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RESPIRATORY SUPPORT ADEQUACY FOR VERY LOW BIRTH WEIGHT
INFANTS POST EXTUBATION
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ABSTRACT Methods: Retrospective study analyzing records
of very low birth weight infants “VLBW”, who were

Objective: Study of risk factors related to extubation admitted to neonatal intensive care unit in Tawam
trial failure for very low birth infants. Hospital and intubated, January 2011 till January 2018.

*Masoud, R. MD, Department of Pediatrics, NICU, Tawam Hospital, Alain, UAE, United Arab Emirates. E-mail: Rzmasoud31896@gmail.com.
*Langawi, N. MD, Department of Pediatrics, NICU, Tawam Hospital, Alain, UAE, United Arab Emirates. E-mail: Dr.noura.nj@gmail.com.
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Results: The study analyzed antenatal risk factors,
ventilation parameters, blood gas results prior and
two hours post extubation trial, phosphorus level at
2" week of life, 446 patients <32 weeks GA, or < 1500
g birth weight were included. Extubation trial for
each GA group is enlighted by Antenatal history for
best results. For GA (21+4-26+6) weeks, extubation
failure is associated with male gender, post extubation
FIO2 level >0.30, high PCO2 level above 55 mm.hg
post extubation, ground glass appearance on chest
XR at extubation trial, large PDA, low and advanced
grade intraventricular hemorrhage. While extubation
success is associated with deferring extubation until
FIO2 requirement level is low to the level of (0.25),
positive end expiratory pressure (PEEP) level range of
(6-7) cm water. For GA groups (27-29+6), extubation
failure is associated with post extubation FIO2
level >0.30 low PH level (6.9-7.24) post extubation,
advanced intraventricular hemorrhage IVH grade (3
and 4), while extubation success is associated with
deferring extubation until FIO2 requirement is low
to the level of (0.21), and post extubation positive
end expiratory pressure (PEEP) level range (6-7)
cm.water. For GA group (30- 32w), extubation failure
is associated with post extubation FIO2 level >0.30,
low PH level (6.97.24-) post extubation, low PO2
(20-40) mm.Hg post extubation, large PDA, while
success is associated with deferring extubation until
FIO2 requirement is low to the level of (0.25 and
inspiratory time >0.38 seconds before extubation).
For safe extubation, number of surfactant treatment
doses are guided by GA group. Low phosphorus level
is associated with extubation failure.

Conclusions: Risk factors for extubation trial failure
are different between GA groups. Associated risk factors
may guide physician to predict the result of extubation
trial and reduce exposure to failure. Follow up research
studies on larger sample size are needed to analyze
secondary risk factors.

INTRODUCTION

Antenatal steroids and early use of nasal continuous
positive airway pressure (NCPAP) have significantly
improved outcomes of very low birth weight infants
with respiratory distress syndrome,'? but intubation

with ventilator support is still required and the optimal
timing of extubation remains unclear. Nearly two
thirds of prematures born at less than 29 week gestation
require mechanical ventilation during NICU stay.’

Acute complications, and bronchopulmonary
dysplasia  (BPD), adverse neurodevelopmental
outcomes, related to mechanical ventilation and
endotracheal intubation in extreme preterm infants*?
are encouraging physicians to extubate infants as early
as possible. Short-term (less than 7 days) mechanical
ventilation itself is known to be a cause of rapid
diaphragmatic dysfunction, and long-term ventilation
(more than 12 days) is also associated with failure of
normal pulmonary growth and maturation.®

But still 40% of mechanically ventilated ELBW
infants require re-intubation following extubation.’
Failure of extubation has been associated with higher
mortality rates, increased length of hospital stay, and
longer ventilation days.’

Mode of ventilation that converts electrical activity of
diaphragm into proportionally assisted and synchronized
breath is known as neutrally adjusted ventilatory
assist (NAVA).® Infants inform the neonatologist of
what support they need, directing both the timing and
depth of their breath pattern.'” NIV NAVA can provide
synchronized post extubation ventilatory support as
measured by decreased PCO2 in premature infant."
NAVA appears to work well in neonates, but if NAVA
makes a difference in outcomes in this population, has
not been established so far.!

METHODS

In this study we evaluate the rate and predictors of
extubation failure in very low birth weight infants.
Retrospectively we analyzed all VLBW preterm infants
who were admitted to our neonatal intensive care unit
(NICU) and intubated from January 2011 till January
2018. Risk factors, ventilation parameters, blood gas
results prior and 2 hours post extubation trial were
analyzed. We defined extubation failure as need for
re-intubation within 5 days due to attending physician
assessment of clinical status and blood gas reports.
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1580 shot of surfactant were recorded 2011-2018,
given to 761 patients in NICU, as some patients require
Ist, 2nd, 3rd or 4th doses of surfactant. 457 patients
were <32 weeks GA, or <1500 g birth weight. Eleven
patients were excluded for congenital anomaly, 446
patients were included. 132 out of 446 didn’t experience
an extubation trial till end of 14 days of life. Statistical
analysis was conducted using IBM SPSS Statistics
version 20. Categorical variables were compared using
nonparametric Chi-square test. Patients grouped to GA
(21+4-23+6, 24-26+6, 27-29+6,30-32), and merged
both tiny groups if sample size was small and ignored
by the analytic system. Extubation results in (success,
fail) and we added (not fit for extubation till end of
14 days of life) to failure group for perinatal analysis.
Continuous variables were analyzed using general
linear modelof nonparametric ANOVA test.

1st trial extubation (till 14 days of life): 314 out of
446 patients had undergone a Ist trial of extubation after
assessment of clinical stability by attending physician.
(before completing 14 days after birth). 222/314
(70.7%) patients succeeded 1st trial extubation (success
was defined as passing 5 days without re-intubation).
92/314 (29.29%) Patients failed Ist trial extubation
(needed re-intubation within 5 days post extubation).

2nd trial extubation (considered only within 7
days of life to observe patients over the next 5 days):
34/92 Extubated post 1st week, were excluded. 15/92
patients were not fit for extubation till 14 days of life.
43/92 patients had undergone 2nd trial of extubation
(within 7 days of life). 29/43 patients succeeded 2nd
trial of extubation. 14/43 patients failed 2nd trial of
extubation.

3rd trial extubation (considered only within 7
days of life to observe patients over the next 5 days):
12 patients were not fit for extubation within the first 7
days of life, excluded. 3 patients had undergone 3rd trial
extubation within 1st week. Two patients succeeded
3rd trial of extubation. One patient failed 3rd trial of
extubation.

RESULTS AND DISCUSSION

Our study is done in one center where the team has

almost the same clinical practice guide. It is a unique
study for the number of infants included in the analysis
and the design that revealed specific predictors for
extubation trial for each GA group in different lung
development stage. The following is a discussion for
each analyzed parameter.

Prenatal steroid: Steroid treatment was grouped
into (no steroid given or unknown, steroid given),
then subgrouped into (1 dose or 2 doses comparison).
Timing of each dose was not clear in patient’s records.
Mild significant association between antenatal steroid
and extubation success was noticed for GA 27-29+6
weeks. The association ismild with a single dose and
less with 2 doses. Linear by linear, > (2, n=507) =4.73,
p-value=0.023, cramer’s V 0.155. Linear by linear, y*
(1, n=338)=3.62, p-value=0.042, Cramer’s V 0.160.
The unrecorded cases may underestimate the effect of
steroid.

Small for GA: Size for GA grouped into (small for
GA-below 10th centile on Fenton growth chart, adequate
for GA). Adequate sized GA group (30-32) weeks, have
moderate association with extubation success than
small for GA. Pearson’s Chi-square, x> (1, n=495)=6.5,
Fisure’s exact test, p-value=0.039, Cramer’s V 0.232.

Large for GA: Is not related to extubation trial. Size
for GA grouped into (large for GA-above 90th centile
on Fenton growth chart, adequate for GA). Pearson’s
Chi-square, > (1, n=491) =0.009, Fisure’s exact test,
p-value=0.578.

Gender: Sex grouped into (male, female). Male
gender of GA (21+4 to 26+6) weeks has moderate
association with extubation failure. No difference in
association for other GA groups. Pearson’s Chi-square,
¥’ (1, n=507) =7.8, 0.02, 0.11. p-value=0.005, cramer’s
V 0.204, p-value=0.49, p-value=0.46, respectively.

Surfactant doses: Number of surfactant doses were
determined by physician opinion and clinical needs.
Patients who died at 1st day of life were excluded.
The test was performed on 4 levels to test the cut off
statistically significant doses for each GA. Extubation
results grouped into (success, fail). No association exists
between extubation trial and all doses of surfactant for
(21+4 to 23+6) weeks. Linear by linear association, x>
(1, n=60, 70, 70) =3, 1.3, 1.3, p-value is 0.157, 0.317,



Journal of the Arab Board of Health Specializations Vol. 21, No. 1, 2020

0.317, respectively. GA (21+4-23+6) weeks are at
canalicular stage of fetal lung development, and has no
surfactant production. All doses of surfactant were not
enough to make a statistical difference in extubation trial.
The immature lung and ventilation dependence are the
causesof failure and surfactant was not enough alone to
be the treatment of choice to prevent extuabtion failure.
We noticed a significant association between extubation
success and 2 doses of surfactant given to GA group
(24-26+6) weeks, before 1st extubation trial or one dose
before both trials. Linear by linear association, %> (1,
n=60,70)=5.7, 6.5, p-value is 0.019, 0.010 respectively.
Less significant extubation success association was
observed for GA group (24-26+6) weeks when 3
accumulative doses of surfactant were given before the
Ist trial of extubation or over several trials. Linear by
linear association, > (1, n=60 and 70)=4, 6, 5.9, p-value
is 0.031, 0.015 respectively. GA group (24-26+6) weeks
are at saccular lung maturity stage, where surfactant is
detected in fetal amniotic fluid, and 2 doses of surfactant
are enough to compensate for surfactant deficiency and
make a statistical significant association with extubation
success. One or two doses of surfactant given before the
Ist trial of extubation or later for GA group (27-29+6)
weeks result in accumulative significant association
with extubation success. Linear by linear association,
v (1, n=363, 314, 363)=13.46, 14.6, 13.4, p-value is
0.0002, 0.0001, 0.0002 respectively. While the 3rd does
not make a difference in extubation trial. GA group
(2729-+6) weeks is in fetal saccular lung maturity
stage with increase in surfactant production more that
the previous GA group. One dose is enough to make
a significant statistical difference in extubation trial,
and further doses are not statistically needed. Statistical
significant association between extubation success
and 1 dose, then accumulative 2, 3 doses of surfactant,
was observed for GA group (30-32) weeks. Linear by
linear association, * (1, n=363)=4.98, 5.8, 16.5, p-value
is 0.026, 0.016, 0.00004. GA group (30-32) weeks
normally produce more surfactant than the previous
GA groups, and in case of deficiency, the accumulative
doses are association with extubated trial success. Extra
factors causing surfactant deficiency in GA group (30-
32) weeks, need to be studied further.

Gestational diabetic status GDM: Is not related
to extubation trial. Mothers grouped into (no GDM or

unknown, GDM). Pearson’s Chi-square, x> (1, n=507)=
2, p-value=0.09. Unknown cases may affect results.

Chorioamnionitis: Is not related to extubation
trial. Mother’s status before delivery estimated
clinically and grouped into (no chorioamnionitis or
unknown, chorioamnionitis). Pearson’s Chi-square, y’
(1, n=507)=1.1, Fisher’s exact test, p-value=0.198. The
unrecorded cases may under-estimate the infectious
status association, and the follow up histologic
chorioamnionitis was not recorded.

Pre-labor ruptured membrane PROM: Mother’s
status (no PROM or unknown, PROM >18 hours). For
GA (21+4-26+6) weeks, (no PROM group) is associated
with extubation failure in all GA groups. Pearson’s Chi-
square, > (1, n=507)=9.3, p-value=0.002. cramer’s V
0.346.

Caffeine treatment: Is not related to extubation
trialfor all GA groups. Pearson’s Chi square, > (1,
n=363) =2.3 Fisher’s exact test, p-value=0.089.

Phosphorous level PO4: PO4 level at the second
week of life (less than 1.8 mmol/L, above 1.8 mmol/L).
Low PO4 level for GA (24-26+6) weeks was strongly
associated with extubation failure, and mildly associated
for GA (27-29+6) weeks. Pearson’s Chi-square, ¥’
(1, n=299)=7.1, 4.3. p-value=0.007, 0.036. cramer’s
V 0.305, 0.176 respectively. While no association
observed for GA groups (21+4-23+6, 30-32). Pearson’s
Chi-square, ¥* (1, n=299) =1.2, 3.5. p 0.42, 0.06.

Day of life at 1st intubation: Is not related to
extubation trial. Day of life at 1st intubation (intubated
in delivery room, any time later). Pearson’s Chi-
square, ¥* (1, n=359) =0.09, 1.1, 0.08. p-value is 0.76,
0.29, 0.77, respectively. All GA groups (21+4-23+6)
patients were intubated at delivery room for respiratory
failure.

Ventilation mode before extubation: Is not related
to extubation trial for all GA groups. Mode before
extubation trial (NAVA, conventional ventilation +/-
volume targeted ventilation, PSV). For NAVA mode of
ventilation Pearson’s Chi-square, y* (1, n=338)=0.67,
Fisher’s exact test, p-value=0.24.
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For conventional ventilation modes, whether Volume
targeted setup was applied or not.Pearson’s Chi-square,
x> (1, =169)=0.119 Fisher’s exact test, p-value=0.442.
For PSV (pre-extubation mode) mode. Pearson’s
Chi-square, ¥*> (1, n=338)=0.71 Fisher’s exact test,
p-value=0.238.

Ventilation peak inspiratory pressure (PIP) level
before extubation: Is not related to extubation trial. PIP
level was determined by attending physician between
828- cm H,O, median 18.8 cm.H,0O, mode 20 cm.H, 0.
One-way ANOVAF (2, 250)=0.71, p-value=0.49.

Ventilation positive end-expiratory pressure
(PEEP) level before extubation: Range of PEEP level
was determined by attending physician between 58-
c¢cm.H20. No relation was noticed between High PEEP
> 6 cm.H,O ventilation or low PEEP <6 cm.H2O before
extubation and extubation trial for all GA groups.
Pearson’s Chi-square, %> (1, n=330)=0.56 Fisher’s exact
test, p-value=0.26.

Ventilation rate before extubation: Rate of
ventilation was determined by attending physician
20-60/min, “mode 40/min”. No relation is noticed
between high ventilation rate (41-60/min) or low
ventilation rate (20-40/min) before extubation and
extubation trial for all GA groups. Pearson’s Chi-square,
v? (1, n=287) =0.89 Fisher’s exact test, p-value= 0.21.

Fraction of inspired oxygen FIO2: Mode of FIO2
before extubation was 0.21. The level at which patient
was extubated, was determined by physician assessment.
Significance was checked at 2 levels, 0.21 then 0.25.
FIO2 supply reduced to 0.21 before extubation has
mild association with extubation success for GA group
(27-29+6) week. Linear by linear association, > (1,
n=334)=4.84. p-value=0.028.

FIO2 supply reduced to 0.25 before extubation had
strong association with extubation success for GA group
(21+4-26+6,30-32) weeks. Linear by linear association,
¥* (1, n=334)=9, 17.84. p-value is 0.003, 0.000026.

Inspiratory time before extubation (IT): IT before
extubation was determined by physician, (0.20-0.86)

second. Mode 0.38 second. IT grouped into (0.20-0.33,
0.33-0.37, 0.38-0.4, 0.4-0.86) second. Short IT group
(0.2-0.33, 0.33-0.37) sec has no relation with extubation
trial, longer IT group (0.38-0.4, 0.4-0.86) sec has no
relation with extubation trial. Comparison between
(0.20-0.37, 0.38-0.86) sec was significant for GA
group (30-32) weeks, IT >0.38 sec before extubation
was associated with less extubation failure and more
success. Pearson’s Chi-square, x> (1, n=162)=5.23,
Fisure’s exact test, p-value= 0.04. cramer’s V 0.324.

As the longer IT group (0.4-0.86) sec act the same as
IT group (0.38-0.4) sec, and RDS management requires
lower possible range for IT, we recommend starting with
IT in the range (0.38-0.4) sec as an adequate support for
safe ventilation and extubation trial.

Patient’s respiratory rate before extubation (RR):
Is not related to extubation trial. RR observed in the
range (20-99)/min, mode 50/min. RR grouped into
(20-40, 40-70,70-99)/min. Pearson’s Chi-square, >
(1, n=168)=0.01, 0.043, Fisure’s exact test, p-value is
0.53, 0.5. Patients who are tachypnic may still succeed
extubation trial, as well as patients with normal to
variably slow breathing patients.

