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41.5% of cases, objective tests showed the presence of auditory dysfunction, i.e. the answer is
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The Results of Hearing Screening at the
Children with Down Syndrome in Andijan Region
of Uzbekistan

Zebo Khakimjanovna Karimova

Abstract- This article presents the primary results of targeted
hearing screening among children with Down syndrome, as
one of the most common pathologies at risk of developing
various forms of hearing loss. As a result of the screening
according to the data of delayed otoacoustic emission and
otoacoustic emission distortion product, out of the total
number of children in 41.5% of cases, objective tests showed
the presence of auditory dysfunction, i.e. the answer is “refer”.
Thus, we found it expedient to carry out hearing screening in
children with Down syndrome in order to prevent hearing loss,
and secondary forms of delayed psychoverbal development
associated with it.

Keywords: down syndrome, auditory screening, hearing
loss, children with down syndrome, objective methods of
audiometry.

I. [NTRODUCTION

ccording to the European Down Syndrome
AAssociation (EDSA), 80% of people with Down
syndrome of various ages have some form of
hearing impairment, however, there are also cases of
sensorineural hearing loss. Epidemiological studies
show that the prevalence of moderate to profound
hearing loss in children, including sensorineural hearing
loss and conductive hearing loss, is up to 6:1000, with
10% of children having profound hearing loss [1].
Children with Down syndrome are at higher risk
of hearing loss than their normally developing peers.
According to the literature, 1.4 per 1000 newborns and 5
per 1000 children aged 3 to 7 years have hearing loss
(Centers for Disease Control and Prevention, National
Center for Birth and Developmental Defects, Division of
Birth Defects and Developmental Disabilities 2013).
According to numerous studies, up to 20% of
children may have sensorineural hearing loss caused by
defects in the development of the inner ear and auditory
nerve. They have narrow nasal passages, a small
mouth, and tongue deviation. However, conductive
hearing loss is observed in up to 70-78% of children with
Down syndrome. The pathogenesis of conductive
hearing loss is based on the anatomy and physiology of
the maxillofacial skeleton, nasopharynx. Thus, the
horizontal location of the Eustachian tube in combination

Author: Otorhinolaryngologist, doctoral student of the Department of
ENT diseases, Andijan State Medical Institute, Andijan, Uzbekistan.
e-mail: author.uzb@mail.ru

with  muscular hypotension that occurs in diabetes
causes frequent diseases of the middle ear, in particular
exudative otitis media (EOM).

Modern pediatric audiology today allows for an
objective assessment of hearing from the first days of a
child's birth [2, 3, 4]. Such objective audiological tests
as short-latency evoked auditory potentials (SAEP),
delayed otoacoustic emission (DOAE), MultiASSR allow
to obtain hearing thresholds in children regardless of
age and psychological state. An important factor is the
age aspect. It is well known that the so-called "second
signaling system" is active in children under 3 years of
age, and by the age of 5 it weakens in its physiological
significance [5, 6, 7]. The preschool age of the child is
therefore considered to be the most relevant and
vulnerable in terms of hearing and further associated
speech development, both for children from the general
group and even more so for children with Down
syndrome. Thanks to objective audiometry tests,
hearing diagnosis in this age group of children has
become possible, even in the presence of concomitant
neuropsychiatric diseases [8, 9] .

Thus, early diagnosis of hearing impairment in
children with Down syndrome will allow not only
adequate treatment and correction in a timely manner,
but also to prevent STDs associated with auditory
dysfunction, which in  turn will guarantee an
improvement in the quality of life of children with this
pathology. However, the type and degree of hearing
loss remain unexplored. Moreover, pathological
changes in the central parts of the auditory analyzer in
children with Down syndrome have not been studied
and studied, which is reflected in the impairment of
speech intelligibility with the preserved and normal
functioning of its peripheral parts.

Thus, the fact of early diagnosis of hearing in
children with  Down syndrome is socially and
economically justified, determining the timely correction,
the effectiveness of subsequent rehabilitation in order to
prevent secondary forms of delayed psychoverbal
development in this group of children.

