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ince the first reported benefits of cortico-

steroid prescribing in 1972, many studies

have shown that pre-natal corticosteroid

can reduce morbidity and mortality in pre-

term infants. But the ideal diet for prescrib-

ing corticosteroids is still uncertain. Because

corticosteroid efficacy has not been well es-
tablished before 7 days, some doctors use prenatal cor-
ticosteroid therapy on a weekly basis when the risk of
preterm delivery is still present. There is evidence that re-
peated embryonic contact with corticosteroids may not
only be unprofitable, it is also dangerous, and there are
worries about the adverse effects of birth rates especially
on the head circumference, followed by impaired nervous
evolution. A case-control study was conducted in a pro-
spective study from 2015 to 2017. The study was per-
formed on single-parent mothers who were referred only
to preterm delivery in the 28th to 33rd weeks of gesta-
tion. These mothers were treated with corticosteroids in
order to prevent complications of preterm delivery in two
groups of 23 patients. Mothers who visited weekdays re-
ceived a betamethasone course, and mothers who visited
couples on weekdays received betamethasone at weekly
intervals if they continued to receive remission and failed
to deliver. At birth, the height, head circumference and
weight of the newborns were measured and compared,
and also the complications of obesity were assessed. At
one year, growth parameters were measured and com-

pared in two groups, and in addition the neurodevelop-
mental condition was tested CLAMS / CAT were reviewed
and compared. The results of this study did not show the
inhibitory effect of corticosteroid therapy on birth rates,
which, unlike many animal and human studies, showed
a significant reduction in the subsequent growth indices
in the Crotone group. Although one of the goals of pre-
natal corticosteroid treatment is to achieve more benefi-
cial pulmonary effects, this study did not improve the ad-
ministration of recurrent prognosis in premature infants.
Concerns about the association between smaller head
sizes due to corticosteroid treatment and impaired brain
development in animal models and some human studies
have been shown. But there is still no evidence to support
this hypothesis. Our study also did not address frequent
pre-natal coronary events, along with an increase in the
incidence of neurodegenerative disorders. In this study,
the effect of repeated administration of corticosteroid on
the time of birth and some complications of obesity have
been investigated and a one-year follow-up examines the
effect of weekly treatment on neurodevelopmental pa-
rameters and compares them between the two groups.
In the present study, the sex composition of neonates was
similar at birth and at one year of age, and there was no
significant difference.
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esde los primeros beneficios informados