Neurally adjusted ventilatory assist NAVA level before
extubation: Is not related to extubation trial. NAVA
level mean 1.5 (0.8-3) cm.H2O/puV. Level of NAVA for
extubation trial was determined by attending physician.
One-way ANOVA F(1,48)=0.012, p-value=0.91.

Electrical activity of the diaphragm (Edi):

Edi max: Is not related to extubation trial. Edi max
mean 8.77 (2.9, 14) uV. One-way ANOVA F (1, 29)=
1.6, p-value=0.2.

Edi min: Is not related to extubation trial. (Edi min)
mean 1.36 (0.3, 5.5) uV. One-way ANOVA F (1, 29)=
1.15, p-value=0.29.

Blood gas PH before extubation: Is not related to
extubation trial. PH mean 7.33(7.0-7.57). One-way
ANOVAF (2, 348)=0.52, p-value=0.59.

Blood gas PCO2 before extubation: Is not related
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to extubation trial. Mean PCO2 41 (9.2-69) mm.Hg.
One-way ANOVA F (2, 348) =0.42, p-value=0.65.

Blood gas PO2 before extubation: Is not related to
extubation trial. Mean PO2 49.4 (21.5-144) mm.Hg.
One-way ANOVAF (2, 348)=1.7, p-value=0.16.

Blood gas HCO3 before extubation: Is not related
to extubation trial. Mean HCO3 21.38 (9.7-34) mEq/L.
One-way ANOVAF (2, 348)=0.27, p-value=0.75.

Blood gas BE before extubation: Is not related to
extubation trial. Mean BE -3.98 (-15.3 to +6). One-way
ANOVAF (2, 348)=1.3, p-value=0.82.

Blood gas HB before extubation: Is not related to
extubation trial. Mean HB 14.5 (7.3-24) g/dl. One-way
ANOVAF (2, 346) =0.953, p-value=0.38.

Blood gas LAC before extubation: Is not related
to extubation trial. Mean LAC 2.82 (0-12.7) mmol/L.
One-way ANOVA F (2) =0.289, p-value=0.749.

Post extubation ventilation mode: Is not related
to extubation trial. Post extubation mode (continuous
positive airway pressure CPAP, non invasive NAVA
ventilation “NIV NAVA”, non-invasive ventilation).
Pearson’s Chi-square, ¥* (1, n=350)=0.26, 2.87. p-value
i 0.87,0.23 for GA (21+4-26+6, 27-29+6), respectively.
Pearson’s Chi-square, > (1, n=258)=1.304, 2.27, 3.
Fisher’s Exact Test, p-value is 0.315, 0.126, 0.1 for GA
(30-32) weeks on 3 steps comparison of 2 modes per
each test.

Ventilation PIP post extubation: Is not related
to extubation trial. Post extubation PIP level mode
8 cm.H,O. PIP grouped into (5-8, 9-30) cm.H,O.
Pearson’s Chi-square, x* (1, n=233)=2.7. Fisher’s Exact
Test, p-value=0.067.

Ventilation PEEP post extubation: Low Post
extubation PEEP level (less than 6, 6-7) cm.H,O. No
difference in association exists between post extubation
PEEP and extubation trial for all GA groups. Pearson’s
Chi-square, x> (1, n=313)=0.417. Fisher’s Exact Test
p-value=0.314.

High post extubation PEEP level (6-7, 8-10) cm.H,O.

Post extubation PEEP level (6-7) cm.H,O is associated
with extubation success for GA (21+4-26+6, 27-29+6).
This association is not significant for GA group (30-
32) week. Pearson’s Chi square, y* (1, n=114) =4.47,
4.86. p-value is 0.042, 0.028. Cramer’s 0.415, 0.273.
Pearson’s Chi-square, y*> (1, n=114)=1.79. Fisher’s
Exact Test p-value=0.208, respectively.

Ventilation FIO2 post extubation: Post extubation
FIO2 level mode 0.21, grouped into (0.21-0.30,0.31-
0.90). Significant association between FIO2 level >0.30
and extubation failure is observed for all GA groups.
Pearson’s Chi-square, > (1, n=356) =6.78, 9.71, 13.6.
p-value=0.009, 0.003. Cramer’s 0.318, 0.234. Fisher’s
Exact Test p-value= 0.004, respectively.

Ventilation rate post extubation: Is not related to
extubation trial. Post extubation ventilation rate (15-30,
31-60). Pearson’s Chi-square, %> (1, n=221) =0.87, 2.2.
p-value is 0.26, 0.1. ¥ (1, n=221)=1.29. Fisher’s Exact
Test p-value is 0.21, respectively.

Post extubation ventilation inspiratory time (IT):
Is not related to extubation trial. (IT) was determined
by attending physician by clinical assessment, IT mean
0.40 (0.30-0.59) sec. One-way ANOVA F (2, 47)=1.8,
p-value=0.175.

Post extubation neurally adjusted ventilatory
assist NAVA level: Is not related to extubation trial.
NAVA mean 1.74 (0.5-3.7) cm.H20/uV. One-way
ANOVAF (1, 60) =0.009, p-value=0.925.

Postextubation electrical activity of the diaphragm
(Edi) Edi max: Is notrelated to extubation trial. Edi max
recorded from observational measurements. Edi max
mean 7 (2.8-12) uV. F(1, 18) =0.245, p-value=0.629.

Edi min: Is not related to extubation trial. Edi max
recorded from observational measurements. Edi max
mean 1.4 (0.25-) uV. F(1, 18) =0.001, p-value=0.997.

Post extubation blood gas-pH: Post extubation
pH level mode 7.3, grouped into (6.9-7.24, 7.25-7.34,
7.35-7.55). Low pH level noticed to be associated with
extubation failure for GA groups (27-29+6, 30-32).



Journal of the Arab Board of Health Specializations Vol. 21, No. 1, 2020

Pearson’s Chi-square, ¥* (1, n=285)=5. p-value=0.025.
Cramer’s 0.192. Pearson’s Chi-square, %> (1, n=285)
=10.27. Fisher’s Exact Test p-value=0.015, respectively,
while low pH level has no relation with extubation
trial for GA (21+4-26+6). Pearson’s Chi-square, ¥ (1,
n=285) =2.9. p-value=0.085. High pH level has no
relation with extubation trial for all GA. Pearson’s Chi-
square, > (1, n=314) =3.9, 2, 0.39. Fisher’s Exact Test
p-value is 0.05, 0.11, 0.45.

Post extubation blood gas-PCQO2: PCO2 level post
extubation mode 42 mm.Hg, PCO2 grouped into (19-
34 ,35-54, 55-86) mm.Hg. High PCO2 level above 55
mm.Hg is associated with extubation trial failure for GA
(21+4-26+6). Pearson’s Chi-square, y* (1, 308) =6.61,
p-value=0.01, Cramer’s 0.329. Physician decided to re-
intubate patients (trial failed) selectively at this level of
PCO2, and we have noticed no association between PIP,
ventilation Rate and extubation trial, therefore giving
a chance for ventilation setting adjustment to reduce
PCO2 level by increasing PIP, rate of ventilation may
not be helpful to turn the trial result into success.

Post extubation ventilation rate grouped into (15-
31,30-60)/min. No relation exists between PCO2 post
extubation and post extubation ventilation Rate for
all GA groups. F (2, 218)=1.59, p-value=0.206. Post
extubation PCO2 mean was compared by general linear
model test to check relation with patient’s respiratory rate
for post extubation failure group for all GA groups. At
failure we grouped patient’s respiratory rate into (0-30,
31-60, 61-100)/min. No relation exists between PCO2
post extubation and patient’s respiratory rate at failure
for all GA groups. F (2, 108)=0.39, p-value=0.677. We
conclude that ventilation rate and patient’s respiratory
rate at failure have no association with PCO2 level
post extubation, and extra factors need to be studied
further. No relation between high PCO2 and extubation
trial for (27-29+6, 30-32). Pearson’s Chi-square, x> (1,
n=308)=1.81, 1.33, p-value=0.142, Fisher’s exact test
p-value= 0.321. No relation exists between low PCO2
and extubation trial for all GA groups. Pearson’s Chi
square, ¥* (1, n=322) =0.22, 1.82, 0.016. Fisher’s exact
test p-value=0.6, p-value=0.127, Fisher’s exact test
p-value=0.68. Low PCO2 is not a predictor for extubtion
trial success. Pearson’s Chi-square, % (1, n=308) =1.81,

1.33, p-value=0.142, Fisher’s exact test p-value=0.321.
No relation exists between low PCO2 and extubation trial
for all GA groups. Pearson’s Chi-square, ¥* (1, n=322)
=0.22, 1.82, 0.016. Fisher’s exact test p-value=0.6,
p-value=0.127, Fisher’s exact test p-value=0.68. Low
PCO?2 is not a predictor for extubtion trial success.

Post extubation blood gas-PO2: PO2 level post
extubation mode 40 (18-127) mm.Hg, grouped into (20-
40, 41-70, 71-145) mm.Hg. No relation exists between
low PO2 post extubation and extubation trial for GA
groups (21+4-26+6, 27-29+6). Pearson’s Chi-square, y*
(1, n=320)=3.7, 0.89. p-value is 0.54, 0.76. Low PO2
post extubation is associated with extubation failure for
GA (30-32) week. Pearson’s Chi-square, > (1, n=320)
=5.3, p-value=0.021. Cramer’s 0.225. No relation exists
between high PO2 post extubation and extubation trial
for all GA groups. Pearson’s Chi-square, ¥* (1, n=206)
=0.71. p-value=0.25.

Post extubation blood gas-HCO3: Is not related to
extubation trial. HCO3 level post extubation grouped
into (10-18, 18.1-25, 25.1-36) mEq/L. For metabolic
Pearson’s Chi-square, x* (1, n=334)=2.78, Fisure’s exact
test, p-value=0.07. For no metabolic alkalosis Pearson’s
Chi-square, ¥* (1, n~=308)=0.73, 0.12,1.1. Fisure’s exact
test, p-value is 0.31, 0.48, 0.34.

Chest XR at failure: CXR was done for all patients
who failed extubation trial to check ETT tip position.
The major finding for all GA groups was ground glass
appearance 60%, 51.6%, 87.5% for GA group (21+4-
26+6, 27-29+6, 30-32). CXR at failure grouped as
reported into (non-ground glass appearance, significant
ground glass appearance). A 3 way Chi-square test
was performed to examine the relation between
times of extubation failure (1, 2) and CXR findings
post extubation failure for all GA groups. Significant
association exists between significant ground glass
appearance and 1st trial failure, non-ground glass
appearance and 2nd extubation failure for GA group
(21+4-26+6), while no association for other more mature
GA groups (27-29+6, 30-32). Pearson’s Chi-square, x>
(1, n=119) =6.66, 1.8, 0.15 Fisher’s exact test p-value
is 0.02, 0.16, 0.87, respectively. At Ist trial extubation
for GA group (21+4-26+6), we recommend to study
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the efficacy of performing CXR before extubation trial
to guide extubation decision. At 2nd trial failure for
GA group (21+4-26+6), CXR cleared of ground glass
appearance but trial may still fail of other reasons.

Times extubation: Times of extubation (1,2, 37,
No relation exists between 2™ time of extubation and
extubation trial result for all GA groups. Pearson’s
Chi-square, %> (1, n=357) =0.192, Fisher’s exact test,
p-value=0.391. No relation exists between 3™ time of
extubationand extubation trial for GA (27-29+6, 30-32)
groups. Pearson’s Chi-square, > (1, n=257) =0.169,
Fisher’s exact test, p-value=0.551.

Extubation day: Extubation day (within 2 days of
life, later). No relation exists between timing of Ist
extubation and extubation trial for GA groups (27,6+29-
32-30). Pearson’s Chi-square, > (1, n=352)=0.855,
Fisher’s exact test, p-value=0.21.

For GA (21+4-23+6, 24-26+6) extubation day
(within 7 days of life, later). No relation between timing
of extubation and extubation trial for all tiny GA groups.
Pearson’s Chi-square, y* (1, n=68)=0.009, Fisher’s exact
test, p-value=0.56.

Day of failure: GA group do not predict day of
failure post extubation trial. On-way ANOVAF (2, 104)
=0.78, p-value=0.457.

Air leak syndrome: Is not related to extubation trial.
Air leak (no air leak, air leak syndrome till 14 days of
life [PIE + tension pneumothorax]). Pearson’s Chi-
square, x> (1,n=451)=3.1, 1.56, 4.5. Fisher’s exact test,
p-value is 0.062, 0.215, 0.183.

Patent Dductus Arteriosus PDA: PDA (tiny
PDA and no treatment needed, large significant PDA
requiring treatment). No relation exists between PDA
and extubation trial for GA groups (27-29+6). Pearson’s
Chi-square, y*(1,n1=436)=2.7.p-value=0.09. Significant
association between large PDA and extubation failure is
observed for GA group (21+4-26+6, 30-32). Pearson’s
Chi-square, > (1, n=436) =8.24, 5.9. p-value=0.004
Fisher’s exact test p-value=0.029.

Intra ventricular hemorrhage IVH: IVH grade (no

10

IVH, low grade land 2, advanced grade 3 and 4). Low
grade IVH is associated with extubation failure group
for GA group (21+4-26+6). No relation exists between
low grade IVH and extubation trial for GA groups (27-
29+6, 30-32). Pearson’s Chi-square, > (1, n=394) =8.2,
0.75, 1.17. p-value is 0.004, 0.38, Fisher’s exact test,
p-value=0.24, respectively.

A significant association exists between advanced
IVH grade and extubation failure for GA groups (21+4-
26+6, 27-29+6). Pearson’s Chi-square, > (1, n=349)
=11.9, 8.2. [p=0.001, Cramer’s 0.353], Fisher’s exact
test, p=0.011, respectively. While no relation exists for
GA (30-32). Pearson’s Chi square, ¥* (1, n=349)=0.172.
Fisher’s exact test, p=0.854.

Do times extubation increase IVH rate? No
relation exists between low grade IVH and extubation
times for all GA groups. Pearson’s Chi-square, %> (1,
n=302) =0.385, Fisher’s exact test, p=0.37. No relation
exists between advanced grade IVH and extubation
times for all GA groups. Pearson’s Chi-square, %> (1,
n=340) =0.12, 3.4, 1.51. Fisher’s exact test, p-value is
0.49, 0.06, 0.23.

CONCLUSIONS

Risk factors for extubation trial failure are different
between GA groups. Associated risk factors may guide
physician to predict the result of extubation trial and
reduce exposure to failure. Accurate documentation of
antenatal history helps to increase the significance of
risk factors association. Follow up research studies on
larger sample size are needed to analyze secondary risk
factors.
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ABSTRACT was to evaluate the efficacy and safety of sevelamer

carbonate in patients with hyperphosphataemia and
Objective: Hyperphosphataemia is a frequent CKD on hemodialysis.

complication in patients with chronic kidney disease Methods: This prospectivestudywas performedduring
(CKD), particularly in those with end-stage renal the period from January 2018 till December 2018. One
disease, and there is considerable evidence that hundred patients complaining of hyperphosphataemia
inadequate phosphorus control is associated with and end stage renal disease on hemodialysis were

increased morbidity and mortality. The aim of this study included in this study, all patients underwent a history
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and physical examination at baseline, all patients were
taken calcium carbonate tablets, and half of them were
received sevelamer carbonate tablets for a period of six
months (24 weeks). The investigations include blood
urea, serum creatinine, calcium, phosphorus, alkaline
phosphatase and parathyroid hormone.
Results: plus
carbonate made a significant reduction in serum
phosphorus, parathyroid hormone and serum calcium

Sevelamer  carbonate calcium

levels when compared with calcium carbonate received
patients, serum phosphorus correlated positively with
s.PTH while negatively with s.Ca.

Conclusions: Sevelamer carbonate was effective and
safe in hyperphosphataemia patients with chronic renal
failure on hemodialysis.