[I.  MATERIALS AND METHODS

included 50 children with
registered in the

The examination
confrmed Down's syndrome,
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neurological dispensary, as well as in the departments
of neurology of the Andijan regional multidisciplinary
children's center and at the department of neurology of
the clinic of the Andijan State Medical Institute. At the
same time, the age of the children was t: 0-1 year 5
children (3 boys and 2 girls), 1-3 years 24 children (12
boys and 12 girls), 3-5 years 8 children (5 boys and 3
girls), 5-7 years 7 children (4 boys and 3 girls), 7-10
years 3 children (2 boys and 1 girl), 10< years 3
children (1 boy and 1 girl). The genetic analysis
performed confirmed: 47 children had trisomy in 21
pairs (94%), 2 children had a mosaic form (4%), 1 child
had a translocation form, 27 boys and 23 girls (2%). At
the first stage, auditory screening was carried out using
DOAE based on the Otoread clinical screening
audiometer (Interacoustics) In this case, broadband
acoustic clicks presented with a repetition rate of 20-
50/s served as stimuli. DOAE registration criteria: the
ratio of the emission power to the background noise
power in three or more frequency bands, which was at
least 3 dB. After reaching the required signal-to-noise
ratio, the computer automatically stopped the work,
issuing the “PASS” indicator - “test passed”, if there was
no answer after 1000 repetitions, the “REFER” indicator
appeared - the test was not passed.

At the second stage, children with the result
“failed” underwent complex objective audiometry under
natural sleep - SAEP both in air and bone conduction,
stationary evoked potentials - Multi-ASSR, game
audiometry, and also acoustic impedancemetry. In-the-
ear telephones with pre-fited ear tips served as the
source of sound stimuli. Cup silver chloride electrodes
were used to record brain responses. The electrodes
were fixed on the nasal region (ground electrode), on
the border of the scalp (reference electrode) and in the
region of the mastoid processes on the right and left
(active electrodes). In the studies, the interelectrode
resistance did not exceed 5 K2, which was achieved by
preliminary treatment of the patient's skin and the use of
special conductive gels. Various types of stimuli were
used during the ABR, including an acoustic click with a
duration of 100 ms, tone signals with a frequency of
1000, 4000, 2000 and 500 Hz, a broadband Chirp
stimulus, and octave-filtered (frequency specific) Chirp
stimuli. For analysis, it is recommended to record at
least 2 runs (graphs) for each intensity value (to avoid
false interpretation of artifacts).

I1. RESULTS AND DISCUSSION

Out of 50 children with Down syndrome, DOAE
showed the result of "refer", i.e. the response “failed”
was registered in 24 children, which indicated the
presence of auditory dysfunction in comparison with the
control group. The absence of registration of DOAE at
the same time on both sides was observed in 11
children (32.3%), and unilateral in 13 children (67.6%).

© 2022 Global Journals

Accordingly, these 24 children with Down syndrome
were subsequently referred for a comprehensive hearing
diagnosis using objective audiological tests.

Behavioral (playing) tone audiometry was
performed only in adult children older than five years
and with convincing evidence of the adequacy of their
response to the examination, providing reliable results
only in 8 children (21.6%).

Impedance tests are quite informative, but their
use has been limited by the high incidence of stenosis
of the external auditory canal. The analysis of the
obtained tympanograms was carried out according to
the international Jerger classification. According to the
data of the conducted tympanometry at 226 Hz, type "A"
tympanogram, i.e. as normal, were obtained in 28 ears
(28%). Type "B" was identified in 16 ears (16%), and type
"As" was registered in the remaining 4 ears (%).

Tympanometry data at 1000 Hz in the same
group of patients revealed type "B" in 23 ears (23%),
type "A" in 15 ears (15%) and type As in 10 ears (10%).
Stapedial reflexes were often absent even in the
presence of type A tympanogram. This fact can be
explained by severe weakness (hypofunction) of the
tubal muscles.

Data on SAEP (CHIRP) detection of the V peak
at a level above 30dB was shown in 11 ears (11%), 45-
50dB in 28 ears (28%), making up the majority, in 2 ears
(in one child with Down syndrome) was determined at
the level 90-95 dB, which corresponded to bilateral
sensorineural deafness. In the remaining 9 ears (9%),
normal hearing threshold values were determined.