de la prescripcion de corticosteroides en

1972, muchos estudios han demostrado
que los corticosteroides prenatales pueden reducir la mor-
bilidad y la mortalidad en los recién nacidos prematuros.
Pero la dieta ideal para la prescripcion de corticosteroides
todavia es incierta. Debido a que la eficacia de los corti-
costeroides no ha sido bien establecida antes de los 7 dias,
algunos médicos usan la terapia prenatal de corticosteroi-
des semanalmente cuando el riesgo de parto prematuro
todavia esta presente. Existe evidencia de que el contacto
embrionario repetido con corticosteroides no solo no es
rentable, sino que también es peligroso, y existe preocu-
pacién por los efectos adversos de las tasas de natalidad,
especialmente en la circunferencia de la cabeza, seguida
de una evolucion nerviosa alterada. Se realizd un estudio
de casos y controles en un estudio prospectivo de 2015
a 2017. El estudio se realizd en madres monoparentales
que fueron derivadas solo a partos prematuros en las se-
manas 28 a 33 de gestacion. Estas madres fueron trata-
das con corticosteroides para prevenir las complicaciones
del parto prematuro en dos grupos de 23 pacientes. Las
madres que visitaron los dias de la semana recibieron un
curso de betamethasone, y las madres que visitaron pa-
rejas los dias de la semana recibieron betamethasone a
intervalos semanales si seguian recibiendo la remisién y no
cumplian. Al nacer, se midieron y compararon la altura, la
circunferencia de la cabeza y el peso de los recién nacidos,
y también se evaluaron las complicaciones de la obesidad.
Al afio, los pardmetros de crecimiento se midieron y com-
pararon en dos grupos Yy, ademas, se evalud la condicion
de desarrollo neuroldgico, se revisaron y compararon las
CLAMS / CAT. Los resultados de este estudio no mostra-
ron el efecto inhibitorio de la terapia con corticosteroides
en las tasas de natalidad, que, a diferencia de muchos
estudios en animales y humanos, mostré una reduccién
significativa en los indices de crecimiento posteriores en
el grupo de Crotone. Si bien uno de los objetivos del tra-
tamiento con corticosteroides prenatal es lograr efectos
pulmonares mas beneficiosos, este estudio no mejoro la
administracion del pronoéstico recurrente en los bebés pre-
maturos. Se han mostrado inquietudes acerca de la aso-
ciacion entre tamanos de cabeza mas pequefios debido al
tratamiento con corticosteroides y al desarrollo cerebral
deficiente en modelos animales y algunos estudios en hu-
manos. Pero todavia no hay evidencia para apoyar esta
hipotesis. Nuestro estudio tampoco abordd los eventos
coronarios prenatales frecuentes, junto con un aumento
en la incidencia de trastornos neurodegenerativos. En este
estudio, se investigo el efecto de la administraciéon repe-
tida de corticosteroides en el momento del nacimiento y
algunas complicaciones de la obesidad, y un seguimiento
de un afio examina el efecto del tratamiento semanal en
los parametros del desarrollo neurolégico y los compara
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entre los dos grupos. En el presente estudio, la composi-
cion sexual de los neonatos fue similar al nacer y al afio de
edad, y no hubo diferencias significativas.

Palabras clave: corticosteroide, evolucién neural, pre-
maturos.

reterm labor is defined as the birth of a baby
before 37 weeks or 259 days. This situation
complicates 12% of births in the United
States, accounting for 85% of birth-related deaths. Ap-
proximately 20% of cases are intentional preterm deliver-
ies due to maternal or fetal indices such as intrauterine
growth restriction, preeclampsia, peripheral placenta, fetal
abnormal tests, among other cases 20-30% due to amni-
otic fluid infection, and 20 to 30% are without cause’.

Economic Impact of Early Labor: The financial resources
used to maintain low birth weight infants are one of the
economic losses due to early childbirth. Many causes can
be cited for early childbirth. Studies show that 28% of births
below 37 weeks are due to medical or pregnancy outcomes.
Specific gestational periods are from 6 to 13 weeks of gesta-
tion; whether mild and spotting or severe, such as menstru-
ation, with loss of gestation Before 24 weeks, premature
delivery and placental separation are associated'.

The mental and physical stress of the mother is rarely ex-
amined, but it seems to be significant. Stress followed by
high levels of maternal cortisol with unexplained preterm
labor. Repeated, familial and racial preterm births have led
to the role of genetic causes in the development of this
disease. In addition to painful or painless uterine contrac-
tions, symptoms such as pressure in the pelvis, cramps
such as menstrual cramp, watery or vaginal discharge and
pain in the lower back of the womb is associated with
preterm labor. Because these symptoms are also seen in
normal pregnancies as well as symptoms much earlier
than the onset of the early delivery process, the diagnosis
of preterm delivery is often not timely by the patient or
doctor. In some studies, genital tract infection has been
reported as a cause of early delivery, and in some with
trichomoniasis or candidiasis of the vagina at 24-28 weeks
of gestation, the risk of preterm labor was not increased.
In various studies, it was found that gingival infection
caused 7 times the risk of preterm delivery in women with
a healthy age group'.