INTRODUCTION

Chronic kidney disease (CKD) describes abnormal
renal function and/or structure. It is often exists together
with other conditions, such as cardiovascular disease
and/or diabetes.! Hyperphosphataemia is a frequent
complication in patients with chronic kidney disease
(CKD), particularly in those with advanced or end-
stage renal disease, and there is considerable evidence
that inadequate phosphorus control is associated with
increased morbidity and mortality in patients with CKD
stage 5.2

Normally, the kidney filters a very large quantity of
inorganic phosphorus, and then the tubules; primarily
the proximal tubules reabsorb more than 90% of this
load. Phosphorus reabsorption is primarily regulated by
parathyroid hormone. Extracellular fluid volume status
also affects phosphorus reabsorption.’ Furthermore,
one research indicates an important role for other
phosphateonin hormones such as fibroblast growth
factor-23.° Serum phosphorus levels in patients with
early and mild kidney insufficiency may remain
normal (or even be reduced) as a result of secondary
hyperparathyroidism. Yet, compensating mechanisms
fail when kidney dysfunction advances resulting in
positive phosphorus balance, which leads to progressive
hyperphosphataemia.’

Hyperphosphataemia occurs because of inadequate
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filtering of phosphate from the blood by poorly
functioning kidneys. So that certain amount of the
phosphate does not leave the body within the urine
but remaining in the blood at abnormally high levels.
Elevated serum phosphate levels can directly and
indirectly raise parathyroid hormone secretion, leading
to the development of secondary hyperparathyroidism.
Left untreated, secondary hyperparathyroidism leads
to increase morbidity and mortality and may cause
renal bone disease, with people experience bone
and muscular pain, increased occurrence of fracture,
abnormalities of bone and joint morphology, vascular
and soft tissue calcification,' and increased coronary
artery calcification and cardiovascular mortality in
patients on peritoneal dialysis (PD);”* the British Renal
Association guidelines recommend that in patients with
kidney disease, serum phosphorus, if elevated, should
be lowered towards the normal range, between 1.1 and
1.8 mmol/l (3.41-5.57 mg/dl).” Serum phosphate can
be reduced by dietary phosphate restriction, but this
is usually not feasible in isolation without promoting
protein malnutrition. Standard dialysis (4 hours thrice
weekly) removes phosphate from the circulation, but
in amounts insufficient to effectively control serum
levels, PTH secretion, or renal bone disease. It is
therefore necessary to reduce significantly the intestinal
absorption.>!° Phosphate binders are widely used to
control serum phosphorus levels in patients with chronic
kidney disease (CKD).!!

Nowadays several effective phosphate binders are
available. Aluminium-based binders at high doses may
induce aluminium accumulation and toxicity manifested
as encephalopathy, osteomalacia and anaemia, while
calcium-containing binders may contribute to causing
cardiovascular (CV) calcification; thus, aluminium-
and calcium-free phosphate binders may represent an
advantageous therapeutic solution.'?

Calcium carbonate was the first widely used calcium-
based binder; later calcium acetate was introduced.
Calcium reacts with phosphorus, forming an insoluble
salt. Though, the calcium carbonate dose required
to control phosphorus in HD patients is in the range
of 3-12 g/day, and it is estimated that approximately
20-30% of this load will be absorbed caused a high
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frequency of hypercalcemia. Although calcium salt
binders are efficacious and cost effective, long-term
safety questions about their use arose because of concern
about excess calcium absorption, positive calcium
balance, hypercalcemia, and their possible relationship
to the development of soft-tissue and cardiovascular
calcifications.’ However; because of concerns for
the squeal of positive Ca balance, Kidney Disease
Improving Global Outcomes (KDIGO) guidelines
recommend restricting calcium based binders for
patients with known vascular calcification, persistently
low PTH, low/adynamic bone turnover, and persistent/
recurrent hypercalcemia.'

Sevelamer carbonate is a new buffered formulation
which is an anion exchange pharmaceutical, developed
to improve on the performance of the non-absorbable,
non-calcium, and metal-free phosphate binder sevelamer
hydrochloride. Sevelamer carbonate is expected not to
worsen metabolic acidosis, as previously reported during
long-term treatment with sevelamer hydrochloride in
hemodialysis (HD) patients.'*!> However, as sevelamer
carbonate does not decrease serum bicarbonate levels,
it may be more appropriate for patients at risk for
metabolic acidosis who require phosphate binders that
do not contain calcium or aluminum."?

The widespread use of calcium-based binders could
have several explanations. Some authors have reported
that calcium-based salts in HD patients showed good
phosphate-binding  capability, cost affordability,
and lack of compelling evidence for a significantly
reduced outcome in overall mortality compared with
sevelamer.'® Others, however; have interpreted the
reduced calcification in sevelamer-treated patients by
its lipid-lowering properties more than its phosphate-

binding properties.!’

METHODS

Study setting and design: This prospective study
was performed in the in the internal medicine ward/
hemodialysis in Al-Imamain Al-Kadhimain
Medical City in Baghdad, which is a general hospital
getting patients from primary health center, daily
consultation clinic and the 24 hours emergency

unit
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department, during the period from January 2018 to
December 2018.

One hundred patients (59 males and 41 females)
complaining of end stage renal disease (ESRD) on
hemodialysis and suffering from hyperphosphatemia
and hypocalcaemia were involved in this study, and
divided into two groups randomly 50 patients in each,
all of them were taking calcium carbonate, and only one
group were received sevelamer carbonate.

Each patient at end stage renal disease was subjected
to hemodialysis for period of 4 hours in two or three
sessions per week using Gambro machine. All patients
underwent a history and physical examination at
baseline. All patients were taken calcium carbonate 600
mg tablets (caltrate®) from pfizer in a mean dose of
1.5+0.2 g, and half of them were received sevelamer
carbonate tablets 800 mg (Renvela®) from genzyme/
Irland in a mean dose of 2.6+1.2 g for a period of six
months (24 weeks). All patients advised to avoid diet
containing phosphorus such as eggs and milk, also
avoiding one-alpha capsules at the study time.

Exclusion criteria involved 11 patients that non
complained on sevelamer and those whom irregular
on hemodialysis. The investigations include blood
urea, serum creatinine, calcium, phosphorus, alkaline
phosphatase and parathyroid hormone. All laboratory
analyses performed at Laboratory Department of
Al-Imamain Al-Kadhimain Medical City.

A preformed questionnaire (Appendix) was used
to get information from studied population, which
included general information from the patients and
duration of hemodialysis.

Efficacy and safety assessment: The efficacy
endpoint was the lowering in serum phosphorus levels
after 24 weeks in patients on hemodialysis to attain the
NKF Kidney Disease Outcomes Quality Initiative (K/
DOQI) target of serum phosphorus <5.5 mg/dl after 24
weeks of treatment. Also changes in serum calcium,
PTH, alkaline phosphatase (ALP), creatinine and blood
urea were compared. Blood samples were assessed
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at baseline and weeks 4, 8, 12, 16, 20 and 24. Safety
endpoints included the occurrence of adverse effects.

Statistical analysis was performed using SPSS

(Statistical Package for social Science) version (22),
and Microsoft Excel Worksheet 2013. Crude data was
analyzed to achieve mean and standard deviation (SD).
Student paired t-test was used to compare between
two groups. Chi-square test was used for categorical
variables. Person’s correlation test was used to compare
between serum P with serum Ca and serum PTH.
P-value of <0.05 considered to be significant.

RESULTS

The demographic and clinical characteristics of

the studied cases were shown the following findings:

They were divided randomly into two equal groups, the
first group was on sevelamer carbonate plus calcium
carbonate taking, most of the patients (64%) of without
diet modification; hypertension was the most common
cause of renal failure in this group (54%), followed by
diabetes mellitus with hypertension (28%). Most of
patients (74%) were hepatitis negative, with only 26%
hepatitis positive patients from them 14% hepatitis C
and the rest were have hepatitis C with B.

The second group was calcium carbonate taking;
half of the patients (50%) were without diet
modification; diabetes mellitus with hypertension
was the most common cause of renal failure in this
study (44%) followed by hypertension (42%). Most
of patients (72%) were hepatitis negative, with only
28% hepatitis positive patients from them 20%

Sevelamer carbonate plus calcium carbonate Calcium carbonate
(n=50) (n=50)
Characteristics No. (%) No. (%)
Age range (years) 22-75 28-80
Sex Males 33 (66%) 26 (52%)
Females 17 (34%) 24 (48%)
+ve 4 (8%) 5(10%)
Diet modification +,-ve 14 (28%) 20 (40%)
-ve 32 (64%) 25 (50%)
Hypertension 27 (54%) 21 (42%)
Cause of renal HT and DM 14 (28%) 22 (44%)
failure Obstructive uropathy 4 (8%) 4 (8%)
Hereditary renal disease 5 (10%) 3 (6%)
0-2 17 (34%) 15 (30%)
Duration of hemo- 2-4 24 (48%) 26 (52%)
dialysis (years) 4-6 7 (14%) 6 (12%)
>6 2 (4%) 3 (6%)
Hepatitis C 7 (14%) 4 (8%)
Virological screen Hepatitis C and B 6 (12%) 10 (20%)
Hepatitis negative 37 (74%) 36 (72%)

Table 1. Baseline demographic and clinical data of patients with chronic renal failure on hemodialysis.
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hepatitis C with B, and the rest were have hepatitis
C, as shown in Table 1.

Serum phosphorus s.P, alkaline phosphatase s.ALP,
creatinine, calcium s.Ca and parathyroid hormone s.PTH
together with blood urea levels in all 100 patients were
analyzed, the meantSD were obtained, comparison
between the two groups after the end of the study (24
weeks) was done.

After 24 weeks, the analysis showed that sevelamer
carbonate plus calcium carbonate taking group made
a significant reduction in mean serum phosphorus
and parathyroid levels when compared with calcium
carbonate taking group (p<0.05); also a significant
reduction in mean serum calcium was obtained at
(p<0.01); Table 2.

There was an observed patient responsiveness (66%)
for sevelamer and calcium carbonate received patients,
compared with (59%) for those received Ca carbonate,
as showed in Figure 1.

sevelamer+calcium 59%

carbonate iz

calcium carbonate

Figure 1. Patient responsiveness in the two groups.

The analyzed data showed that 22% of the collected
sample of sevelamer carbonate taking group expressed
drug related adverse effects, with the larger percent
18% of them whom experienced gastrointestinal side
effects (like nausea, vomiting, bloating, flatulence and
dysphagia), the rest 4% complaining from neurological
side effects (like headache and dizziness).

The person’s correlation analysis for both groups
showed that there is a strong positive correlation
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between the parathyroid hormone Ilevels and
phosphorus levels in the serum; while a strong negative
correlation showed when the calcium levels compared
with phosphorus serum levels, as showed in Figure 2
and 3, respectively.

Adverse effects Number (%)
Gatrointestinal Total 24 (48%)
Nausea and vomiting 12
Bloating 4
Stomach discomfort 2
Full feeling 2
Dysphagia 1
Flatulence 3
Neurological Total 15 (30%)
Dizziness 4
Extremity pain 3
Headache 5
Fatigue 3

Table 2. Sevelamer carbonate related adverse effects.
DISCUSSION

Hyperphosphatemia in general is difficult to
control in patients with chronic kidney disease on
dialysis, particularly in its highly developed stages,
and is associated with a notable mortality risk."® In
our study; sevelamer carbonate treatment resulted
in statistically significant reductions in serum
phosphorus at (p<0.05). The mean serum phosphorus
at the end of 24 weeks of the study was 5.48 mg/
dl, a level well within the recommended levels for
patients with stage 5 CKD on hemodialysis; other
study by Delmez J et al found that the mean serum
phosphorus was lowered to reach 4.6+£0.9 after
receiving sevelamer carbonate."

Moreover, at least 66% of patients were able to
achieve a serum phosphorous within the ranges
recommended for CKD patients in sevelamer and
calcium carbonate received group (G1) (5.5 mg/dl
for patients with stage 5 CKD), when compared with
calcium carbonate received group (G2) 59%. This
response rate is slightly higher than the 50% response
rate that would be expected from other studies, as
reported by Bommer J et al at their study,”® which
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Figure 2. Correlation of S.P with S.PTH.

may be due to the use of calcium carbonate together
with sevelamer therapy which adds some reduction in
phosphorus levels.

In our study the mean daily doses of sevelamer
carbonate required to achieve this reduction in
phosphorus levels was 2.6 g. Concurrently, there was a
significant lowering in mean change in the elevation of
serum calcium of (G1) 0.16+0.83 when compared to (G2)
0.46+0.05, (p<0.01). Evenepoels P et al study reported
that there was a significant reduction in the change of
serum calcium between the tested groups 0.05+0.57 for
sevelamer hydrochloride group against 0.46+0.85 for
calcium acetate group.?! A significant reduction in serum
concentration of parathyroid hormone of sevelamer
and calcium carbonate received group was observed
304+87.2 when compared with group 2 which was
311£119.96 with p<0.05, which suggesting a modulation
of s.PTH hormone, which greatly affected by calcium
and phosphorus levels. A study by Chertow GM et al.
reported that the reduction in PTH tended to be larger in
the RenaGel with calcium group [median change -67.0
versus -22.5 pg/ml in RenaGel group, p=0.07].%

Our analysis showed that there was a positive
correlation between serum PTH and serum phosphorus,
while a negative correlation was observed between
serum phosphorus and serum Ca, as mentioned in
Figure 2 and 3 respectively.

Sevelamer carbonate was well tolerated, with an
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adverse effects profile reliable with its known effects and
the underlying kidney disease of patients. Intolerance
to sevelamer in 22% of hemodialysis patients, most
of them (18%) of gastrointestinal complaints, non-
compliance with sevelamer therapy was the major
reason why phosphorus control remains sub-optimal
(34%) in many dialysis patients, again Evenepoel P et
al. in their previously mentioned study reported that
percentage of patients experiencing adverse effects
considered to be related to treatment were 36% in
the sevelamer group, from them 27% gastrointestinal
adverse effects,?! the differences in the results may be
due to the higher risk of patients on peritoneal dialysis
to develop gastrointestinal adverse effects than patients
on hemodialysis.

CONCLUSIONS

Sevelamer carbonate with calcium carbonate was
effective in reducing serum phosphorus, parathyroid
hormone and serum calcium levels when compared
with calcium carbonate in CRF patients with
hyperphosphatemia and on hemodialysis. Sevelamer was
safe to be used in CRF patients with hyperphosphatemia
and on hemodialysis. Serum phosphorus correlated
positively with s.PTH, while negatively with s.Ca.
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ABSTRACT

Objective: Regular breast self-examination is the
best way to notice breast changes. Alterations from the
normal appearance could be a sign of breast disease.
Proper education can help to improve awareness and
practice of breast self-examination. The aim of this study
was to evaluate the effect of education on the knowledge
and practice of breast self-examination among female
medical students.

Methods: This is a cross-sectional study, conducted

in Al-Kindy College of Medicine at the period from 1
November 2018 to 30 May 2019. Fifty female students
were chosen from each class randomly and were
grouped in to pre-clinical group (classes 1, 2, and
3), and clinical group (classes 4, 5, and 6). The data,
gathered based on questionnaire form, were analyzed
statistically by SPSS version 17 software applications,
chi-square test was used to determine p-value.

Results: A total number of 300 medical students
included in this study. Age range from 18 to 24 years
(mean age 20.5 years). Participants students with a
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positive family history of breast cancer were 53 students
(17.7%). Awareness of breast self-examination as a
screening method for breast cancer was positive in
262 students (87.3%). The main source of breast self-
examination information was lectures, seminars and
workshops in 140 students (46.7%). Students in the
clinical group had more knowledge about the monthly
frequency of practicing breast self-examination 116
students (77.33%) than the pre-clinical group 85
students (56.65%). Moreover, students in the clinical
group were practicing breast self-examination more
than students in the pre-clinical group, 77 students
(51.33%) and 33 students (22%), respectively.

Conclusions: Female medical students at the clinical
stage showed a good knowledge and fair practicing of
breast self-examination as compared to female medical
students at pre-clinical stage.

INTRODUCTION

Breast cancer in women is a major health burden. It’s
one of the non-communicable diseases, and is the most
common cancer in women worldwide, not to overcome
the fact that it affects both sexes in high- and low-
income countries.'? It accounts for over one million of
the estimated 10 million neoplasms nn its maximum in
the USA and South America.* While in other studies the
rates of incidence range from 19.3 per 100,000 women
in Eastern Africa to 89.9 per 100,000 women in Western
Europe,’ incidence is increasing in the developing world
due to increase life expectancy, increase urbanization
and adoption of western lifestyles.®

Overall; the average incidence for this disease in
developed countries is usually more than 80 per 100,000
while it is less than 40 per 100,000 in the developing
world. Although breast cancer is thought to be a disease
of the developed world, almost 58% of deaths occur in
less developed countries.?