However, a comparative analysis of the SAEP
data and the conducted tympanometric data showed
greater information content and comparability when
performing 1000 Hz typometry. Thus, according to our
research and the data of foreign researchers on this
issue, it is 1000 Hz tympanometry that is the most
diagnostically reliable and valuable in this group of
patients. Namely, it is necessary to take into account the
features of the anatomy and physiology of the
nasopharynx, the structure and pathology of the middle
ear, as well as the maxillofacial skeleton in children with
Down syndrome. The authors describe hypotheses: a
narrow external auditory canal and an immature
cartilaginous structure of the auricle reduce the level of
sound transmitted to the tympanic membrane and
middle ear system. Different types of fabrics show
specific levels of resistance to each frequency, resulting
in different levels of sound transmission. In addition, the
sound compliance is determined by the mass of the
structures of the middle ear and the effect of the rigidity
of the skeletal system. The mass of the tympanic
membrane, bone components (hammer, anvil, stirrup)
determine mass reactions. The flexibility of the tympanic
membrane, the bony transmission mechanism, and the
tension of the perilymphatic fluid on the footrest of the
stirup determine the stiffness element. When



considering the anatomical and physiological
conditions, the adult middle ear is defined as a system
with adjustable stiffness at low frequencies, while the
infant middle ear system is a mass-dominated system
and requires more pressure. In the case of children with
Down syndrome, this mechanism is more persistent and
has almost the status of a constant in all age groups: a
specific horizontal location of the Eustachian tube,
prolonged presence of mesenchymal tissue in the
tympanic cavity, stenosis of the external auditory canal,
hypoplasia of the mastoid process, nasal passages,
small mouth, language deviation.

[V. (CONCLUSION

Thus, according to the data obtained, the
following can be done:

1. In children with Down syndrome, complex objective
hearing diagnostics can reveal even latent (minimal
hearing impairments), which requires further
audiological monitoring;

2. The incidence, type, and degree of auditory
dysfunction is often unrelated to the genetic type of
Down syndrome;

3. The most common form of hearing loss in children
with Down syndrome is conductive hearing loss
(39%), which is determined by objective tests and
confirmed by tympanometry at 1000 Hz;

4. Taking into account the anatomical and
physiological features of the structure of the ENT
organs in children with Down syndrome,
tympanometry at 1000 Hz shows greater information
content and sensitivity than at 226 Hz.
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Molecular Detection of Human Papillomavirus
using Flow Chip Methodology

Beatriz Valbao Pires *, Fabricio Anténio Ferreira Martins °, Elisangela Flavia Pimentel °
& Schmitt, Denise Coutinho Endringer ©

Abstract- Human papillomavirus (HPV) infection is the most
common sexually transmitted disease globally, affecting
mainly women and being responsible for developing oral and
cervical cancer. This study aims to determine the presence of
HPV and its high and low-risk subtypes in women who
submitted to the HPV genotyping test. One hundred thirteen
vaginal secretion samples were collected from August 2018 to
August 2019 from women aged between 17 to 78 years. The
material was analyzed for HPV genotyping using a Flow chip
methodology, 39 samples were identified positive for the HPV
virus, while 74 samples did not present the virus. No relation
between HPV infection and age could be established.
Considering the groups, it was possible to identify two peaks
of infection, one occurring in the class between 16 to 25 years
and another in between 46 — 55. This result was not expected
since the second class’s age is not considered a high risk for
HPV. In addition, identifying the virus subtype is critical to
medical treatment, since it implies the quality of life since
some HPV viruses may evolve into cancer. Therefore,
Genotyping is essential as more aggressive approaches are
indicated when dealing with high-risk HPV.

Keywords: HPV, cervical cancer, flow chip, molecular

biology.
.  INTRODUCTION

exually Transmitted Diseases (STD) refers to a
Sgroup of infections and syndromes caused by