The use of corticosteroids 24 hours before birth can reduce
the incidence and severity of intraventricular hemorrhage,
and studies have shown that corticosteroid premature use
of mortality rate, respiratory distress and intraventricular
hemorrhage in preterm neonates born between It reduces
24 to 33 weeks, and its beneficial effect increases with
surfactant therapy. Positive effects of corticosteroids in
premature infants who develop rupture of the embryo
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are also proven. The type of corticosteroid used may be
important, although both betamethasone and dexameth-
asone pass through the active forms in their forms, but
the half-life of betamethasone is longer because the be-
tamethasone release volume is larger and is much more
slowly cleared. In addition, although both compounds
reduce respiratory distress, it is only betamethasone that
reduces mortality and dexamethasone has no positive ef-
fect on third and fourth degree bleeding in infants’.

Betamethasone decreases the incidence of localized lum-
bar spinal cord, but dexamethasone does not have this ef-
fect. Therefore, today a new debate has been made on the
choice of the type of birth control corticosteroid and many
studies are under way. The effects of other drugs, such as
phenobarbital, vitamin k, vitamin E and indomethacin, on
the reduction of intracranial hemorrhage, whether mater-
nal or neonatal use, are still under discussion. Of course,
some studies have shown that magnesium sulfate may
have a lowering effect on intraventricular hemorrhage.
Evolution is not determined solely by genetics and, on the
other hand, is not only influenced by the environment'.
At present, the bio psychosocial model demonstrates the
importance of external and internal factors?.

case-control study was conducted
in a prospective study from 2015 to
2017. The study was performed on
single-parent mothers who were referred only to preterm
delivery in the 28th to 33rd weeks of gestation. These
mothers were treated with corticosteroids in order to pre-
vent complications of preterm delivery in two groups of
23 patients. Mothers who visited weekdays received a be-
tamethasone course, and mothers who visited couples on
weekdays received betamethasone at weekly intervals if
they continued to receive remission and failed to deliver.
Systemic diseases of the mother such as epilepsy, diabetes
and hypertension, and the description of the use of cer-
tain medications, as well as the presence of complications
of pregnancy, limited intrauterine growth and apparent
abnormalities of the embryo removed the study. At birth,
the height, head circumference and weight of the new-
borns were measured and compared, and also the com-
plications of obesity were assessed. At one year, growth
parameters were measured and compared in two groups,
and in addition the neurodevelopmental condition was
tested CLAMS / CAT were reviewed and compared3#.

his case-control study was performed on 32
preterm infants in the control group (18 boys
and 14 girls) and 23 preterm infants in the case
group (13 males and 10 females). The two groups were
compared in terms of sex composition with K2 test, which
according to Pv = 0.98, there was no significant difference
between the two groups. In the control group, follow-up
was not possible after one year in a newborn, and seven
other infants died in this group; in the case group, two
infants died due to sepsis. Finally, in the control group,
14 boys and 11 girls were re-visited after one year. In the
case group, 11 boys and 10 girls were examined. After
one year, there was no significant difference in gender
composition between the two groups. (Pv = .08).

The mean age of mothers in the control group was 26
+ 4 and in the case group was 26.76 = 4.5, which was
not significantly different between the two groups using
t-test. (Pv = 0.54). The mean weight of mothers in the
control group was 70.6 + 3.3 and in the case group was
72.4 + 3.2, which was not significantly different between
the two groups. (Pv = .07).

The mean gestational age at the time of receiving the first
course of corticosteroid in mothers treated with a corti-
costeroid period (control group) was 30.84 + 2.2 weeks,
and in the mothers treated with more than one course
of corticosteroid (case group) 29.3 + 1.4 weeks. Regard-
ing the distribution of these data, the normal distribution
of these data was compared with T.test test. According
to the value of Pv = 0.01, there was a significant differ-
ence between the two groups. In this way, the gestational
age was significantly lower for corticosteroid therapy in
mothers receiving repeated courses than mothers receiv-
ing corticosteroids.

The mean age of gestational age in the control group was
31.45 £ 2.1 and 32.7 £ 1.2 weeks in the case group, with
respect to pv =9% no significant difference was found
between the two groups and the two groups of opinion.
The mean pregnancy was consistent at birth.