In Iran, breast cancer constitutes 25% of all cancer
among Iranian women. In Pakistan it’s (34.6%), in
Saudi Arabia breast cancer is the most frequent cancer
of women (23%) of all cancer.*

Within the Eastern Mediterranean Region (EMR),
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cancer is the fourth-ranked cause of death, after
cardiovascular diseases, infectious diseases, and injuries.
The International Agency for Research on Cancer
(IARC) estimated that 292,677 cases of cancer were
newly diagnosed among the female population in EMR
during 2012. The five most commonly recorded cancers
in women were those of the breast, colorectal, cervix,
ovary, and non-Hodgkin lymphoma. Overall; 99,000
cases were registered as breast cancer in that region.®
It has been predicted that the largest increase in cancer
incidence within the next 15 years worldwide is likely to
be in the Eastern Mediterranean Region (EMR).’

In Iraq, according to a registered data for breast cancer
cases were collected from the Iraqi Cancer Registry/
Ministry of Health, the significance of incidence rate
trends during 2000-2009 was tested. Age-standardized
rates (ASR) and age-specific rates per 100,000
populations were calculated. A total of 23,792 incident
breast cancer cases were registered among females
aged above 15 years, represented 33.8% of all cancers
in females registered during 2000-2009. The median
age at diagnosis was 49 and the mean age was 52 years.
The incidence rate of all female breast cancer in Iraq (all
ages) increased from 26.6 per 100,000 in 2000 to 31.5 per
100,000 in 2009. The incidence in age groups (40-49),
(50-59) and (more than 70) increased in earlier years,
and has recently (2005-2009) become stable.!® Another
study in 2012 showed that breast cancer ranks the first
among the commonest malignancies among all the
population, and accounts for approximately one-third of
the registered female cancers according to the latest Iraqi
Cancer Registry,” measuring 34.4% of the registered
female cancers with an incidence rate approximating
23/100,000 female population, accounting for about 19%
of all newly diagnosed cancers.>!!

There is a large variation in breast cancer survival
rates around the world, ranging from 80% or over in
North America, Sweden and Japan to around 60% in
middle-income countries and below 40% in low-income
countries.'”” The low survival rates in less developed
countries can be explained mainly by the lack of early
detection programs, resulting in a high proportion
of women presenting with late-stage disease, as well
as by the lack of adequate diagnosis and treatment
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facilities,® this lightens the fact that gaps about the
relative importance of breast cancer in the community
emphasized the necessity for practical policy decisions
to elevate the level of awareness among women.'" It has
been estimated that by the year 2020, approximately
70% of new cancer cases will occur among individuals
in developing countries and population groups that have
previously enjoyed low incidence, with a substantial
fraction likely to be breast malignancies.’

Methods of prevention: Early detection and diagnosis
can greatly increase chances for successful treatment, and
thus increasing awareness of the possible warning signs
of the disease among the general public is a necessity.
The three screening methods are recommended for
breast cancer include breast self-examination (BSE),
clinical breast examination (CBE) and mammography.'3

CBE and mammography require hospital visit,
specialized equipment and expertise, whereas BSE is
an inexpensive tool that can be carried out by women
themselves.!* BSE was first tested among the members
of the Martha Organization in Finland in 1970s, and in
1992, a women’s organization launched ProMama, an
organization that promotes BSE training."’

BSE benefits women in two ways: women become
familiar with both the appearance and the feel of their
breast and detect any changes in their breasts as early as
possible. There is evidence that women who correctly
practice BSE monthly are more likely to detect a lump
in the early stage of its development, and early diagnosis
has been reported to influence early treatment, to yield
a better survival rate.'® In the literature, it is stated that
90% of the times breast cancer is first noticed by the
person herself.!”

In a study of the relation between BSE and survival
of breast cancer patients, 1004 patient diagnosed with
invasive breast cancer followed for 92 months, showed
that 14% of the breast self-examination performers had
died of breast cancer versus 26% of the non-performers,
with survival at 5 years was 75% for BSE performers
versus 57% for the nonperformers.'® Another study
of the effects of BSE and breast examination by
physicians on the stage of breast cancer at diagnosis.
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A of data 293 women with breast cancer showed that
tumors were detected in clinical stage I about 53.8%
when the detection method was routine physician
examination, 37.7% when it was self-examination
and only 27.0% when detection was accidental.

Differences were less apparent when pathological
stage was considered. Tumors found during routine
examination of the breast averaged 6.1 mm smaller
in diameter than those discovered accidentally. We
estimate that breast-cancer mortality might be reduced
by 18.8-24.4% through self-examination or routine
physician examination."

Even though BSE is a simple, quick, and cost-free
procedure, the practice of BSE is low and varies in
different countries. Several reasons like lack of time,
lack of self confidence in their ability to perform the
technique correctly, and fear of possible discovery of
a lump have been cited as reasons for not practicing
BSE.?

In our socioeconomic setup the only feasible solution
to promote early detection of breast cancer is to create
‘breast cancer awareness’ among females’ population.*

Breast Self-Examination (BSE) is a technique in
which a woman examines her own breasts by seeing and
feeling with fingers to detect breast lump. The purpose
of breast self-examination is to increase familiarity with
breast, to detect presence of lump in the breast at an
early stage and to look for any abnormal changes in
the breast. Self-examination of the breast each month
between the 7th and 10th day of the menstrual cycle
is the simplest yet extremely important way to detect
breast cancer at the early stage of growth. The BSE
technique involves palpation of the breasts for lump
with the tips of the fingers, rather than the flat of the
hand. The woman would be in the erect position, either
sitting or standing and while lying down. It has been
observed that women can detect 95% of breast cancers
and 65% of early minimal breast cancers through BSE.?

The women should follow these steps when she
examines her breasts:

Step 1: Stands in front of mirror and checks her
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breasts for the changes including change in breast size or
shape, thickening in the skin of the breast or under area,
swelling, redness or darkening of the breast, dimpling
or puckering of the breast skin, itchy scaly sole or rash
on the nipple, pulling in the nipple or another part of the
breast, pain in one part of the breast.

Step 2: Raises the hands and looks under her breasts
for same changes, also feels for lump or hardness in
these areas.

Step 3: Check the nipples for any discharge or
fluid secretion, the discharge may be (watery, milky,
yellowish, or even associated with blood).

Step 4: Lying down on a firm surface on her back,
and using slow circular motions feels her breasts for any
kind of lump, and following a pattern to cover the whole
breast beginning from the nipple moving in larger and
larger circles until reaching the outer edge of the breast,
then she must checks the inner part of the hear armpit
as well.

Step 5: Stand up and repeat the same circular motions
from step 4 while standing.?!

Health behaviors such as BSE can help empower
women to take some control and responsibility over
their health promotion. Although the value of BSE is
controversial, American Cancer Society recommends as
an option breast awareness and BSE for early detection
of breast cancer. The rationale behind extending BSE
practice as a screening test is the fact that breast cancer
is frequently detected by women themselves without
any other symptoms.?

Literature review: There are many studies in Iraq
concerning BSE knowledge and practice among female
medical students, females of medical fields and samples
of educated females.

In a study done by Alwan AS et al, published in 2015
concluded that women in Iraq often rely on their primary
health care providers to obtain adequate guidance on
health promotion and screening. The findings reveal
insufficient conformity in the attitudes towards the
practice of breast cancer management among the
general paramedical providers despite their acceptable
level of awareness.!!
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In another study among sample of women in Shatra/
Dhi-Qar/Iraq, the participants have a good idea about the
significance of BSE, about 79% of all women had heard
of the importance of BSE for BC screening, know the
warning signs, and 53% of them know how to do it, but
only small number 49 (24%) actually practice BSE.*

Another study in Baghdad among Al-Mansur Institute
of Medical Technology students provided by Shatha
AMA in 2012 found that females referred to the institute
had very little practices about (BSE), and identified the
negative influence of low knowledge on the practices
of BSE.* A study provided by Hussein MM et al among
female students in Erbil, the study found that most of
the contributors 103 (88%) were in a poor performing
level, 7 (6%) were in satisfactory, and 7 (6%) were in
a good level of practicing BSE, as a conclusion. The
midwife and nursing students knowledge regarding
breast self-examination is poor, as well as the practice.?*

According to a study by Al-Azmya SF et al published
in 2013, women who lack confidence in their ability to
perform BSE correctly or who have not been instructed
on how to do BSE appeared to perform BSE less
frequently and to have less competence in performing
the technique. Therefore, training social workers,
school teachers and others who are regarded as trusted
agents of the community could be beneficial for BSE
practice, PHC professionals could play an important
role in conveying correct information regarding BSE.'

Finally a study by Samira ME in 2014 among
females in Basra city, concluded that teaching BSE
and issues about breast cancer as early as possible will
go a long way to encourage positive behavior towards
BSE, create a ‘breast-awareness’ consciousness and can
lead to seeking regular professional breast examination/
screenings later in life.” The aim of this study was
to evaluate the effect of education on the knowledge
and practice of breast self-examination among female
medical students.

METHODS

This is a cross-sectional study with a setting in
Al-Kindy College of Medicine in the period from the
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Ist of November 2018 to 30th of May 2019. The study study was approved by the scientifically ethical Comity

involved the medical female students from 1st class to 6th in Al-Kindy College of medicine. The students were
class. Fifty female students were chosen from each class ensured about the confidentiality of collected information,
randomly by a convenient random sampling collection and that the data will be used for research purposes only.
type, and were grouped in to pre-clinical group (classes

1, 2, and 3) and clinical group (classes 4, 5, and 6). Each RESULTS

student was asked according to a questionnaire form by
direct interview about the details of knowledge and the
practice of breast self-examination (BSE), Figure 1. We
compared the data from both groups in order to find the
effect of education on knowledge and practice of breast
self-examination.

A total number of 300 medical students included in
this study, 50 students from each class. Age range of
the study participants were from 18 to 24 years, mean
20.5 years. Fifty three students (17.7%) had a positive
family history of breast cancer. Awareness of breast self-
examination as a screening method for breast cancer

was positive in 262 students (87.3%), Table 1.
Statistical analysis: Collected results were assessed

statistically using SPSS version 17 and we used the The most commonly reported source of breast self-
Chi-square test to measure the p-value, p-value <0.05 examination information was lectures, seminars and
was considered significant. workshops 140 students (46.7%), followed by social

media 78 students (26%) and TV/radio 45 students
Ethical consideration: The research proposal of the (15%), Figure 2.

Questionnaire form:

1. Age:

2. Educational level:

3. Family history of breast cancer

4, Participants awareness about breast diseases particularly breast carcinoma?
5. BSE knowledge:

6. Resources they learnt it from?

7. The age and time at which BSE must be performed?
8. Do you believe in its efficacy?

9. Participants practicing BSE or not.?

10. The reasons behind not doing:

11. Proper steps for BSE:

a. Standing position in front of a mirror with both hand beside the body inspect the followings: Abnormal swelling, color changes, tethered skin,
Peau d’orange, nipple retraction, nipple deviation, nipple discharge, axillary mass, ulcer, sinus, color changes.

b. Put and press both hands over the iliac crest, bends forward and notice any change in breast size, shape and the level of the nipples.
c. Put both hands above the head and depress the shoulders and notice any change in breast size, shape.

d. Palpate with the tip of 3 fingers the 4 quadrants of the breast, the nipple for any tenderness, masses.

e. Palpate the axilla for any tenderness, masses.

f. Squeeze the areola and watch for any abnormal nipple discharge.

g. In supine position, put pillow below the shoulder and repeat the steps d, e and f for each side.

Figure 1. Questionnaire form.
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Variables No. %
Age (years) 20 or more 202 67.3
gely 18-19 08 32.7
L Positive 53 17.7

Family history of breast cancer 5

Negative 247 82.3
Awareness of BSE as a screening Yes 262 87.3
method for breast cancer No 38 12.7

Table 1. Demographic data of the participant students.

Appropriate time of BSE
o | et | Rl T g P
Pre-clinical| 67 (44.67%) 19 (12.66%) 64 (42.67%)| 150 | 0.195
Clinical 77 (51.33%) 24 (16%) 49 (32.67%)| 150
Total 144 43 113 300

Table 3. Knowledge about the appropriate time of BSE.

One hundred and sixteen students, in the clinical
group, were aware that BSE should be performed
monthly as compared to 85 students in the pre-clinical
group (p-value 0.001), Table 2.

Regarding the knowledge about the appropriate
time of BSE, 67 students (44.67%) in the pre-clinical
group were aware that BSE should be done at 5 days
after menstruation as compared to 77 students (51.33%)
in the clinical group. No statistical differences were
detected (p-value 0.195), Table 3.

Only 110 students (36.67%) were practicing BSE,
majority were in the clinical group, 77 students
(51.33%), Table 4.

Majority of participants (140 students, 63.3%), refuse to
answer the question of how to practice BSE, and from those
who answered this question, only 67 students (22.3%) did
practice BSE properly and completely, Figure 3.

DISCUSSION

It was stated by Lierman et al in 1994 that education

and peer support are important to ensure women regularly
apply BSE every month.?¢ Our results are in accordance to
this fact, based on our comparison between preclinical’s
and clinical’s knowledge, practice of BSE and how
education had a major role in dispersing the results.

Regarding socio-demographic characteristics aspect
of the of participants, their age ranged from 18 to 24
years with mean age of 20.5 years, and most of them
were single which was not surprising among students in
the years of medical college.

Our study showed that family history of breast cancer
among all participants was reported 17.7% which is
higher score compared to another studies, one conducted
in Basra city done by Samira ME in 2014 among female
nursing students making 8.1% of all participants,?
another is Ethiopian study done by Mesfin T et al in
2016 among Female Health Science Students 5.2%,°
and a study in Saudi Arabia by Safiya KI et al in 2017 at
Qassim University result was 11%.'3

We predicted that the overall level of awareness

Groups Frequency of BSE Total | p-value Groups Practice of BSE Total | p-value
Weekly Monthly Yearly Yes No
Pre-clinical | 3 (0.02%) | 85 (56.65%) |62 (41.33%)| 150 Pre-clinical 33 (22%) 117 (78%) 150
Clinical |3 (0.02%) 116 (77.33%) 31 (20.65%) | 150 | 0.001 Clinical | 77 (51.33%) | 73 (48.67%) | 150 | 0.000
Total 6 201 93 300 Total 110 (36.67%) | 190 (63.33%) | 300

Table 2. Knowledge about the frequency BSE.
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Table 4. Practice of BSE.
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= |5% TV/radio

= 11.6% family
26% Social media = 0% News paper

= 0.7% friends 46.7% Lectures, seminars, workshops

Figure 2. Source of knowledge about BSE.

about BSE among all the participants (both clinical and
preclinical groups) was 87.3%, compared to studies
among female students in Saudi Arabia by Elsadig YM
et al in 2016 where awareness was 79.3%.° In Jordan a
study by Amal KS in 2014 the awareness was 51.8%,?’
also in Cameroon by Fon Peter N et al in 2015, the
awareness was 62.6%,” but was lower compared
to a study in Nigeria by Olugbemi OM et al in 2015
awareness was 91.3%.%

Regarding participants knowledge of BSE; the majority
of medical students in this study had their first information
from lectures, seminars and workshops 46.7%, this
emphasize the truth about how proper education can
positively influence good level of knowledge, and maybe
leads to proper level of practicing BSE, this percentage
is slightly higher than the results of a study in Taif-Saudi
Arabia 42.2%, also among female medical students done
by Dalal MN et al in 2014.%°

Social media came second as a main source of
knowledge about BSE 26%, followed by TV/Radio with
15% and family 11.6%. Other sources of information
in our study were friends 0.7% and lastly newspapers
0%. Other studies around the world like in Erbil city
among female students of technical medical institute
done by Hussein MM, et al in 2017 found that major
sources of knowledge were TV and social media 35.9%,
and least source was family 5.1%.2* The results in Erbil
city are slightly corresponding to a study in Kampala
Uganda among female university students done by
Katende G, et al in 2016 where results are 56.9% for
social media and 12.3% for family.*> While a study in
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Complete 22.3%

.
Inappropriate 3.7%

Incomplete 10.7% No answer 63.3%

Figure 3. The purpose practice of BSE.