pathogens, which can be transmitted or
acquired through sexual activity (Workowski and Bolan,
2015). STDs represent one of the biggest health
problems  globally, especially  in developing
countries (Agagdan and Kohl, 2006). In Brazil, some
factors make it difficult to control this group of diseases,
such as the scarcity of epidemiological data and high
incidence associated with self-medication, causes the
patients not to be informed and treated, favoring their
dissemination (Araljo and Silveira, 2007). These
infections can be divided into two groups, curable and
non-curable, the latter being exemplified by Human
Immunodeficiency Virus (HIV), Herpes virus, Hepatitis B,
and Human Papillomavirus (HPV), all caused by
viruses (Agagdan & Kohl, 2006). HPV is the most
common STD globally (Foldvari, 2011), being the most
common to affect women (Burchell et al., 2006).
According to the World Health Organization (WHO),
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about 291 million women are infected with HPV
globally (Word  Health  Organization, 2018). lts
transmission occurs through contact with the skin or
mucous of infected individuals. However, its
transmission does not necessarily occur by a fluid
exchange. It can be transmitted via oral sex, manual-
genital contact, or even to the baby by the mother
during birth (Vento and PROADI-SUS, 2017). HPV is a
non-cultivable, non-enveloped DNA virus (Ministério da
salde. Secretaria de vigilanciaemsaude, 2010)
belonging to the Family Papillomaviridae(Rosa et al.,
2016), and to the genus Papillomavirus (de Lima
Camara et al., 2003).

To date, approximately 250 types of
Papillomavirus (Eca, 2004), its structure has a double
DNA, with about 8000 base pairs (Nakagawa et al.
2010) (Paavonen, 2007), that is divided into three parts,
L, E, and LCR. The genes found in the L (late) region are
responsible for the formation of proteins that form
the viral capsid. In the E (early) region, the genes are
responsible for producing proteins involved in the
malignancy of the host cell and proteins responsible for
controlling the replication of the virus's DNA. The LCR
(Late Control Region) is where promoters of these
genes are located and the origin of DNA replication
(Eca, 2004).

L1 is an important region, very conserved in all
types of HPV, this region of hevirus is used for
genotyping (Nakagawa et al., 2010; Paavonen, 2007).
The HPV subtypes differ in at least 10% in the nucleotide
sequence of the L1 region (de Lima Camara et al,
2003). The types responsible for genital tract infection
are divided into two groups. These groups are
separated according to their low and high-risk
oncogenic potential. The rst group is related to benign
infection of the genital tract (Ministério da salde.
Secretaria de vigilanciaemsaude, 2010). Those in the
second group are highly related to carcinomas
(Herraez Hernandez et al., 2013), causing subclinical
lesions that can progress to cancer (Word Health
Organization, 2018). These cervical lesions are known
as cervical intraepithelial neoplasia (CIN). These
neoplasms may be grade I, which only indicates the
presence of the virus, or grade Il and lll, which are
already precursor lesions of cervical cancer (Cohen et
al.,, 2019). Therefore, the HPV the etiologic agent is a
major contributor to the development of benign
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neoplasms such as laryngeal papillomatosis (Martins et
al.,, 2008) and malignant neoplasms such as oral and
cervical cancer (Aradjo et al., 2014 ;Nakagawa et al.,
2010). The word cancer is a name for a set of 100
malignant neoplasms, having in common disorderly cell
growth (Wild, 2014). Cervical cancer was one of the
most common cancers affecting women worldwide
(Bray et al., 2018) and the second most common type of
cancer to hit women in Latin America (Wild, 2014) with
high mortality in developing countries, second only to
breast cancer (Bray et al., 2018). In 2018, 16,370 new
cases of cervical cancer were estimated in Brazil,
according to the National Cancer Institute - INCA. The
most important thing for the success of the treatment is
the discovery of the lesions in the early stages (Silva,
2019). With previous and periodic exams, it is possible
to identify symptomatic and asymptomatic patients, thus
controlling the spread of HPV (Bezerra et al., 2005).

The most common manifestations of HPV are
genital warts. In these cases, the The most common
subtypes are 6 and 11 (Borsatto et al.,, 2011). 70% of
cervical cancer cases worldwide are associated with
subtypes 16 and 18 (World Health Organization, 2008).
Subtype 16 was the most common subtype in cases
of cervical cancer in Brazilian regions (Rosa et al,,
2009). The vaccine is the most suitable method to
prevent infection, and currently, there are two types of
prophylactic vaccines, intending to combat the spread
of HPV and the lesions caused by the virus, the bivalent
(subtypes 16 and 18), and the tetravalent (subtypes 6,
11, 16 and 18). These vaccines are indicated for women
between 9 and 26 years (Silva et al., 2009).

