were retrieved in our research.

Expert opinion: When a drug is administered to patients on dialysis, the comorbidities and characteristics of each
drug, including its dialyzability, should be considered. Pharmacological lowering of BP in hypertensive patients on
hemodialysis is associated with improvements in mortality. B-blockers should be considered first-line agents and
calcium channel blockers as second-line therapy. Renin-angiotensin-aldosterone system inhibitors have not shown
superiority to other antihypertensive drugs for patients on hemodialysis.

LS c(gpedll Jlaill e g gumgall Augll) el Asleill daball (mpe 520 AaSlal) oaY) e Slpdl)l sl g o)) ey dadia
JSAD (e 3Dy gsedl) Jlaall sy B ol e ligies b L oaydl e desenal) sl sal AU LNl Unseias 055 Y adf
YoVl el dakal cadlal) Aisal) pladtul deasl) Ge sl es L old) deaa ldslly Aol ulal) ligl) ae U
Jsn 5l Angacad) aflodall Lyl luhall & e dllis Jl Lo ash V) dgloall e calall laall a8 e sylad) Ko
gsasall 138

RO ae cggedll Jaill o fegumgall (SAl sl gl (dage g sadiaall Adlsal) dallaall dxshie Ol A6 :dard) Jlaa
daudlie dalide Giay @lalS ladtuly MEDLINE <y 8306 8 35 580 Gy ela) 522000 olall (e loy Loy o Al eV ) e
Ao paalls mgial) cileabal) Gadlatind o5 akall ciliadlas Aadleally gl (ale) i) (Alpall dalleal ¢ SLyall gl Lo rciianas
Ll e 8 AluaY) Celaiiullg

Jaal sl 4108 Lgiaca (has lss U Aaiiyal) (ailiadlly Aaiall ciliahyall Jlie¥h 3831 Qi ciajal elsa ellac) die s o)) gl
clill b et pa (g3eal) Jlaill cpaaldll Lyl sl o) ampe die pall Jaiial Aadlal] dadledl) R (Jsl) slie e ysall)
O e sall= Cpaeati gami= i) Al cillafia el Al 08 JaaS o ISl s el cdallaall b Jsl Jad€ by Glyeala aladiad caay
Lol Jadll e (52 Jaaaall Aadla duga) Ay e Aodoadl

88



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

Ophthalmology
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Diabetic retinopathy predicts cardiovascular mortality in diabetes: a meta-analysis
dailgs drale 1SSl Al daye die dile gl Al cildgll il B (gl Auudl) JDae) [ ga

Xiao-Hong Xu, et al.
BMC Cardiovasc Disord 2020 Nov 4;20(1):478.

Background: The prognostic significance of diabetic retinopathy (DR) for cardiovascular diseases (CVD) remained
unclear. Therefore, we performed this meta-analysis to assess whether DR predicted CVD mortality in diabetic
patients.

Methods: We searched PubMed, Embase, Web of Science and Cochrane Library for cohort studies reporting the
association of DR and CVD mortality. Then we pooled the data for analysis.

Results: After screening the literature, 10 eligible studies with 11,239 diabetic subjects were finally included in
quantitative synthesis. The pooled risk ratio (RR) of DR, mild DR, and severe DR for CVD mortality was 1.83 (95%
confidence interval (CI): 1.42, 2.36; p<0.001), 1.13 (95% CI 0.81, 1.59; p=0.46), and 2.26 (1.31, 3.91; p=0.003),
respectively, compared to those without DR. In type 2 DM, the patients with DR had a significantly higher CVD
mortality (RR: 1.69; 95% CI 1.27, 2.24; p<0.001). Subgroup analysis also showed a significantly higher CVD
mortality in DR according to various regions, study design, data source, and follow-up period (all RR >1; all P values
<0.05). Data from 2 studies showed no significant correlation of DR and CVD mortality in diabetic patients receiving
cardiovascular surgery (RR: 2.40; 95% CI 0.63, 9.18; P=0.200).

Conclusions: DR is a risk marker of cardiovascular death, and severe DR predicts a doubled mortality of CVD in
diabetes. These findings indicate the importance of early identification and management of diabetic patients with DR
to reduce the risk of death.
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Prevalence of metabolic syndrome and its correlation with sexual dysfunction
in adult psychiatric patients treated with psychotropics in a tertiary care hospital
doial) dadigl) g o LgBNe g ALY dajdlial) L)

ALY liall hdia b Apdil) cfiinalls Cpallaall Asdil) (ala) uaye i) (gl

C Pradeep, et al.
Int J Clin Pract 2021 Jun 22;e14559.

Background: In the past two decades, there has been a profound increase in the incidence of metabolic disorders
among the general population, and psychotropics are also said to play a major role in the development of metabolic
syndrome.

Aim: Determining the prevalence of Metabolic Syndrome (MetS) and sexual dysfunction (SD) and their
correlation in psychiatric patients treated with psychotropics in a tertiary care hospital in Salem region,
Tamilnadu, India.

Materials and methods: A cross-sectional study was conducted in the psychiatric department of Vinayaka Mission’s
Medical College and Hospitals, Salem on patients (n=108) treated with psychotropics. The sociodemographic
information, anthropometric measurements, and laboratory tests for metabolic functions were collected and assessed
to determine the presence of Metabolic Syndrome (As per NCEP ATP III Criteria). All the results were statistically
analyzed and P-Value <0.05 was considered to be statistically significant.