Nigeria in 2015 done by Olugbemi OM, et al among
female undergraduates concluded that major sources of
knowledge were health workers 28.1% and TV/radio
22%, followed by books 18.2% and internet 15.7%, and
least sources were friends 10.2% and family 5.8%.%

In this study, 116 students (77.33%) in the clinical group
versus 85 students (56.65%) in the preclinical group knew
that the BSE should be performed monthly, this statistical
significant finding (p-value>0.001) showed the effect of
education, through lectures, seminars and tutorials, on
the improved knowledge of BSE in medical students.
Regarding the appropriate time at which BSE must
be performed, the findings in our study showed that
67 students (44.67%) in the preclinical group and 77
students (51.33%) in the clinical group were aware that
the BSE should be performed 5 days after menstruation,
while (37.66%) of the respondents in both groups
didn’t know when to be performed. These findings
are comparable to the results of Ibnawadh SK, et al in
Qassim University-Saudi Arabia in 2017 which showed
that less than half of the medical students (42.6%) knew
about the proper time of BSE. !

The data in our study suggest that only 110 students
(36.67%) were practicing BSE. Majority were in the
clinical group, 77 students (51.33%), this finding is similar
to a study done by Mohamed EY, et al in 2016 in Saudi
Arabia that showed only (28.9%) perform the BSE.
Our results revealed that (63.33%) of respondents
never performed BSE, this is comparable to the results
conducted at Saudi Arabia done by Nemenqgani DM, et
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al in 2014 which showed that 39% of respondents never
practice BSE.*° This is also consistent to another study at
Kirkuk done by Alwan NS, et al in 2012, where 42.6% of
females have heard about BSE but have never practiced
the technique, the causes behind this finding include
either the lack of confidence in their own examination
(27%), fear from detecting a lump in the breast (25%), or
that they had not been instructed to perform BSE (20%).%!
In the present study, the majority of participants (140
students, 63.3%) refuse to answer the question of how
to practice BSE, and from those who answered this
question, only (22.3%) of students followed the correct
steps in practicing BSE which include inspection
and palpation the breast in both standing and supine
positions, this finding is lower than in a study done in
United Arab Emirates by Sreedharan J, et al. in 2010,
where 89% knew that the ideal position of body while
performing breast self-examination is either standing
or lying and 68.8% knew both inspection and palpation
are the ideal way.?? Another study done by Al-Azmy SF,
et al in 2013 showed that about one third of practicing
women performed six or less steps correctly out of 12.16
Regarding the association between the participant’s
practicing BSE and their demographic characteristics;
our results illustrate the highly significant association
of the student’s level in practicing BSE with their age
(p-value>0.000). This is in agreement to a study done
by Hussein MM, et al in Erbil in 2012, which clarified
that there was a significant statistical relationship
between the age of the study participants and their level
of performing BSE, with p-value of 0.028.%

CONCLUSIONS

Female medical students at the clinical stage showed
a good knowledge and fair practicing of breast self-
examination as compared to female medical students
at preclinical stage. This emphasize the truth about
how proper education can positively influence good
level of knowledge and maybe leads to proper level of
practicing BSE.

RECOMMENDATIONS

- To activate a national program about the knowledge
and practice of BSE in different media like TV, radio.

- Establishment of workshops and seminars about the
knowledge and practice of BSE directed toward female
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students in institutes and universities.

- Encourage establishment of BSE groups in social
media like Facebook, Instagram, and Google groups to
discuss different issues concerning BSE.
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CIRCULATING FREQUENCIES OF T HELPER (THI1, TH2, AND TH17) CELLS
IN BREAST CANCER PATIENTS AND WOMEN
WITH BENIGN BREAST TUMORS
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ABSTRACT

Objective: Dysfunction of systemic immunity may be involved in the establishment of advanced breast cancer.
Therefore, it is important to understand immune-regulation via estimation of T helper (Thl, Th2 and Thl7) cell
frequencies in peripheral blood of breast cancer patients.

Methods: Sixty nine patients with breast tumors were enrolled in this study. Based on pathologic diagnostic
assessment, patients were divided into two categories: patients affected with benign breast tumors (n=28) with age
range (26-79) years, and breast cancer patients (n=41) with age range (22-74) years. This study investigated the
distribution of Thl (CD4+IFN,+), Th2 (CD4+IL-4+) and Thl17 (CD4+IL-17+) in peripheral blood mononuclear
cells (PBMCs) from two studied groups. Cells were evaluated by flow cytometry and reported as a percentage of total
CD4+ cells. The present study also assessed the association of cell percentages with clinicopathological parameters.

Results: Compared with patients of benign breast tumors, an increase in the peripheral percentages of Thl and
Th2 was observed in breast cancer patients, while the percentage of Thil7 cells increased. However; no significant
difference of cell percentages was found between the two studied groups. Elevation of Th2 frequency in breast cancer
patients correlated with lymph node metastasis. However,; no significant association was recognized between the
frequencies of other cell subtypes and clinicopathological factors.

Conclusions: We observed significantly increased percentage of circulating Th2 cells in breast cancer patients
with metastasis. These results indicate that Th2 may play an important role in metastasis of breast malignancy.
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THE ACCURACY OF PLACENTAL GROWTH FACTOR
IN PREDICTING OF PREECLAMPSIA IN PATIENTS
WITH GESTATIONAL HYPERTENSION

zlasY) U8 Lo Gigany gl b el sall ale 8
Jameel Nadeem Jadid, MD
Ll @l Jrez o

ABSTRACT

Background: Hypertensive disorders of pregnancy are a major contributor to death and disability for pregnant
women and their infants. The diagnosis of preeclampsia by using blood pressure and proteinuria is of limited use.
Placental growth factor (PLGF) is an angiogenic factor, a secondary marker of associated placental dysfunction in
preeclampsia, with known low plasma concentrations in the disease.

Methods: This was a prospective cohort study conducted at Obstetrics and Gynecology University Hospital,
Damascus, Syria, during the period between December 2014 and November 2015. We studied the diagnostic
accuracy of low plasma PLGF concentration (<5 percentile for gestation) in women presenting with gestational
hypertension without proteinuria between 20 and 35 weeks’ gestation.

Results: Of 70 women, 34 (48.57%) developed confirmed preeclampsia. The role of the low PLGF value in
prediction of preeclampsia was determined, and the results were below 5% according to gesiational age: sensitivity
58.8%, specificity 97.2%, positive predictive value 95.24%, and negative predictive value 71.43%.

Conclusions: PLGF in maternal serum is important in predicting preeclampsia, especially early onset and severe
preeclampsia and expectation of pregnancy termination in hypertensive patients.
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CORRELATION BETWEEN TOTAL CARDIOVASCULAR RISK AND BONE
DENSITY IN POST-MENOPAUSAL WOMEN

Y G 2 Ll (gal aUaall A3, Adle 5l) 4lal) 5y gladdl (yn A8
Manhal AL Shaher, MD; Mayssoun Kudsi, MD
W8 O gucte D A aladl dgw

ABSTRACT

Objective: Several evidence has shown a link between osteoporosis and cardiovascular disease, where patients
with bone fragility were found to have a greater risk of cardiovascular disease than patients with normal bone mass.
However, various studies conducted on this subject showed limited results, and animal studies have found a similarity
in the mechanism between vascular calcification and the methods described for natural bone calcification, where a
common expression of some proteins was discovered along with oxidative stress within both calcified vascular cells
and bone cells. Based on limited data, further studies were needed to confirm the presumed relationship between
cardiovascular disease and bone density, as well as prospective studies on the potential role of osteoporosis in
cardiovascular disease prevention.

Methods: We conducted a study at Damascus University, AI-Moawasat University Hospital in Damascus,
Syria on women after the age of menopause in 2018-2019 to find out the extent of the correlation between
these two factors. The current study was based on a statistical analysis of 360 postmenopausal women with
an average age of 61 years, who were screened for osteopenia or osteoporosis by a bone-density device.
Women with severe cardiovascular risk (138 women, 38.3%) and moderate cardiovascular risk (64 women,
17.8%) were compared with those who did not have cardiovascular risk (158 women, 43.9%). The results of
bone mineral density of the femoral neck and spine were classified into 3 groups according to WHO criteria:
normal (-1.0 standard deviation), osteoporosis (between -1.0 and -2.5 standard deviations) and osteoporosis
(more than -2.5 standard deviations). Women with osteopenia or osteoporosis were grouped as low bone mass
(LBM).

Results: The proportion of women with normal bone density was 39.5% (142 women) in the femoral neck,
21.1% (76 women) in the lumbar vertebrae, whereas we found lack of bone density (osteopenia) in 38.3%
(138 women) in the femoral neck, 43.9% (158 women) in the lumbar spine, and osteoporosis was found in
22.2% (80 women) in the femoral neck, 35% (126 women) in lumbar vertebrae. There were no statistically
significant differences in the relationship between cardiovascular risk and bone density measurements of
femoral neck (p-value=0.088), and the lumbar vertebrae (p-value=0.758), because both of them are greater
than the significance level of 0.05.

Conclusions: Statistical analysis revealed that cardiovascular risk was an independent indicator of LBM in the
femoral neck and lumbar spine.

*Manhal AL Shaher, MD, Rheumatologist-PhD, Resident of Rheumatology, Damascus University, Damascus, Syria. E-mail: alshahermanhal@gmail.com.
*Mayssoun Kudsi, MD, Professor of Rheumatology, Damascus University, Damascus, Syria.
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Medical Case

Corkscrew Esophagus in Achalasia
(WYY ATy i c¥ls B Al sl

An 83-year-old woman presented to the gastroenterology clinic with dysphagia and regurgitation that occurred with
every meal in association with postprandial chest pain. For several years, she had had difficulty swallowing both
solids and liquids, and this symptom had worsened during the year before presentation. She also reported a weight
loss of 9 kg in the previous year. A barium esophagram showed a corkscrew pattern (Panel A). Upper endoscopy
was notable for nonperistaltic spastic contractions (Panel B) and a tight gastroesophageal junction. High-resolution
esophageal manometry showed an elevated integrated relaxation pressure of the lower esophageal sphincter,
absence of peristalsis, and spastic contractions consistent with type III (spastic) achalasia. The patient declined
endoscopic myotomy and opted for treatment with endoscopic injection of botulinum toxin. At follow-up 5 months
after treatment, she had only intermittent dysphagia and no regurgitation.
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University of Colorado Denver School of Medicine, Aurora, CO
mihirwagh@cuanschutz.edu
N Engl J Med 2020, 382:e42. April 30, 2020
DOI: 10.1056/NEJMicm1911516. Images in Clinical Medicine
Translated by Samir Aldalati, MD
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Medical Case

Intrahepatic Biliary Ductal Dilatation
4l Jals dyghial) iyl Ly

A 72-year-old woman presented to the hospital with abdominal pain, jaundice, and pruritus. She reported a 6-kg
weight loss over the previous 2 months. Laboratory studies showed a direct bilirubin level of 14.3 mg per deciliter
(normal range, 0.1 to 0.3), an alkaline phosphatase level of 223 U per liter, an aspartate aminotransferase level of
55 U per liter, and an alanine aminotransferase level of 56 U per liter. Magnetic resonance imaging of the abdomen

revealed marked intrahepatic biliary ductal dilatation, with tapering and cutoff near the hilum (arrow). A hepatic
hilar mass with vessel involvement was also visualized (not shown). The imaging was consistent with a diagnosis
of hilar cholangiocarcinoma, or Klatskin’s tumor. She underwent percutaneous transhepatic cholangiography with
biliary drainage, and a biopsy specimen was obtained from the hilar mass. Histopathological evaluation confirmed

the diagnosis of cholangiocarcinoma. Lung metastases were also noted. Given a number of considerations,
including involvement of both the hepatic artery and the portal vein, the tumor was not considered to be resectable.
In addition to biliary drainage, supportive palliative care was pursued.
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Fish oil supplementation and maintaining muscle mass
in chronic disease
) s das )l dallaal) 5ald
Lajall Gl (Gl B Lbanl) A o Blaal) b

van der Meij BS, et al.
Curr Opin Clin Nutr Metab Care 2020 Mar 9.

Purpose of review: Providing eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA), in the form of
fish oils, to benefit muscle is an emerging area of interest. The aim of this work was to evaluate the current
literature that has assessed muscle mass as an outcome during a fish oil intervention in any chronic disease.

Recent findings: The vast majority of studies published in the last 3 years (12 of 15) have been conducted in
the oncological setting, in patients undergoing treatment for cancers of the gastrointestinal tract, breast, head and
neck, lung, cervix, and hematological cancers. Three studies were conducted in patients with chronic obstructive
pulmonary disease (COPD). Fish oil was provided as part of nutrient mixtures in 12 studies and as capsules in
three studies.

Summary: Overall, the evidence for an effect of fish oil supplementation on muscle mass in patients with cancer
undergoing treatment and in COPD remains unequivocal and reveals limited new knowledge in the area of fish oil
supplementation in the cancer setting. Recent literature continues to provide mixed evidence on the efficacy of fish
oil on muscle mass and function. The present review highlights challenges in comparing and interpreting current

studies aimed at testing fish oil supplementation for muscle health.
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Juky! b

Value of magnetic resonance enterography in diagnosis
and treatment follow up in Crohn’s disease in children
rndaliial) (il slaal) jigea dsaa
JUkY) die g8 ¢ls Vs Aalleag padds b

Krzesiek E, et al.
Adv Med Sci 2020 Feb 19;65(1):214-22.

Purpose: Crohn’s disease (CD) is a chronic inflammatory disease which can affect all parts of the gastrointestinal
tract. Magnetic resonance enterography (MRE) enables detection of pathologic changes in the small intestine,
which are not accessible by conventional endoscopy. The aim of the study was to assess the value of MRE in
imaging of small bowel lesions, their location and extent, in CD patients and its correlation with clinical and
endoscopic activity.

Materials and methods: MRE was performed in 108 children with CD, aged 5.5 to 18 years. The diagnosis was
based on the Porto criteria. Location and clinical manifestation was evaluated according to the Paris classification.
Clinical CD activity was assessed with PCDAI and endoscopic activity with SES-CD. In 36 children, control MRE
was performed.

Results: The most common endoscopic location of the disease was the colon (41.7%), terminal ileum and colon
(24.1%). Inflammation as the main clinical manifestation was dominant (81.5%). In MRE, inflammatory changes were
found in 40.8% of children, strictures in 11.1%. The EIA value (activity in MRE) increased along with PCDAI score
and SES-CD. MRE performed during follow up, showed transmural healing in 16.7% of patients and improvement
in 55.5%.

Conclusions: MRE is an efficient diagnostic tool in proper characterization of disease location in pediatric CD.
As positive correlation of the results of MRE with the endoscopic and clinical activity has been found, taking into
account good tolerance and non-invasiveness of the procedure it can be recommended to be used in reassessment.
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Chemical cardioversion of atrial flutter and fibrillation
in the pediatric population with ibutilide
ibutilide aladiul JUY) e LK) Glaaglly 33,0 N & Al ol augl

Dasgupta S, et al.
Pacing Clin Electrophysiol 2020 Feb 22.

Introduction: Atrial flutter (AFL) and atrial fibrillation (AF) are common in pediatric patients with congenital heart
disease (CHD) and structurally normal hearts as well. Chemical cardioversion is attractive for patients with AFL/
AF for a short period of time because of the ability to avoid sedation. We review a single center’s experience with
Ibutilide in pediatric patients in an effort to report on its safety and efficacy.

Methods: We performed a retrospective chart review of pediatric patients (0-21 years) who underwent chemical
cardioversion for AFL/AF with Ibutilide (January 2011-February 2019). Patients on another anti-arrhythmic
medication or attempted chemical cardioversion with another drug were excluded.

Results: There were 21 patients who met inclusion criteria. 13/21 (62%) patients were successfully cardioverted with
ibutilide (10/13 had AF and 4/13 required a 2™ dose). There were no significant differences in baseline characteristics
between those who were successfully cardioverted compared to those who were not. Administration of magnesium
prior to administration did not appear to have an effect on the success rate. There was a significant increase in QTc
intervals post Ibutilide administration which returned to baseline prior to discharge. One patient had symptomatic
bradycardia needing intravenous fluids and another had torsades requiring electrical cardioversion during Ibutilide
administration.

Conclusions: The success rate of chemical cardioversion with Ibutilide was similar in our experience as compared
to studies in the adult population and the other lone pediatric study. While adverse events were uncommon, Ibutilide
administration warrants close monitoring and fully defining its efficacy warrants further pediatric experience.
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Current understandings in treating children
with steroid-resistant nephrotic syndrome
Jk) dallas 2 A0l asalial)
Sy i) Ao Bainall Ay g Rl dajMiall daye
Lee IM, et al.
Pediatr Nephrol 2020 Feb 21.