Currently, HPV diagnosis is made using
molecular biology tests. If lesions are identified during
the prevention examination, a biopsy should be
performed to distinguish benign from malignant (Brasil,
2010). Among the methodologies utilized for HPV
diagnosis, the Flow Chip methodology stands out as it's
a fast and sensitive molecular test for HPV detection and
genotyping. DNA extraction is unnecessary when the
samples are crude cells, such as cervical swabs,
paraffin tissue, or liquid cytology (Herraez-Hernandez et
al., 2013).

Therefore, this study aimed to determine the
presence of the human papillomavirus and its high and
low-risk subtypes in women who took the exam of
genotyping HPV employing the Flow chip methodology,
with the hypothesis that the presence of HPV is age-
related in the patients, so that the highest occurrence of
the virus is in the age group of 16 to 25 years, in which
sexual activity begins.

[I. METHODS

a) Sample collection
The samples of cervical-vaginal secretion were
collected during the preventive exam, using liquid-based
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cytology from August 2018 to August 2019. The patients
who took the exam of genotyping HPV at Cremasco
Medicina Diagnitico, are residents of the cities of Vila
Velha, Vitéria, Cariacica, Viana, Guarapari, Serra and
Domingos Martins. The samples are stored refrigerated
(2 to 8 ° C) until the analysis, which was carried out at
the Cremasco Medicina Diagnéstica.

b) Sample preparation

After the cells were seated on the bottom of the
vessel, 200 ul of the suspension was removed and
transferred to a 1.5 ml Eppendorf. The sample was then
centrifuged at 2000 rpm for 3 minutes. The cell
suspension was removed, leaving only an accumulation
of cells (pellet) in the microtube. That pellet
was resuspended in 400 ul of PBS 1X and again
centrifuged at 2000 rpm for 3 minutes. The suspension
was removed, leaving only about 30 ul of that. The
polymerase chain reaction (PCR) was carried out with 4
ul of the suspension and an additional 36 ul of a mixture
of HPV Primers, Enzyme DNA polymerase Hot Start and
Enzyme Uracil DNA Glicolase. PCR is an in
vitro technique formed by cycles typically consisting of 3
stages, denaturation, annealing and  extension,
amplifying DNA exponentially, generating billions
of copies of a target sequence (Pereira, 2018). The
target region for amplification is the L1 region during the
PCR reaction. The reaction is formed by 53 cycles, the
first at 25 °C for 10 min, the second at 94 °C for 3 min,
and then a set of 15 cycles. 94 °C for 30 s, 42 °C for 30
s, 72 °C for 30 s, followed by 35 cycles of 94 °C for 30 s,
60 °C for 30 s, and 72 °C for 30 s, followed by a 72 °C
cycle for 5 min (Herraez-Hernandez et al., 2013).

c) Flow Chip HPV detection

The Mobius® Multiplex HPV Kit was used for
the qualitative detection and genotyping of 36 different
types of Human Papilloma Virus, these being 16, 18, 26,
31, 33, 35, 39, 45, 51, 52, 53, 56, 58, 59, 66, 68, 73, and
82 high oncogenic risk and the subtypes 6, 11, 40, 42,
43, 44, 54,55, 61, 62, 67, 69, 70, 71, 72, 81, 84, and 89,
low risk (Figure 1). The HPV ow chip protocol is based
on the amplification of the HPV target region (PCR) and
the application of these denatured products on the
membranes of individual chips that contain probes for
controls and universal HPV infection and the specic
detection of 36 genotypes. After the reaction, the PCR
product undergoes a denaturation of 95° C for 10
minutes in the thermal cycler. After the denaturation, the
reverse hybridization process begins. Its specific DNA
probes are immobilized on a chip composed of a nylon
membrane. The PCR product binds to the probes
presenton the chip, and a colourimetric reaction
generates the hybridization signal. This reaction
produces a purple precipitate in the position that
corresponds to the amplified fragment of PCR
hybridized with the specific probe. This signal is read
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and analyzed by software connected to the equipment
(Herraez-Hernandez et al., 2013).

Figure 1: This image shows a negative result and the controls to monitor. B: hybridization control indicates that the
hybridization process worked correctly. C: endogenous amplification control (B-globin) indicates that the
amplification worked correctly, and the clinical sample contains human DNA.

d) Statistical analysis

The samples were separated according to the
patient's age, which generated six age groups. These
classes were based on the risk class for STD
infections which is 16 to 25 (Vento and PROADI-SUS,
2017). The classes are 16-25, 26-35, 36-45, 46-55, 56-
65 and > 66. A G test was performed on all classes
using the BioEstat 5.3 program. The expected number
of sick patients for each class was calculated based on
the proportionality of sick patients within the sample. In
addition, prevalence by class was calculated.