Results: The overall prevalence of MetS in the study population was 25.93%. The study found significant
relationships between using olanzapine, risperidone, buspirone, and the presence of MetS. Depression was also found
to be associated with the development of MetS.

Conclusion: From this current study, it may be concluded that the psychiatric population is at risk for developing
MetS, and the use of Atypical antipsychotics (olanzapine, risperidone), anti-anxiety agent (Buspirone), and clinical
depression is significantly associated with Metabolic Syndrome. Hence the metabolic function of psychiatric patients
must be regularly assessed for early detection and management of any metabolic abnormalities. The study did not
find a significant correlation between SD and MetS in psychiatric patients.
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Dermatology
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Acne vulgaris and risk of depression and anxiety

Clally QLESY) gkt i adlad) sl

Samuels DV, et al.
J Am Acad Dermatol 2020 Aug;83(2):532-41.

Background: Several studies have shown an association of acne vulgaris with depression and anxiety, but a
quantitative review has not yet been conducted.

Objective: We sought to conduct a systematic review and meta-analysis that elucidates the association of acne
vulgaris with depression and anxiety.

Methods: A systematic review and meta-analysis of literature published before October 1, 2019 from the PubMed,
PsycINFO, MEDLINE, and Cochrane databases was conducted. We used a meta-analytic approach to perform a
random effects analysis comparing individuals with and without acne. Subgroup analyses between studies included
age, study setting, and geographic region.

Results: Forty-two studies were included. We found a significant association of acne vulgaris with depression
(r=0.22 [95% confidence interval 0.17-0.26, P<0.00001]) and anxiety (r=0.25 [95% confidence interval 0.19-0.31,
P<0.00001]). Subgroup analyses and comparisons showed moderating influences based on factors including age,
study setting, and geographic region.

Limitations: Inconsistency between publications regarding acne and outcome ascertainment, data reporting,
and studies with no control group posed considerable barriers to synthesizing all available published
literature.

Conclusions: Because of an increased risk for depression and anxiety, clinicians should pursue aggressive treatment
of acne and consider psychiatric screening or referrals.
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Contact Dermatitis from Hand Hygiene Practices
in the COVID-19 Pandemic

COVID-19 dails jsh b o) A3Ua5 clelia) ot Gulaills ala) cilgal)

Wei Tan S, et al.
Ann Acad Med Singap 2020 Sep;49(9):674-6.

Coronavirus disease 2019 (COVID-19) pandemic continues to spread globally at a staggering speed. Hand
disinfection is a cost-effective way to prevent its transmission. According to the Centres for Disease Control
and Prevention (CDC) guidelines, we should wash our hands with soap and water for at least 20 seconds. If
soap and water are not readily available, alcohol-based hand rubs (ABHRs) with at least 60% alcohol are the
alternative. With diligent hand disinfection reinforced during COVID-19, there is an increased prevalence of
contact dermatitis. This commentary highlights the fact that contact dermatitis is a readily treatable condition
and should not cause any deviation of proper hand hygiene. In irritant contact dermatitis (ICD), the management
strategies are selection of less irritating hand hygiene products, frequent use of moisturisers to rebuild the skin
barrier, and education on proper hand hygiene practices. In allergic contact dermatitis (ACD), the identification
and avoidance of the contact allergen is the key to treatment. However, ACD is less common and only accounts for
20% of the cases. The identified allergens in hand cleansers are predominantly preservative excipients and ACD
attributable to ABHR are very uncommon. Alcohol-free hand rubs are widely available on the market but it is not
a recommended alternative to ABHRs by the CDC.
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Effects of insulin-like growth factor (IGF-1)
in patients with sensorineural hearing loss

IGF-1 (lsusiU dodiall gail) Jale cfyils

Varun Jitendra Dave, et al.
J Int Adv Otol 2021 May;17(3):207-214.

Objectives: (1) To test the effect of local administration of insulin-like growth factor-1 (IGF-1) in patients with
sensorineural hearing loss (SNHL). (2) To test the effect of local administration of IGF-1 in patients with ototoxicity.
Methods: Forty patients with SNHL were included in the study. Their hearing thresholds at different frequencies
(0.5, 1, 2, and 4 kHz) along with the average hearing threshold were noted. The patients were then randomly allocated
to 2 groups and were treated with IGF-1 via one of the following routes: (1) intratympanic injection and (2) Gelfoam.
Patients were followed-up at weekly intervals for 6 weeks but follow-up PTA was done at 3 weeks, 6 weeks, and 6
months only.

Results: Forty patients (25 male, 15 female) participated in the study. Their age ranged from 13 to 63 years, with
a mean of 31.3 years. Nineteen (47.5%) patients exhibited some degree of recovery after 6 months of follow-up,
while 21 (52.5%) did not exhibit any recovery. Fourteen (35%) patients showed slight recovery (SR), 1 (4%) patient
showed marked recovery, and complete recovery was observed in 4 (10%) patients. Twelve of the 20 patients who
underwent treatment using Gelfoam showed improvement in hearing (measured as a reduction in hearing threshold),
while only 7 of the 20 patients who underwent intratympanic injection showed such improvement.

Among adverse reactions, the most common was pain (88%) which typically did not last beyond 3 days. Other ad-
verse reactions observed were dizziness (24%) and headache (20%). One patient suffered from acute suppurative
otitis media (ASOM) and had a perforation in the tympanic membrane. However, this was treated successfully with
medications.

Conclusion: Intratympanic IGF-1 is a novel drug that has shown early promise in controlling and reversing SNHL.
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