Mean Apgar score of 5 neonates in the control group was
7.44 £ 1.6 and in the case group was 8.13 + 0.9, and,
due to the non-normal distribution of the data in the two
groups, as well as the independence of the data, Mann-
Whitney test used. But there was no significant difference
between the two groups. The mean birth weight of the
infants in the control group was 1543.13 + 4.8 grams and
18887.8 £311grams in the case group, respectively. Using
t-test with respect to pv =0.001, there was a significant
difference between the birth weight of the newborns in
the two groups Was obtained. The birth weight of the
infants in the case group was significantly higher than the
control group. Considering the fact that variable weight is




affected by various maternal, embryonic and environmen-
tal factors, this study attempts to homogenize the ma-
ternal and fetal factors affecting the mother, parity and
sex of the infant, but it can not be the influence of other
contributing factors that we did not control was not taken
into account.

The mean of head circumference at birth was 29.54 + 1.8
c¢m in the control group and 30.28 £ 1.5 in the case group,
and no significant difference was found between the two
groups by the t-test. The mean height of the infants At
birth, the control group was 41.3 £ 3.7 cm in the control
group and 44.2 = 3.7 in the case group, and using t-test
and p = 0.006, the difference was significant. Thus, the
height of infants in the case group is significantly higher
than the height of infants in the control group.

From the above information, it is shown that in addition
to birth weight, height of infants in the group receiving re-
peated treatment (case) was significantly higher than the
control group, but the size of the round head was not sig-
nificantly different between the two groups. In newborns
with a higher weight and height, it is expected that the
two headings are more suitable for them. In this study, the
difference between the two groups was not achieved and
the head circumference did not follow the weight and
height. All of these newborns were re-visited after one
year. The mean height, head circumference and weight
were measured and compared by t-test. The mean weight
of the one-year-olds in the control group was 9138 + 632
g and in the case group was 8872 + 500 g. According
to P =0.1, the difference between the two groups was
not significant. The mean head circumference in one year
old infants was 42.9 + 1.5 and 42.3 + 0.8 in case group,
and according to pv =0.1, the difference between the two
groups was not significant. The mean height at one year
of age in infants in the control group was 79.2 = 2.7 and
in the case group was 77.8 + 1.8 cm. According to pv
=0.04, the difference between the two groups was statis-
tically significant.

The results of this study indicated that the lambs of the
control group at one year of age were significantly higher
than the infants of the case group and this difference was
statistically significant. In case group weights and head
circumference were significantly higher in the control
group Most of the infants were case group, but there was
no significant difference. In general, it can be indicative
of a long-term reductive effect on growth indices for the
treatment of corticosteroid recurrence.

The mean of children under 10th percentile of growth
chart for each growth parameter at one year was ob-
tained in two groups and compared with k? test. The two
groups were compared with children under 10 years of
age at one year of age with chi square test, which accord-
ing to pv = 0.0, there was a significant difference between
the two groups. Two groups were compared in terms of
frequency of children with head circumference below the
10th percentile at the age of one with Fisher’s test, which

according to pv =0.03, there was a significant difference
between the two groups.

Finally, two groups were compared with the k? test for chil-
dren under 10 percentiles at one year of age. According to
pv =0.04, there was a significant difference between the
two groups. It can be seen from the above information
that the prevalence of lactation under the 10th percen-
tile for all growth parameters in case group at one year
was significantly higher than that in the control group. To
evaluate the status of neural evolution in CLAMS / CAT
groups. This test provides a quantitative assessment of
evolution in the field of verbal and verbal skills. In other
words, it evaluates the cognitive branch of evolution. The
CLAMS method is used to assess verbal abilities, and the
CAT includes examining skills equal to or greater than 70
normal, and score less than 70 as abnormal.