[11. RESULTS

One hundred thirteen samples were analyzed,
and 39 samples (26,5%) presented the HPV virus was
distributed in high and low-risk subtypes (Table 1), while
74 were not detected. The subtypes and their degree of
risk of progressing to cancer were also identified among
the positive samples. Patients with more than one HPV
subtype (8) were identified, presenting low-risk and
high-risk subtypes. The prevalence detected in this
study was 34.5%.

Table 1: Total samples (n=113) with and without detection of HPV, subtypes and risk degree

Results N Risk Degree Subtype
Not detectable 74 -
Detectable 39
3 Undefined *Genotype not identified
14 Low risk 6, 11,42, 43, 44,54, 62 and 81, 84
14 High risk 31,33, 35,51, 56, 58, 73
8 Both 6,31,39, 42,43, 44,45,51,55, 62

and 81,73

*Subtype not detected by the Mobius® HPV Multiplex Kit.
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The origin of the patients who underwent the
examination was predominant in Cariacica (n = 55),
followed by Vila Velha (n = 24). Other cities were Vitéria
(n = 8), Serra (n = 8), Domingos Martins (n = 5), Viana
(n = 4), Guarapari (n = 1) and seven patients did not
provide their address. The median age of HPV
positive patients are 29. 25 to 75% of the patients are
between 23 and 46 years old. For negative patients, the
median was 36.5, and 25 to 75% of patients were
between 32 and 48 years old. According to the test
result - G (Williams), there was no significant difference
between classes. However, with the patient index (D)
divided by the total N of class (N) (Table Il), it was
possible to observe two peaks of infection, one
occurring in class 16 - 25 and the other in class 46 -
55, being exactly in classes where the observed value
was higher than the expected value.

V. DiscussioN

The prevalence of the current study was 34.5%,
a similar result found by Holanda Jr et al. (2006) in
Ceard, with a prevalence equal to 33.9% and lower than
that found by Carestiato et al. (2010) in Rio de Janeiro,
with a prevalence of 54, 3%. In the study by Araujo et al.
(2014) in Belém, the prevalence was 24.1%, and de
Sanjosé et al. (2007) identied a prevalence of 12.3% in
South America. To better understand the occurrence of
HPV in the population, women were divided into classes
according to their age, and it was possible to observe
that there was no association between infection and the
patient's age. Araljo et al(2014) also found no
association for both variables. However, through
meta analyses, de Sanjosé et al. (2007) observed that
the infection is more common in women under 25 years
old. It is still unclear how age can influence the
prevalence of HPV, but several studies show that the
prevalence is higher in women under 25, with a
decrease after that age (De Sanjosé et al., 2007; Matos
et al., 2003). Adolescents are a the population of high
vulnerability to sexually transmitted diseases as sexual
intercourse begins, as they do not always use methods
to prevent these diseases (34). The prevalence of HPV
appears to have a bimodal behavior. It is possible to
identify two peaks in the sample. The first in class is 16 -
25 years old and the second in class, 46 - 55 years old.
De Sanjosé et al. (2007) observed the same behavior,
who found an estimate of the prevalence of Higher HPV
in women under 34. In the next group, there was a drop,
and it increased again in the group of 45 - 55 years old.
This behavior was observed in women from almost all
regions of the world. Giuliano et al. (2005) found the
same situation on the border between Mexico and the
United States of America. In Brazil, this behavior was
observed by Pinto et al. (2011) in Eastern Amazon and
by Rama et al. (2008) in the cities of Campinas and Séo
Paulo. The HPV subtypes found in this study were 6, 11,
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31, 33, 35, 39, 42, 43, 44, 45, 51, 54, 55, 56, 62, 73, 81,
and 84, of which eight subtypes are considered high
risk and 9 low- risk (Herraez-Hernandez et al., 2013).
The HPV tetravalent vaccine prevents the subtypes most
associated with cervical cancer and genital warts.