Steroid-resistant nephrotic syndrome (SRNS) remains a challenge for paediatric nephrologists. SRNS is viewed as a
heterogeneous disease entity including immune-based and monogenic aetiologies. Because SRNS is rare, treatment
strategies are individualized and vary among centres of expertise. Calcineurin inhibitors (CNI) have been effectively
used to induce remission in patients with immune-based SRNS; however, there is still no consensus on treating
children who become either CNI-dependent or CNI-resistant. Rituximab is a steroid-sparing agent for patients with
steroid-sensitive nephrotic syndrome, but its efficacy in SRNS is controversial. Recently, several novel monoclonal
antibodies are emerging as treatment option, but their efficacy remains to be seen. Non-immune therapies, such
as angiotensin-converting enzyme inhibitors or angiotensin II receptor blockers, have been proven efficacious in
children with SRNS and are recommended as adjuvant agents.
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Diagnostic values of duodenal endoscopic markers
in paediatric coeliac patients

JULY) vie B olal) el b mial) Lalal Cladsl duad i) dadl

Sahyouni A, et al.
Arab J Gastroenterol 2020 Feb 18.

Background and study aims: The recognition of suggestive endoscopic markers in the duodenum during open
access endoscopy can help identifying patients who are likely to develop coeliac disease (CD). This study aims to
determine the diagnostic accuracy of duodenal endoscopic markers for the diagnosis of CD.

Patients and methods: All children (0-15 years) who underwent oesophago-gastroduodenoscopy (EGD) for any
reason suggestive of CD at the paediatric department of Al-Assad University Hospital in Latakia, Syria during a
4-year period (from January 2010 to December 2013) were retrospectively included, in the study; this yielded a
consecutive cohort without selection bias. The relevant data were obtained from the patients’ files. Four duodenal
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endoscopic markers, including scalloping, reduction of duodenal folds, nodular mucosal pattern, and scattered white
spots, were evaluated.

Results: During the study period, 504 children underwent EGD of whom 123 (24.4%) were ultimately diagnosed
with CD. At least one marker was observed in 200/504 children (39.6%) and the diagnostic values were as follows:
Sensitivity (91%), specificity (76%), positive predictive value (56%), and negative predictive value (97%). Scalloping
had the highest sensitivity and specificity of 89% and 96%, respectively.

Conclusion: Careful examination of the second and third parts of the duodenum during endoscopy can be helpful in
identifying CD. Scalloping is the most common endoscopic marker, and the high NPV values of endoscopic markers
should be interpreted cautiously, as the diagnosis of CD can be missed.
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Hidden risks in toys: A systematic review
of pediatric toy contact dermatitis
Lagie daape el B Lial<l) [Uadl)

Sk Gladi daii Gulailly Alad) qilgal) eylal

Fenner J, et al.
Contact Dermatitis 2020 Feb 22.

Toys are a reflection of the compounds used frequently in manufacturing. Allergic contact dermatitis to potties, metal
toys and children’s jewelry is well known, however, there is a broad range of skin risks in toys. With the objective
to identify and publicize the associated risk of contact dermatitis in children’s toys, we have searched the PubMed
database from creation to September 9, 2019. Studies were eligible if they reported a new case of contact dermatitis
secondary to interaction with a toy in a patients from birth to 18 years of age. A toy was defined as something
children interact with for entertainment during leisure time. In this review of the PubMed database we filtered by
age and language which may have prevented us from detecting cases in adults that could be extrapolated to children.
Additionally, several articles were excluded based on title alone. A total of 1312 articles were identified and reviewed
manually for inclusion criteria. Review of the articles found 25 original articles for consideration. Several toys were
found to be associated with contact dermatitis. These included electronics, toy cars, costume jewelry, bicycles, sqwish
balls, slime, play-doh, and plasticine. Electronics such as video game controllers, cellphones, iPads and computers
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were implicated. In conclusion, there is still an unmet need for observation of this segment of industry for labeling of
contents and on-going surveillance.
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Conservative surgery for ovarian torsion in young women:
perioperative complications and national trends
Ay raladll) sludl) die (aual) JU) N ddzdlaall dajal)
Gpallal) cilgasilly dalally Anaal

Mandelbaum RS, et al.
BJOG 2020 Feb 22.

Objective: To analyze populational trends and perioperative complications following conservative surgery versus
oophorectomy in women <50 years of age with ovarian torsion.

Design: Population-based retrospective observational study. Nationwide Inpatient Sample in the United States (2001-
2015).

Population: 89,177 ovarian torsions including 20,597 (23.1%) conservative surgeries and 68,580 (76.9%)
oophorectomies.

Methods: (i) trend analysis to assess utilization of conservative surgery over time, (ii) multivariable binary logistic
regression to identify independent factors associated with conservative surgery, and (iii) inverse probability of
treatment weighting with a generalized estimating equation to analyze perioperative complications.

Main outcome measures: trends, characteristics, and complications related to conservative surgery.

Results: Performance of conservative surgery increased from 18.9% to 25.1% between 200132.8%) 2015- relative
increase, P=0.001) but decreased steadily after age 15 and sharply declined after age 35 (P<0.001). On multivariable
analysis, younger age exhibited the largest effect size for conservative surgery among the independent factors
(adjusted-odds ratios 3.397.96-, P<(0.001). In the weighted model, conservative surgery was associated with an
approximately 30% decreased risk of perioperative complications overall (10.0% versus 13.6%, odds ratio 0.73, 95%
confidence interval 0.620.85-, P<0.001) and was not associated with venous thromboembolism (0.2% versus 0.3%,
P=0.457) or sepsis (0.4% versus 0.3%, P=0.638).
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Conclusion: There was an increasing utilization of conservative surgery for ovarian torsion in the United States in
recent years. Our study suggests that conservative surgery for ovarian torsion may not be associated with increased
perioperative complications.
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A common clinical conundrum: Antidepressant
treatment of depression in pregnant women
Al Aoy AlSia 2 Jalgad) Clapand) die AESY) iy Aalaal)

Mesches GA, et al.
Semin Perinatol 2020 Jan 25:151229.

Depression during pregnancy is associated with adverse maternal, pregnancy, and infant outcomes. Treatment during
pregnancy requires a balanced discussion of the risks of both drug exposure and untreated depression. An updated
review of the epidemiology, outcomes, and management of maternal depression is presented. Adverse outcomes
are associated with both maternal depression and antidepressants. Research gaps include data on the longitudinal
developmental trajectory of offspring exposed to antidepressants compared to depression, with assessment of in utero
symptom exposure and environmental exposures. Additionally, neonatal syndrome associated with antidepressant
use during pregnancy has no consensus definition or mechanistic explanation. With sophisticated large-scale
epidemiologic studies, there has been progress in distinguishing the impact of depression processes from medication
used for treatment. Optimal treatment of perinatal depression includes close symptom monitoring and medication
adjustments to maintain symptom remission. This evolving field requires frequent consultation with reproductive
data sources included in this article.
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Cellular immune responses in amniotic fluid of women
with preterm prelabor rupture of membranes
s Jilal) B dglal) doelial) Aolasiy)
oaldall J8 Saal) LudeY) UL evlay L) e

Galaz J, et al.
J Perinat Med 2020 Feb 14.

Background: Preterm birth is the leading cause of perinatal morbidity and mortality. Preterm prelabor rupture of
membranes (pPROM) occurs in 30% of preterm births; thus, this complication is a major contributor to maternal and
neonatal morbidity. However, the cellular immune responses in amniotic fluid of women with pPROM have not been
investigated.

Methods: Amniotic fluid samples were obtained from women with pPROM and a positive (n=7) or negative (n=10)
microbiological culture. Flow cytometry was performed to evaluate the phenotype and number of amniotic fluid
leukocytes. The correlation between amniotic fluid immune cells and an interleukin-6 (IL-6) concentration or a white
blood cell (WBC) count in amniotic fluid was calculated.

Results: Women with pPROM and a positive amniotic fluid culture had (1) a greater number of total leukocytes in
amniotic fluid, including neutrophils and monocytes/macrophages and (2) an increased number of total T cells in
amniotic fluid, namely CD4+ T cells and CD8+ T cells, but not B cells. The numbers of neutrophils and monocytes/
macrophages were positively correlated with IL-6 concentrations and WBC counts in amniotic fluid of women with
pPROM.

Conclusion: Women with pPROM and a positive amniotic fluid culture exhibit a more severe cellular immune response
than those with a negative culture, which is associated with well-known markers of intra-amniotic inflammation.
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Unscarred uterine rupture and subsequent pregnancy outcome
Jaall o ddial) dsludSeily il € an gl (330

Peker N, et al.
Ginekol Pol 2020 Feb 21.

Objectives: The aim of this study was to investigate the incidence, etiology and obstetric outcomes of rupture in
unscarred uterine rupture and in those with a history of uterine rupture.

Material and methods: The hospital records of women who had delivered between May 2005 and May 2017 at a
tertiary center were examined retrospectively. Data on patients with unscarred uterine rupture in pregnancy who had
undergone fertility-preserving surgery were evaluated.

Results: During the study period, 185,609 deliveries occurred. Of those, unscarred uterine rupture has occurred
in 67 women. There were no ruptures reported in nulliparous women. The rupture was observed in the isthmic
region in 60 (89.6%) patients and in the fundus in 7 (10.4%) patients. Thirty-eight (56.7%) patients had
undergone a total or subtotal hysterectomy, and 29 (43.3%) patients had received primary repair. Ten patients
had reconceived after the repair. Of these, eight patients who had a history of isthmic rupture, successfully
delivered by elective C-section at 3637- wk. of gestation, and two experienced recurrent rupture at 33 and 34
wk. of gestation, respectively. Both patients had a history of fundal rupture, and their inter-pregnancy interval
was 9 and 11 mo., respectively.

Conclusions: The incidence of rupture in unscarred pregnant uteri was found to be one per 2,770 deliveries. Owing
to the high morbidity, regarding more than half of the cases with rupture eventuated in hysterectomy, clinicians
should be prudent in induction of labour for multiparous women since it was the main cause of rupture in this series.
Short inter-pregnancy intervals and history of fundal rupture may confer a risk for rupture recurrence. Those risk
factors for recurrence should be validated in another studies.
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Select group of patients might benefit
from early colonoscopic screening for colorectal cancer
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Bilal M, et al.
Surg Endosc 2019 Oct 21.

Background: Recently, the American Cancer Society made a qualified recommendation to start colorectal cancer
(CRC) screening at 45 years of age in all average-risk individuals. In this study, our primary aim is to calculate the
prevalence and also evaluate the predictors of increased prevalence of detected adenomas in the 40-49-year-old
individuals undergoing colonoscopy.

Methods: A retrospective cross-sectional study was performed using our endoscopy database. Study subjects
included all 40-49-year-old patients undergoing their first colonoscopy at our institution from January 1, 2010 to
September 30, 2017. Exclusion criteria included patients who underwent colonoscopy for overt gastrointestinal
bleeding, inflammatory bowel disease, a history of familial adenomatous polyposis, hereditary non-polyposis CRC.
Univariate analysis and multivariate analysis were performed to identify factors associated with increased adenoma
detection rate (ADR).

Results: A total of 2059 patients were included in the study, and 317 of these patients had family history (FH)
of CRC. Patients with FH of CRC had significantly higher ADR (27.8% vs. 19.7%, p=0.001) as compared to
those without FH of CRC. There was no significant difference in ADR in patients between 40-44 years and 45-
49 years of age (17.7% vs. 21.4%, p=0.058). On a multivariate analysis while adjusting for multiple patient and
procedural variables, FH of CRC, male sex, BMI >30 kg/m?, chronic kidney disease, and age were associated
with high ADR.

Conclusions: Our study shows that in addition to FH of CRC, age, male sex, BMI, and CKD are independent
predictors of increased ADR in patients between 40 and 49 years of age.
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Usefulness of serum calcitonin in patients
with thyroid nodules <1 cm without an indication
for fine-needle aspiration
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Rosario PW, et al.
Horm Metab Res 2020 Mar 13.

Fine-needle aspiration (FNA) is not necessary in adults with nodules <1 cm without apparent extrathyroidal extension
(ETE) or lymph node (LN) involvement on ultrasonography (US). In the absence of FNA and serum calcitonin
(Ctn) measurement, medullary thyroid microcarcinomas (microMTC) are not diagnosed. The aim of this prospective
study was to evaluate Ctn levels in adults with a low clinical risk of MTC and nodules <1 cm without ETE or LN
involvement on US. A total of 506 consecutively seen adults who had nodules with two or more suspicious features
were included. Patients with elevated basal Ctn underwent a calcium stimulation test and FNA. Basal Ctn was normal
in 490 patients (96.8%). In the 16 patients with elevated basal Ctn, FNA revealed MTC in only one patient and MTC
was not suspected in the 15 patients with elevated basal Ctn. Three patients with stimulated Ctn<100 pg/ml and
benign cytology were not submitted to surgery. MTC was excluded by histology in three patients with stimulated
Ctn<100 pg/ml and indeterminate or suspicious cytology and in eight patients with stimulated Ctn>100 pg/ml. One
patient with stimulated Ctn>100 pg/ml had MTC. Ctn was undetectable 6 months after surgery in two patients with
MTC. Although uncommon, even subjects without a suspicious history and with nodules <I cm without ETE or
LN involvement on US, but with suspicious findings, can have microMTC. The measurement of Ctn permits the
diagnosis of these cases.
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Immediate postoperative measurement of thyroid-stimulating
hormone as an early predictor of remission
in thyroid-stimulating hormone-secreting pituitary adenomas
dalad) s (g)sh JSE TSH Gl Elal) O sapd) Gligios (ubid
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Kim SH, et al.
J Neurosurg 2020 Mar 13:1-7.

Objective: Thyroid-stimulating hormone (TSH)-secreting pituitary adenoma (TSHoma) is a rare type of pituitary
adenoma; thus, little is known about TSHomas. The purpose of this study was to analyze clinical characteristics
and therapeutic outcomes of TSHomas based on a single-center experience. The authors also searched for reliable
preoperative and early postoperative factors that could predict long-term endocrinological remission.

Methods: The clinical, radiological, and pathological characteristics and surgical and endocrinological outcomes of
31 consecutive cases of TSHomas that were surgically treated between 2005 and 2017 were reviewed retrospectively.
Preoperative factors were evaluated for their ability to predict long-term remission by comparing remission and
nonremission groups. TSH and free thyroxine levels were measured at 2, 6, 12, 18, and 24 hours after surgery to
determine whether they could predict long-term remission.

Results: Gross-total removal of tumor was achieved in 28 patients (90.3%), and 26 patients (83.9%) achieved
endocrinological remission by surgery alone based on long-term endocrinological follow-up (median 50 months,
range 32-81 months). The majority of the tumors were solid (21/31, 67.7%), and en bloc resection was possible in
16 patients (51.6%). Larger tumor size and tumor invasion into cavernous sinus and sphenoid sinus were strong
predictors of lower rates of endocrinological remission. Immediate postoperative TSH level at 12 hours after surgery
was the strongest predictor, with a 0.62 uIU/mL cutoff. Postoperative complications included CSF rhinorrhea in one
patient and epistaxis in another patient, who underwent additional surgical treatment for the complications.
Conclusions: Tumor size and extent are major prognostic factors for both extent of resection and endocrinological
remission. The consistency of TSHomas was more likely to be solid, which makes extracapsular dissection more
feasible. Long-term remission of TSHomas could be predicted even during the early postoperative period.
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Evaluation of the olfactory function with the “sniffin’ sticks” test
after endoscopic transsphenoidal pituitary surgery
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Cingoz ID, et al.
J Craniofac Surg 2018 Jun;29(4):1002-1005.

The aim of this study was to evaluate the olfactory function of patients who had undergone endoscopic transsphenoidal
pituitary surgery. In this prospective study, the «Sniffin’ Sticks» test was performed between June 2016 and April
2017 at Izmir Katip Celebi University Ataturk Training and Research Hospital. Thirty patients who were scheduled
to undergo endoscopic transsphenoidal pituitary surgery were evaluated preoperatively and 8 weeks postoperatively
using the Sniffin’ Sticks test battery for olfactory function, odor threshold, smell discrimination, and odor identification.
The patients were evaluated preoperatively by an otolaryngologist. The patients’ demographic data and olfactory
functions were analyzed with a t test and Wilcoxon-labeled sequential test. The study group comprised 14 women
(46.7%) and 16 men (53.3%) patients. The mean age of the patients was 37.50+9.43 years (range: 1653- years). We
found a significant difference in the preoperative and postoperative values of the odor recognition test (P=0.017);
however, there was no significant difference between the preoperative and postoperative odor threshold values
(P=0.172) and odor discrimination values (P=0.624). The threshold discrimination identification test scores were
not significant (P=0.110). The olfactory function of patients who were normosmic preoperatively was not affected
postoperatively. This study shows that the endoscopic transsphenoidal technique for pituitary surgery without nasal
flap has no negative effect on the olfactory function.
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Combined and independent impact of coronary artery calcification
and inflammation on risk for adverse cardiovascular events
after percutaneous coronary intervention
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Aoi S, etal.
Catheter Cardiovasc Interv 2020 Feb 22.