In this study, 7 infants in the control group (28%) and 7
infants in the case group (33.3%) scored less than 70.
These findings were analyzed by K? test and, according
to PV = 0.06, the difference between the two groups was
not significant. In this study, contact with frequent pre-
natal cortex was not associated with an increase in the
incidence of developmental-neurological disorders in the
first year of life.

Table 1: Frequency distribution of natural and abnormal
nerve development in the control and case groups

normal abnormal Total
. 18 7 25
Witness 72% 28% 100%
Case 14 7 21
66.7% 33.3% 100%

Frequency of complications due to prematurity among in-

fants in two groups:

Respiratory Distress Syndrome (RDS)): One of the cases
that was compared among the infants in the two groups,
the information on which is given in Table 2.

Table 2: Relative frequency of RDS in neonates born in both
control and control groups

NO RDS Mild RDS Sever RDS
Witness 7 17 8
Case 9 11 3

This information was analyzed by k? test and according to
PV =0.3, no significant difference was found between the
two groups. Of course, it should be noted that three of
the infants in the control group died from severe RDS. All
3 newborns had a gestational age of less than 32 weeks,
and two of them were boys and girls. The Apgar score
was less than 7 in every 3 infants.

Necrosis colitis (NEC): In the neonates, the two groups
were evaluated. In the control group, 3 infants were in-
fected with NEC, while in the case group NEC cases were
not observed. These results were analyzed by Fisher test
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and, with respect to PV =0.2, no significant difference was
found between the two groups. All 3 cases of NECs died.
All of whom had gestational age less than 30 weeks, and
two of them were boys and one girl.

It can be seen from this review that in this study, the ad-
ministration of recurrent courses of corticosteroid had no
effect on the incidence of complications, and no signifi-
cant difference was found between the two groups. Per-
haps prescribing recurrent corticosteroids before and after
birth has a negligible but significant effect on reducing
the severity of the complications studied in this study, with
3 of the severe RDS cases in the control group and 3 of
those who died due to NEC in the same group, but the
RDS in the case group received Corticosteroid recurrence
did not cause death before birth and there was no case of
NEC in the group.

Of course due to the lower gestational age in infants who
died due to RDS and NEC, prematurity may have put them at
higher risk of death. In this study, 3 infants were diagnosed
with RDS due to RDS, 3 were due to NEC, and one died from
sepsis. In the case group, 2 people died due to Sepsis.

n this study, the effect of weekly repeated admin-

istration of corticosteroid on the amount of birth

time and a series of complications of obesity was
investigated and compared with the one-year follow-up
of weekly treatment on growth parameters and neuro-
developmental parameters. In the present study, the sex
composition of neonates was similar at birth and at one
year of age, and there was no significant difference. Be-
cause some of the complications of obesity, especially the
neonatal respiratory distress syndrome in men are higher,
the effect of gender has been eliminated as a confound-
ing factor. The mean gestational age at birth was similar
between the two groups, and no statistically significant
difference was found between the two groups. The mean
of Apgar 5 minutes was similar between neonates in both
groups. Therefore, the neonatal characteristics of the two
groups were similar in terms of gestational age at birth,
sex, and Apgar score of 5 minutes. The maternal charac-
teristics of the two groups in terms of age, weight, par-
ity and socioeconomic status were similar between the
two groups, and no statistically significant difference was
found. In this study, gestational age was significantly lower
when receiving the first course of corticosteroid in moth-
ers undergoing recurrent corticosteroid therapy than the
mothers receiving corticosteroid therapy. Potential vari-
ables may already be responsive to this relationship, for
example, the unfavorable history of previous pregnancies,
such as a history of preterm delivery or frequent abortions,

encourages the physician to prescribe corticosteroids from
the lower gestational age to follow complications.