In addition to identifying the virus in the sample,
the genotyping carried out inthis study is significant,
allowing us to know whether HPV is the oncogenic type.
When there is the persistence of an infection with a
specific subtype of high-risk HPV, it can be decisive for
the development of cervical neoplasms, interfering in the
treatment of lesions. More intense approaches are
indicated for treating infections caused by high-risk
subtypes than low-risk ones (Burd, 2003). In most
cases, the body can get HPV, but there are exceptions.
With weakened immunity, the body cannot eliminate the
virus (Ministério da salude. Secretaria de vigilanciaem-
saude, 2010).

With the diagnosis of CIN I, the most indicated
treatment is periodic exams to monitor the progression
of the lesion, as only 11% of CIN | progress to CIN I
or lll. In the case of those progressing to high-grade
injuries, a more intense the approach is needed than in
the case of CIN [, and the most common is to perform
an excision of the transformation zone (Derchain et al.,
2005). One of the main cause of cervical cancer are
persistent HPV infection, which is also associated with
prolonged use of oral contraceptives,
immunosuppression, and smoking. 6.385 deaths due to
cervical cancer were registered in Brazil in 2017 (Silva,
2019). The treatment of precursor lesions is of great
importance to reduce the incidence and mortality from
cervical cancer (Burd, 2003).

V. (CONCLUSION

In conclusion, it was possible to determine the
presence of human Papillomavirus in the analyzed
samples, in which both high and low-risk groups were
found. No association was found between the patient's
age and the presence of HPV, so it is impossible to
relate the patient's age to the infection, but this result
may be related to the sample size. A study with a larger
sample size would be necessary to investigate these
variables more effectively.
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[NTRODUCTION

iabetes mellitus (DM) is a chronic metabolic
D disorder characterized by persistent

hyperglycemia. It may be due to impaired insulin
secretion, resistance to peripheral actions of insulin, or
both. According to the International Diabetes Federation
(IDF) [1]

Carnitine palmitoyltransferase (CPT) catalyzes
the transfer of long- and medium-chain fatty acids from
cytoplasm into mitochondria, where oxidation of fatty
acids takes place. Deficiency of CPT enzyme is
associated with rare diseases of fatty acid metabolism.
CPT is present in two subforms: CPT | at the outer
mitochondrial membrane and carnitine
palmitoyltransferase Il (CPT 1) inside the mitochondria.
Deficiency of CPT Il results in the most common
inherited disorder of long-chain fatty acid oxidation
affecting skeletal muscle. [2]

Obesity and type 2 diabetes are caused by a
combination of poor diet quality, high caloric intake, and
physical inactivity. The skeletal muscle accounts for 50%
of total energy expenditure (EE), and because it is highly
bioenergetically demanding and insulinresponsive, it
greatly affects systemic metabolism in physiological and
pathological scenario [3].

Carnitine  palmitoyltransferase Il (CPT 1l)
deficiency is an important cause of recurrent
rhabdomyolysis in children and adults. Current

treatment includes dietary fat restriction, with increased
carbohydrate intake and exercise restriction to avoid
muscle pain and rhabdomyolysis [4]. The term "fats"
designates a set of nutrients with great chemical
heterogeneity, due to their different composition in fatty
acids. Therefore, it is totally logical consider that its
biological effect will vary depending on the type of fatty
acid predominant in its molecule. All fats are insoluble in
water and soluble in organic solvents, they are present
in all cells (animal and plant) and most can be
synthesized from carbohydrates [5].
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According to Khazrai and collaborators, there
are many food plans available so that patients with DM2
can choose one based on their personal tastes and
cultural traditions. It is important to provide a
personalized diet when possible in order to increase its
effectiveness in reducing diabetes symptoms and
encouraging patient adhesion [6].

There is currently no specific etiological
treatment. General recommendations include avoiding
situations that can precipitate myoglobinuria, such as
intense exercise, and a diet high in complex
carbohydrates and low in fat can be useful to ensure
glucose supply from liver glycogen stores [7].