Purpose: Our study investigated the impact of coronary artery calcification (CAC) and systemic inflammation
on risks for major adverse cardiovascular events (MACE) following percutaneous coronary intervention (PCI).
Background: CACandsystemicinflammationareknowntobeassociated withanincreasedrisk of cardiovascularevents.
Methods: A total of 17,711 consecutive patients who underwent PCI in our hospital between January
1, 2009 and December 31, 2015 were categorized according to the degree of CAC (moderate/severe vs.
none/mild) and high-sensitivity C-reactive protein (hsCRP) level (>2 vs. <2 mg/L). MACE was defined
as death, myocardial infarction (MI), or target vessel revascularization (TVR) occurring over 1 year.
Results: Within the four groups, patients with both moderate/severe CAC and elevated hsCRP (n=1,814 [10.2%])
were older with more comorbid risk factors compared to those with moderate/severe CAC alone (n=1,687
[9.5%]), elevated hsCRP alone (n=7,597 [42.9%]) or neither abnormality (n=6,613 [37.3%]). The analogous
1-year MACE rates were 21.2, 14.9, 11.5, and 7.8%, respectively (p-trend <0.001). Results were unchanged after
multivariable adjustment, suggesting synergistic adverse effects in patients with both CAC and elevated hsCRP.
Conclusions: The presence of both moderate/severe CAC and systemic inflammation confers a synergistic effect
on risk for MACE following PCI, indicating the need for novel or more intense therapeutic interventions to mitigate
risk in such patients.
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Kinin b1 receptor: A target for neuroinflammation in hypertension
ALY il g ) cls B anll Gl s b i) Db

Sriramula S.
Pharmacol Res 2020 Feb 19:104715.

Kinins are a family of oligopeptides of the kallikrein-kinin system that act as potent vasoactive hormones and
inflammatory mediators. The bioactive kinins mainly consist of bradykinin and kallidin, and their metabolites des-
Arg’-bradykinin and des-Arg'’-kallidin. Physiological effects of kinins are mediated by activation of highly selective
G-protein coupled kinin B1 and B2 receptors. Growing evidence suggests that B1 receptor activation mediates diverse
physiological and pathological features of cardiovascular diseases. However, studies are limited regarding the impact
of B1 receptor mediated neuroinflammation on the development of hypertension and other cardiovascular diseases.
Given the potential role for B1 receptor activation in immune cell infiltration, microglia activation, and cytokine
production within the central nervous system, Bl receptor mediated signaling cascades might result in elevated
neuroinflammation. In this review, we will discuss the potential pro-inflammatory role of B1 receptor activation in
hypertension. A better understanding of B1 receptor the inflammatory signaling, may lead to the development of
therapeutics that target B1 receptors to treat neurogenic hypertension.
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Pulmonary Diseases

Evaluation of fluticasone propionate/salmeterol for the treatment of COPD
COPD (ajall alad) (g5ixl1 o)l dallae L,‘u fluticasone propionate/salmeterol 53 andi

Calzetta L, et al.
Expert Rev Respir Med 2020 Mar 13.

Introduction: Recently, the generic formulation of FP/SAL FDC has been approved in COPD. Although FP/
SAL FDC has been the first long acting FDC approved in COPD, no systematic review assessed the effect of this
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combination for the treatment of COPD by considering specifically Phase IV studies. The aim of this review was to
systematically assess the effect of FP/SAL FDC in COPD patients enrolled in Phase IV studies.

Areas covered: The question of this systematic review was to examine the evidence regarding the impact of FP/SAL
FDC for the treatment of COPD by searching for Phase IV studies in the ClinicalTrials.gov database.

Expert opinion: Generic drugs represent an effective cost-saving step for health care budgets in the treatment of COPD
and should be used in agreement with current recommendations and prescription accuracy. FP/SAL is recommended
for the initiation therapy just in a small percentage of symptomatic patients that are at high risk of exacerbation with
blood eosinophil counts >300 cells per pl. At follow-up FP/SAL FDC can be escalated to triple ICS/LABA/LAMA
combination or switched to LABA/LAMA combination by considering symptoms, exacerbations, lack of response to
ICS, inappropriate original indication, and ICS-related adverse events such as pneumonia.
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When will pulmonary function recover after rib fracture?
gAY g ay Aphyl) Addagl) Balaia)

Hwang EG, et al.
J Exerc Rehabil 2020 Feb 26;16(1):108-111.

Rib fracture is almost recovered with conservative management including oral medication. Pain is easily controlled
with medication, but physiologic function is not readily evaluated. This study is aimed to investigate the factors
influencing to recovery of pulmonary function test (PFT) and changes according to times after rib fracture. From
August 2015 to January 2018, medical records of patients with rib fracture were reviewed retrospectively. Factors
may influencing to recovery of PFT (age, chronic obstructive pulmonary disease, numbers of fractures, intercostal
nerve block) were evaluated, and serial (initial, 1 month, 2 months) changes of parameters PFT (forced vital capacity
[FVC], forced expiratory volume in 1 sec [FEV ], total lung capacity [TLC], vital capacity [VC]) for 2 months were
observed. Total patients were 60, and PFT was completed 38 and 27 patients after | month and 2 months respectively.
Mean age was 55.1 years (20-84 years) and mean numbers of fracture were 3.98 (1-11). Intercostal nerve block and
rib fixation were performed in 32 cases and 2 cases respectively. Age, numbers of fracture and intercostal nerve block
were not significant factors to changes of PFT. But chronic obstructive pulmonary disease was significant factor to
recovery of FEV | in 1 month. PFT was improved in FVC, FEV, through 2 months, and improved in TLC, VC in 1
month. This study showed the evidence and prognosis of physiologic recovery after rib fracture.
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Gastroenterology
Liaagll al V)

An observational study on long-term renal outcome
in patients with chronic hepatitis B treated with tenofovir disoproxil fumarate
B Gajall g ndl) 280 Glgil) uape die 1Y) Sasms Auglsl) iliil) Jga AB)se A
fumarate disoproxil tenofovir alaiiuls (palleal)

Lim TS, et al.
J Viral Hepat 2019 Oct 22.

In patients with chronic hepatitis B (CHB), long-term effects of tenofovir disoproxil fumarate (TDF) on renal function
have been controversial. This study aimed to analyze the real-world long-term effects of TDF on renal function in
Korean patients with CHB. We analyzed a cohort of 640 treatment-naive patients with CHB who were treated with
TDF between May 2012 and December 2015 at Severance Hospital, Seoul, Republic of Korea. The mean age was
48.3 years old, and 59.5% were male. The proportions of hypertension and diabetes mellitus (DM) were 11.6%
and 14.2%, respectively, and that of liver cirrhosis was 20.8%. During the 5 year follow up, using a linear mixed
model, serum creatinine increased from 0.774+0.01 mg/dL to 0.854+0.02 mg/dL (P<0.001), and eGFR decreased from
102.6+0.6 mL/min/1.73m? to 93.4+1.4 mL/min/1.73m? (P<0.001). In subgroup analysis, eGFR was statistically more
decreased in patients with age >60 than <60 years old (P=0.027), and in patients with diuretic use than without
diuretic use (P=0.008). In multivariate analysis, the independent risk factors for eGFR decrease >20% were baseline
eGFR <60 mL/min/1.73m? (P=0.034) and the use of diuretics (P<0.001). CHB patients on TDF experienced greater
reduction in renal function with age >60 and with diuretic use compared to those without these characteristics.
Baseline eGFR <60mL/min/1.73m? and use of diuretics were independent risk factors of eGFR decline of more than
20% on TDF therapy.
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Hypertriglyceridemia induced pancreatitis
pll B ASNA gl dayty pasaall uliSil Gilgal)

Ippisch HM, et al.
Pancreas 2020 Mar;49(3):429-34.

Objectives: Hypertriglyceridemia-induced pancreatitis is an important cause of acute pancreatitis (AP) in children,
which lacks established guidelines. The aim of this study was to review management approaches at a single pediatric
center.

Methods: This retrospective study included all inpatients younger than 21 years with AP and triglycerides (TG) of
1000 mg/dL or greater. A linear mixed effect model was used to calculate drop in TGs. The patient’s diet, intravenous
fluid (IVF) rate, insulin, and plasmapheresis were included in the model.

Results: Seventeen admissions were identified among 8 patients, average age 15 years (range, 6-19 years). Fifty
percent had recurrent AP and 29% of admissions had complications including 1 death. The population was primarily
female (75%), white (75%), and overweight, and 63% had diabetes. The median stay was 5.4 days. There were 14
approaches used with variations in IVF rates, insulin, plasmapheresis, and nill per os (NPO) versus feeds. Variables
that reduced TG’s were NPO, higher IVF rates, plasmapheresis, and insulin (P<0.05). Importantly, NPO reduced TGs
faster than those who started early nutrition.

Conclusions: Hypertriglyceridemia is an important cause of pancreatitis in children. This study shares a management
algorithm from a single institution. Larger studies are needed for more evidence-based guidelines.
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Neurology

Vitamin D status among patients
with drug-resistant and non-drug-resistant epilepsy
daizal) by Sairall c¥lA iy s D Calindl) ciliginea
grall (o dadlgall dalleall o

Jésus P, et al.
Int J Vitam Nutr Res 2020 Mar 13:1-5.

Background &aims: Epilepsy affects nearly 70 million people worldwide. Vitamin D deficiency may influence the
balance of certain epilepsies. The purpose of this study was to determine the vitamin D status and anthropometric
measurements of people with epilepsy (PWE), according to their pharmacosensitivity.

Methods: Forty-six PWE, with or without drug resistance, underwent nutritional assessment after giving consent.
Weight, body mass index (BMI), triceps skinfold thickness (TSF), fat mass (FM) and free fat mass (FFM) by
bioelectrical impedance analysis were measured. Serum vitamin D was determined without supplementation.
Deficiency was defined as a level <30 ng/mL. Statistical analysis involved Student t test, ANOVA and Chi2.
Results: Patients were aged 44.5+14.3 years, with 60.9% of drug-resistance. BMI was 28.7+£7.0, 2.2% were
malnourished and 30.4% obese according to the BMI. The average vitamin D level was 15.3£9.9 ng/mL, with 87.0%
of deficiency, and 40.0% of severe deficiency (<10 ng/mL). The TSF was higher in drug-resistant cases (p=0.03).
There was no link between drug resistance and anthropometric measurements, FM, FFM or vitamin D concentration.
Conclusions: Although limited in size, this study showed that PWE are more often obese. Vitamin D deficiency is
more common than in the general population, with a much higher prevalence of severe deficiency.
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Assessing the risk of seizures with chloroquine or hydroxychloroquine therapy
for COVID-19 in persons with epilepsy
hydroxychloroquine sl chloroquine alaiia) (gal Ciladia¥) igas jhad ands
gralls Gubadl ayall 58 COVID-19 (g gle 2

Pati S, et al.
Epilepsy Res 2020 Jun 11;165:106399.

Background: The goal of this systematic review is to assess the published literature for seizure risk with chloroquine
or hydroxychloroquine therapy in persons with and without epilepsy. With the COVID-19 pandemic, there is a
desperate need for treatment against the SARS CoV-2 virus. Chloroquine or hydroxychloroquine is one proposed
medication that has received substantial public attention. However, the package insert states that these medications
may provoke seizures in patients with epilepsy, and this has resulted in increased questions and anxiety in the epilepsy
community.

Methods: PubMed (1970 to March 27, 2020) and the Embase (1970 to March 27, 2020) were searched with the terms
chloroquine or hydroxychloroquine and seizure or epilepsy, convulsions, or status epilepticus. Selected studies were
reviewed, and the adverse drug reaction was classified.

Results: Only eleven out of 31 studies were deemed eligible for systematic analysis. For chloroquine, eligible studies
were- one prospective study(n=109), two case series(n=6), and six case reports. The dose of chloroquine ranged
between 100-500 mg/day, except in one patient with a seizure, who was after taking 1000 mg. For hydroxychloroquine,
there was one prospective observational study (n=631) and one case report. The clinical trials failed to find any
significant relation between seizures and chloroquine or hydroxychloroquine.

Conclusion: Although the package insert describes an increased risk of seizure, the systematic review highlights that
such a statement is not supported by class I evidence. Clinicians, therefore, need to understand that data regarding
this specific topic is limited to case series and case reports. There is no substantial evidence to suggest that these
medications can increase seizure risk.
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Endocrinology
acall 203l alyal

Relationship between free thyroxine and islet beta-cell function
in euthyroid subjects

g'éjm ¢ goadl Q\Jhgé U LAY didagg jall cpaSg il A8l

LiQ,etal.
Curr Med Sci 2020 Feb;40(1):69-77.

Thyroid hormones have a specific effect on glucose-induced insulin secretion from the pancreas. We aimed to
investigate the association between euthyroid hormones and islet beta-cell function in general population and
non-treated type 2 diabetes mellitus (T2DM) patients. A total of 5089 euthyroid participants (including 4601
general population and 488 non-treated T2DM patients) were identified from a cross-sectional survey on the
prevalence of metabolic diseases and risk factors in East China from February 2014 to June 2016. Anthropometric
indices, biochemical parameters, and thyroid hormones were measured. Compared with general population, non-
treated T2DM patients exhibited higher total thyroxine (TT4) and free thyroxine (FT4) levels but lower ratio of
free triiodothyronine (T3):T4 (P<0.01). HOMA-B had prominently negative correlation with FT4 and positive
relationship with free T3:T4 in both groups even after adjusting for age, body mass index (BMI) and smoking.
When analyzed by quartiles of FT4 or free T3:T4, there were significantly decreased trend of HOMA- going with
the higher FT4 and lower free T3:T4 in both groups. Linear regression analysis showed that FT4 but not FT3 and
free T3:T4 was negatively associated with HOMA-B no matter in general population or T2DM patients, which
was independent of age, BMI, smoking, hypertension and lipid profiles. FT4 is independently and negatively
associated with islet beta-cell function in euthyroid subjects. Thyroid hormone even in reference range could play
an important role in the function of pancreatic islets.
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Fixed-ratio combination of insulin and GLP-1 RA
in patients with longstanding type 2 diabetes
GLP-1 RA 5 oploa¥) (m dudll A5G A< Lial)
Gl elall G Jaail) o 1Y) Aligh YA uapa die

Blonde L, et al.
Diabetes Ther 2020 Mar 12.

Introduction: With longer duration and progression of type 2 diabetes (T2D), B-cell function deteriorates and insulin
therapy often becomes necessary. Glucagon-like peptide-1 receptor agonists such as lixisenatide that do not rely
only on B-cell function and glucagon suppression primarily, but also lower glucose by other (insulin-independent)
mechanisms such as delayed gastric emptying, may be appropriate adjuvant therapy to basal insulin in patients with
longstanding T2D.

Methods: We assessed the efficacy and safety of insulin glargine (iGlar) versus iGlarLixi, a fixed-ratio combination
of iGlar and lixisenatide, stratified by quartiles (Q) of T2D duration (<7.305 [Q1],>7.305 to <10.75 [Q2],>10.75 to
<15.67 [Q3], and >15.67 years [Q4]) in the LixiLan-L trial (N=736).

Results: Across all quartiles, the reduction in glycated haemoglobin was greater with iGlarLixi versus iGlar, and the
difference was most pronounced in patients with the longest duration (Q4; least squares mean difference [standard
error] - 0.62 [0.13], P<0.0001). Additionally, hypoglycaemia rates were significantly lower with iGlarLixi versus
iGlar in patients in Q4 (3.3 vs. 6.9 events/patient-year, P<0.0001).

Conclusion: iGlarLixi lowered glycated haemoglobin more versus iGlar regardless of T2D duration, with benefit
retained even among patients with the longest T2D duration.
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Infectious Diseases
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Diagnosis of biofilm infections in cystic fibrosis patients
oSl G iage i (Gganl) alidl) L) (andds

Hoiby N, et al.
APMIS 2017 Apr;125(4):339-343.