In our study, the mean birth weight of infants in the case
group was significantly higher than that in the control
group (receiving a course of corticosteroid). The results
from our study are quite contradictory with the results
of most animal and human studies, including Bank and
French (5 and 6), and they question the effect of cortico-
steroid suppression on growth. In an observational study
in Australia, French and his colleagues it was reported
that birth weight and head circumference decreased with
increasing the number of corticosteroids. In this study,
women who received corticosteroid courses had long-
term complications of pregnancy, and the underlying
conditions may have affected fetal development, and the
study could not have been between the potential growths
constraints of these conditions and the potential effects of
corticosteroid treatment. In this study, in addition to birth
weight, height of the infants in the receiving group was
significantly higher than the control group, but the size of
the round head did not differ between the two groups.
In the study of Bank®, there was no difference in head
circumference but indicated a lower birth weight in the
corticosterone recipient group. In the studies of Haas and
Stephen (7 and 8), the birth weight was similar between
two groups (receiving a course and receiving courses of
corticosteroid). In a study by Kumar?, a study was con-
ducted to evaluate the association between prognosis of
neurodegenerative development and recurrent cortico-
steroid treatment. Also, birth rates (height, weight, and
head circumference) are similar between the two groups.
In these studies, similar to our study, we did not show a
reduction in the effect of duplicate corticosterone therapy
on birth-timing. This study shows that repeated corti-
sone has a long-term effect on growth indices, and the
lacerations of the repeat treatment group, although ini-
tially weighted and taller, were smaller after one year. Of
course, for the definitive conclusion, follow-up of these
infants should be carried out at an early age, which is
hoped to be considered in other studies. The result of our
study is to evaluate growth parameters at one year with
the results of previous studies with a different course of
corticosteroid. In two recent follow-up studies of children
receiving a prenatal corticosteroid, a follow-up group of
up to 12 years old’ and another group of 20 years of age®
showed a difference in mean physical growth between
the treated group and the untreated group. Not yet the
study did not address frequent pre-natal coronary events,
along with an increase in the incidence of neurodevelop-
mental disorders in the first year of life. The result of the
present study is similar to previous studies, both the study
of corticosteroid course and most of the studies related to
the many courses of corticosteroids.

In a follow-up study of 12 year-old women, corticosteroids
had no significant effect on neurodegenerative status'®.

In another study, up to the age of 20, corticosteroid had
no adverse effect on the pre-natal development, and the




difference between the control and the control group Pa-
tients treated with betamethasone was not in the capacity
of cognitive capacity and intelligence’.

The lack of correlation between pre-natal corticosteroid
therapy and the development of neurodevelopmental dis-
orders in this study were similar to that of the French®
and Kumar* studies, but contrary to the findings of Hock’s
review!'".

There is still no evidence to support the hypothesis that
multiple postpartum corticosteroid periods can cause
neurodevelopmental disorder and, given that the num-
ber of children surveyed and the duration of follow-up
in studies are low, more detailed studies are needed and
Prolonged™. In this study, the administration of recurrent
corticosteroids before birth did not affect the incidence
of premature complications, and no significant difference
was found between the two groups.

Our result was similar to the failure to improve the com-
plications of premature corticosteroid therapy with the
results of the study by Bank®> and Kumar®. But contrary
to the results of the investigations, French® and Stephan?®
are. Finally, in this prospective study, the administration
of recurrent course of coronary prognosis in premature
infants has not improved, and in the long run, it reduces
height, weight and head circumference. In addition, con-
tact with repeated courses of corticosteroid was not asso-
ciated with an increase in the incidence of developmental-
neurological disorders in the first year of life.

Suggestions: Due to the fact that the natural state of
developmental-neurotics in the first years of life can not
guarantee the natural evolution in later years, for the bet-
ter and more complete evaluation, the infants examined
in this study have been followed up by the end of puberty
and adolescence. Consider various variables such as physi-
cal growth and different evolutionary fields. In addition, in
order to evaluate the results of this study with the popula-
tion (term of life and the absence of pre-natal cortex), it is
suggested that these infants are compared with those of
age, gender, race, and socioeconomic status the results are
related to physical, evolutionary and mental development.
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