Chronic Pseudomonas aeruginosa biofilm lung infection in cystic fibrosis patients is the best described biofilm
infection in medicine. The initial focus can be the paranasal sinuses and then follows repeated colonization and
infection of the lungs by aspiration. The matrix of the biofilms is dominated by alginate and the pathogenesis of tissue
damage is immune complex-mediated chronic inflammation dominated by polymorphonuclear leukocytes and their
products (DNA, oxygen radicals and proteases). The P. aeruginosa biofilm infection can be diagnosed by microscopy
of lung tissue, sputum and mucus from the paranasal sinuses, where aggregates of the bacteria are found surrounded
by the abundant alginate matrix. Specific PNA-FISH probes can be used to identify P. aeruginosa and other pathogens
in situ in the biofilms. Growth of mucoid colonies from the locations mentioned above is also diagnostic for biofilm
infection. Rise of specific anti-P. aecruginosa antibodies is likewise diagnostic, IgG in serum in case of lung infection,
sIgA in saliva or nasal secretions in case of paranasal sinus infection. Similar approaches have been developed to
diagnose chronic biofilm infections in cystic fibrosis caused by other pathogens e.g., Stenotrophomonas, Burkholderia
multivorans, Achromobacter xylosoxidans and Mycobacterium abscessus complex.
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Hematology And Oncology

Significance of lymphocyte count, monocyte count, and lymphocyte-to-monocyte
ratio in predicting molecular response in patients
with chronic myeloid leukemia
Chaaglly Cliglaall) cpm dsilly Clangl) daad ciliglialll s g0

Capall (gsil) Galian) puye 2o At eyl g (b

Pepedil-Tanrikulu F, et al.
Clin Lab 2020 Mar 1;66(3).

Background: Chronic myeloid leukemia (CML) is a disease resulting from BCR-ABL gene fusion. It is possible
to monitor treatment by molecular testing for BCR-ABL. The lymphocyte-to-monocyte ratio (LMR) is a commonly
used marker associated with prognosis in various neoplasms. This study was performed to evaluate the relevance
of absolute lymphocyte count (ALC), absolute monocyte count (AMC), and LMR in predicting molecular response
status in patients with chronic phase CML.

Methods: Samples submitted to our hematology laboratory for BCR-ABL testing between April 2012 and October
2018 were retrospectively reviewed. Concurrent hemogram testing together with the results of quantitative reverse
transcriptase-polymerase chain reaction were noted. Data were grouped according to molecular response status and
the ALC, AMC, and LMR were compared among patient groups.

Results: A total of 224 samples from 95 patients were included in the study. Analysis revealed differences between
groups when newly diagnosed patients were compared with patients undergoing treatment, regardless of response
status. However, analyzing the groups according to molecular response status failed to reveal differences in ALC,
AMC, or LMR.

Conclusions: ALC, AMC, and LMR are not potential biomarkers for predicting molecular response status in patients
with chronic phase CML.
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Rheumatology And Orthopedics
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Recent advances in the diagnosis and management
of giant cell arteritis

Esal) Gludl Glgl) Nl iy paddl A 5l af) gl

Serling-Boyd N, et al.
Curr Opin Rheumatol 2020 Mar 9.

Purpose of review: Giant cell arteritis (GCA) has classically been diagnosed by temporal artery biopsy and treated
with high-dose, long-term glucocorticoid therapy. Noninvasive imaging increasingly is employed for diagnostic
purposes, but further studies are needed to determine the role of imaging in monitoring longitudinal disease activity.
Glucocorticoid-sparing therapy mitigates the numerous adverse effects of glucocorticoids. This review addresses
new developments in these areas.

Recent findings: For diagnosis, when performed at a center with expertise in its use, temporal artery ultrasound
has an estimated sensitivity and specificity of 78 and 79%, respectively. State-of-the-art time-of-flight PET/
computed tomography (PET/CT) has an estimated sensitivity and specificity of 71 and 91%, respectively. The
sensitivities of both imaging modalities decrease following glucocorticoid administration. Tocilizumab is an effective
glucocorticoid-sparing therapy, demonstrating sustained glucocorticoid-free remission in 56% of patients receiving
weekly tocilizumab compared with 18% of patients receiving a 52-week prednisone taper. The traditional acute phase
reactants are of no value in patients treated with interleukin-6 receptor (IL6-R) blockade, and thus, the development
of new biomarkers is an important priority in the field.

Summary: Noninvasive imaging techniques are increasingly used in the absence of temporal artery biopsy
to confirm diagnostic suspicions of GCA. Tocilizumab reduces the cumulative glucocorticoid exposure and
increases the rate of sustained remission. Ongoing efforts are directed towards new methods to identify disease
flares.
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Topical diclofenac, an efficacious treatment
for osteoarthritis
Ulad dallas :Laaga diclofenac aladiu)
‘_:A.»AM\ ‘_,A.Eai\ ol s ‘_fﬁ

Bariguian Revel F, et al.
Rheumatol Ther 2020 Feb 21.

Multiple head-to-head trials have demonstrated that topical nonsteroidal anti-inflammatory drugs (NSAIDs),
including topical diclofenac, provide at least equivalent analgesia, improvement in physical function, and
reduction of stiffness compared with oral NSAIDs in osteoarthritis and have fewer systemic adverse events.
While efficacy of topical diclofenac in osteoarthritis is well established, understanding of the time to onset
of action, duration of effect, and the minimum effective concentration is limited. Factors likely to influence
these parameters include drug penetration and localization. Diclofenac concentrations in the joint tissues are
likely to be more relevant than plasma concentrations. However, although diclofenac penetrates and is retained
in these «effect compartments» at the site of inflammation and drug activity, no specific minimum effective
concentration of diclofenac in plasma or synovial tissue has been identified. Recent evidence suggests that
a reduction in inflammatory markers may be a better predictor of efficacy than plasma concentrations. This
narrative review explores existing evidence in these areas and identifies the gaps where further research is
needed. Based on our findings, topical NSAIDs such as diclofenac should be considered as a guideline-supported,
generally well-tolerated, and effective first-line treatment option for knee and hand OA, especially for older
patients and those who have comorbid conditions and/or risk factors for various systemic (gastrointestinal,
hepatic, renal, or cardiovascular) adverse events associated with oral NSAIDs, particularly at high doses and
with long-term use.
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Urology And Nephrology
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Utilization of imaging for staging in bladder cancer: is there
a role for MRI or PET-computed tomography?
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Cipollari S, et al.
Curr Opin Urol 2020 Mar 9.

Purpose of review: Accurate staging of bladder cancer is essential to guide appropriate management. In this review,
we discuss the principles, applications and performance of multiparametric MRI (mpMRI) and PET-computer
tomography (PET-CT) for local and distant staging of bladder cancer.

Recent findings: Bladder mpMRI has a high diagnostic performance in local staging of bladder cancer, superior to
other imaging modalities. It can accurately differentiate muscle invasive bladder cancer (MIBC) from non-MIBC
(NMIBC), as well as <T2 from >T3 stages. mpMRI can be used to assess pelvic lymph nodes, although its sensitivity
is relatively low. For the assessment of the upper urinary tract, CT urography is the imaging modality of choice.
magnetic resonance urography is a viable alternative to CT in selected cases. Although PET-CT is accurate for nodal
and distant staging of bladder cancer, there is no clear evidence on its superior diagnostic performance compared with
contrast-enhanced CT.

Summary: mpMRI is the most accurate imaging modality for local staging of bladder cancer, capable to accurately
distinguish MIBC from NMIBC. Nodal and distant staging relies primarily on contrast-enhanced CT.
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Relationship between serum uric acid level and vascular
injury markers in hemodialysis patients
Lo gl ) Claulgy Jaall A Joadl Gans Gligina o ABMal)

Gl Jadl) e e
Harada M, et al.
Int Urol Nephrol 2020 Jun 17.

Purpose: It has been reported that hyperuricemia causes vascular endothelial injury. Most hemodialysis patients
present with hyperuricemia and also with vascular injury, resulting in cardiovascular diseases (CVD). However, the
association of serum uric acid (SUA) with vascular injury markers in hemodialysis patients remains unclear. This
study aimed to investigate this and discuss the mechanism by which uric acid causes vascular injury.

Methods: We enrolled 48 Japanese maintenance hemodialysis patients without any history of CVD. The association
between sUA level and three vascular injury markers (reactive hyperemia index [RHI], ankle-brachial index [ABI],
and cardio ankle vascular index [CAVI]) was investigated by linear- and logistic regression analyses.

Results: The median natural logarithm RHI (LnRHI) was 0.36. Linear regression analysis revealed a significant
positive correlation between sUA level and LnRHI (f=0.42, p=0.001) in all patients. Moreover, a significant, strongly
positive correlation was observed between sUA and LnRHI in patients who were treated with xanthine oxidase
inhibitors (XOIs) (f=0.75, p=0.001). Further, the linear analysis showed a significant negative correlation between
sUA level and CAVI in patients who were treated with XOlIs (f=- 0.52, p=0.049). sUA level was not significantly
associated with ABI abnormality.

Conclusions: It is possible that a high level of sUA is significantly associated with better vascular endothelial
function and condition of vascular tone in hemodialysis patients who were treated with XOlIs. The findings suggest
a significant paradox between sUA level and vascular endothelial function in hemodialysis patients; however, the
opposite has been reported in patients without hemodialysis.
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Dermatology
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Ozone therapy promotes the differentiation of basal keratinocytes
via increasing Tp63-mediated transcription of KRT10 to improve psoriasis
Ao ) LSl LAY Slail daaal) 053500 dadlaall 58
@ilal) daall cls Gawad 2 TP63 2 dalgiall 10 Gl & L) 8045 e
Gao L, et al.
J Cell Mol Med 2020 Mar 13.

Psoriasis is a chronic immune-mediated inflammatory dermatosis. Recently, ozone therapy has been applicated
to psoriasis treatment; however, the mechanism by which ozone therapy improves psoriasis remains unclear. The
excessive proliferation and the differentiation of basal keratinocytes have been considered critical issues during
pathological psoriasis process, in which keratin 6 (KRT6) and KRT10 might be involved. In the present study, KRT6,
IL-17 and IL-22 protein within psoriasis lesions was decreased, while KRT10 and Tp63 protein in psoriasis lesions
was increased by ozone treatment in both patient and IMQ mice psoriatic tissues. In the meantime, ozone treatment
down-regulated KRT6 mRNA and protein expression while up-regulated KRT10 mRNA and protein expression
within IL-22 treated primary KCs; the cell viability of KCs was suppressed by ozone treatment. Moreover, Tp63
bound to KRT10 promoter region to activate its transcription in basal keratinocytes; the promotive effects of ozone
on Tp63 and KRT10 were significantly reversed by Tp63 silence. Both TP63 and KRT10 mRNA expression were
significantly increased by ozone treatment in psoriasis lesions; there was a positive correlation between Tp63 and
KRT10 expression within tissue samples, suggesting that ozone induces the expression of Tp63 to enhance the
expression of KRT10 and the differentiation of keratinocytes, therefore improving the psoriasis. In conclusion, the
application of ozonated oil could be an efficient and safe treatment for psoriasis; ozone promotes the differentiation
of keratinocytes via increasing Tp63-mediated transcription of KRT10, therefore improving psoriasis.
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Otorhinolaryngology
syaiadly Ca¥ly 3V (al yal

Using polymerase chain reaction to human papillomavirus
in oral and pharyngolaryngeal carcinomas

HPV L) Ladal) )y o) g o 23S 5paadd sl Al Jo L a)adin)
A agald) ey

Alvarez Alvarez 1, et al.
Am J Otolaryngol 1997 Nov-Dec;18(6):375-81.

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

Materials and methods: After DNA extraction, samples underwent 40 replication cycles with specific oligonucleotide
primers corresponding to sequences from the E6 open-reading frame of HPV-6b, HPV-16, and HPV-18. To determine
the E6 genomic integration, positive samples were processed with specific primers for the corresponding HPV L1
genes. Genomic HPV DNA clones into PBR 322 was used as positive control.

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

Uan Gigas anad & human papillomavirus 4dall duelal) eb_g%” Cilag yd dpali (3 algll Hoall Ao Baalyie JVa Hilgh :Ciagd) Casd
oo Bl alladdl e &Y galdly adll il impe (e 56 (53l Ciliog il 024 e 3mg sleaicd Al s38 b s il )
PCR hadsil dluls Jelis Dla
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Clijse (e Aesi 5Alsr e AnladY) Sliall dallae caci 38 (B6 il ysall JAnY) Gigaa yasily JHPV-18 5 HPV-16 <HPV-6b
Aalay) )55€ PBR 322 V HPV DNA et alasiad & L4354l L1 HPV
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Identification and incidence of fungal strains in chronic rhinosinusitis patients
carall i) gl Gilgdl) el A shadl) (93 3599 Ay yaa

Dosa E, et al.
Acta Microbiol Immunol Hung 2002;49(2-3):337-46.

The fungal revolution taking place in otorhinology inspired us to study the frequency of occurrence of fungi in the
nasal mucus of chronic rhinosinusitis (CRS) patients (with or without polyposis) in order to evaluate the incidence of
eosinophilic fungal sinusitis in CRS patients. Ninety-six samples were examined from patients with CRS. In 74 cases
mucus was collected non-invasively, and in 22 cases during operation. The Gram-stained direct smears of all samples
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were also evaluated. Bacteria and fungi colonizing in the mucus were detected by culturing method. The control
group consisted of 50 healthy volunteers. Typical aerobic pathogenic bacteria could be isolated from 34 patients.
Fifty-seven aerobic bacteria were isolated, i.e. 1.6 bacteria/positive patient with a maximum of 3 different bacteria/
sample. The most frequently isolated bacteria were Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae,
Streptococcus pneumoniae, and Haemophilus influenzae. Yeasts and moulds could be detected from 79 patients
(83%): Candida albicans, Candida spp., Aspergillus spp., Cladosporium spp, and Penicillium spp. were isolated most
frequently. Altogether 237 yeasts and moulds were isolated, i.e. 3.0 different fungi/positive patient, with a maximum
of 5 different fungi/sample. In the control group aerobic pathogens were not isolated, only apathogenic species. Fungi
were isolated from 22 healthy patients (44%). These data indicate that fungi are frequently involved in the aetiology
of CRS. IgE-medicated hypersensitivity to fungal allergens could not be proven in our patients.
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Psychiatry

o] lall

The association of cognitive performance and IL-6 levels
in schizophrenia is influenced by age and antipsychotic treatment
6-CnSsLBY) Ciligiuag mall o)) o Al 3
O Baliaal) dallaally ausell jany aladll ase dic

Ribeiro-Santos R, et al.
Nord J Psychiatry 2019 Nov 18:1-7.

Aims: Recent findings suggest that cognitive impairment can be associated with inflammation and immune changes
in schizophrenia. We aimed to study possible associations between cytokine levels and cognitive performance in a
sample of patients with schizophrenia.

Methods: Cognition was assessed with the brief assessment of cognition in schizophrenia in 63 clinically stable
outpatients with schizophrenia. Blood was collected and cytokines (IL-2, IL-4, IL-6, IL-10, IL-17A, TNF-a, IFN-y)
were measured by cytometric bead array method. Psychopathological scales were also applied.

Results: 1L-6 correlated negatively with general cognitive performance (rho= -0.395, p=0.017) and positively
with antipsychotic dose (rho=0.412, p=0.004). Multiple regression analysis showed that cognitive performance is
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associated with age and antipsychotic dose (p=0.000 and p=0.033).
Conclusion: The association between IL-6 levels and cognitive performance is dependent on age and antipsychotic dose.
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Ophthalmology
£
Inhibitory effect of valsartan on pterygium fibroblasts

pterygium 8kl 8 L) Lag ) LAY o valsartan slsal dadall cily
Kiigiik E, et al.
Cornea 2020 Jun 16.

Purpose: Angiotensin receptor blockers (ARBs) were shown to have antifibrotic properties in ocular and systemic
diseases. In this study, our aim was to investigate the effect of an angiotensin receptor blocker, valsartan, on pterygium
fibroblasts and compare this effect with that of mitomycin C (MMC).

Methods: Pterygium tissue samples were obtained from 3 patients during surgical excision. Primary cultured
pterygium fibroblasts and 1929 cell cultures were treated with different concentrations of MMC and valsartan.
Results: The cell viability decreased with increasing concentrations of valsartan at 48 hours for both cell types.
MMC inhibited the proliferation of both cell types at 48 hours. Both agents significantly decreased the cell migration
of the 2 cell types, although it was more prominent in the MMC-treated group.

Conclusions: Valsartan inhibited the proliferation and migration of pterygium fibroblasts. The known favorable
safety profile of these drugs and the results of this study showing inhibitory effect on pterygium fibroblasts make
valsartan a potential therapeutic agent for pterygium treatment.
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