A concise review of the available clinical
evidence on this topic is carried out, where we can
conclude that having multiple comorbidities leads to
adjusting changes in healthy lifestyles, in this case of
metabolic pathologies, the clinical evidence is clear
about the advantages and good quality of life that is
obtained by having an adequate adherence not only in
the pharmacological treatment but also by a suitable
diet, which must be individualized and given by a trained
multidisciplinary team that allows reaching the goals and
in turn avoiding complications.
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can have your doubts resolved. You may also read some answers for the frequent question of how to write your research
paper or find a model research paper. You can download books from the internet. If you have all the required books, place
importance on reading, selecting, and analyzing the specified information. Then sketch out your research paper. Use big
pictures: You may use encyclopedias like Wikipedia to get pictures with the best resolution. At Global Journals, you should
strictly follow here.
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6. Bookmarks are useful: When you read any book or magazine, you generally use bookmarks, right? It is a good habit
which helps to not lose your continuity. You should always use bookmarks while searching on the internet also, which will
make your search easier.

7. Revise what you wrote: When you write anything, always read it, summarize it, and then finalize it.

8. Make every effort: Make every effort to mention what you are going to write in your paper. That means always have a
good start. Try to mention everything in the introduction—what is the need for a particular research paper. Polish your
work with good writing skills and always give an evaluator what he wants. Make backups: When you are going to do any
important thing like making a research paper, you should always have backup copies of it either on your computer or on
paper. This protects you from losing any portion of your important data.

9. Produce good diagrams of your own: Always try to include good charts or diagrams in your paper to improve quality.
Using several unnecessary diagrams will degrade the quality of your paper by creating a hodgepodge. So always try to
include diagrams which were made by you to improve the readability of your paper. Use of direct quotes: When you do
research relevant to literature, history, or current affairs, then use of quotes becomes essential, but if the study is relevant
to science, use of quotes is not preferable.

10. Use proper verb tense: Use proper verb tenses in your paper. Use past tense to present those events that have
happened. Use present tense to indicate events that are going on. Use future tense to indicate events that will happen in
the future. Use of wrong tenses will confuse the evaluator. Avoid sentences that are incomplete.

11. Pick a good study spot: Always try to pick a spot for your research which is quiet. Not every spot is good for studying.

12. Know what you know: Always try to know what you know by making objectives, otherwise you will be confused and
unable to achieve your target.

13. Use good grammar: Always use good grammar and words that will have a positive impact on the evaluator; use of
good vocabulary does not mean using tough words which the evaluator has to find in a dictionary. Do not fragment
sentences. Eliminate one-word sentences. Do not ever use a big word when a smaller one would suffice.

Verbs have to be in agreement with their subjects. In a research paper, do not start sentences with conjunctions or finish
them with prepositions. When writing formally, it is advisable to never split an infinitive because someone will (wrongly)
complain. Avoid clichés like a disease. Always shun irritating alliteration. Use language which is simple and straightforward.
Put together a neat summary.

14. Arrangement of information: Each section of the main body should start with an opening sentence, and there should
be a changeover at the end of the section. Give only valid and powerful arguments for your topic. You may also maintain
your arguments with records.

15. Never start at the last minute: Always allow enough time for research work. Leaving everything to the last minute will
degrade your paper and spoil your work.

16. Multitasking in research is not good: Doing several things at the same time is a bad habit in the case of research
activity. Research is an area where everything has a particular time slot. Divide your research work into parts, and do a
particular part in a particular time slot.

17. Never copy others' work: Never copy others' work and give it your name because if the evaluator has seen it anywhere,
you will be in trouble. Take proper rest and food: No matter how many hours you spend on your research activity, if you
are not taking care of your health, then all your efforts will have been in vain. For quality research, take proper rest and
food.

18. Go to seminars: Attend seminars if the topic is relevant to your research area. Utilize all your resources.

19. Refresh your mind after intervals: Try to give your mind a rest by listening to soft music or sleeping in intervals. This
will also improve your memory. Acquire colleagues: Always try to acquire colleagues. No matter how sharp you are, if you
acquire colleagues, they can give you ideas which will be helpful to your research.
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20. Think technically: Always think technically. If anything happens, search for its reasons, benefits, and demerits. Think
and then print: When you go to print your paper, check that tables are not split, headings are not detached from their
descriptions, and page sequence is maintained.

21. Adding unnecessary information: Do not add unnecessary information like "I have used MS Excel to draw graphs."
Irrelevant and inappropriate material is superfluous. Foreign terminology and phrases are not apropos. One should never
take a broad view. Analogy is like feathers on a snake. Use words properly, regardless of how others use them. Remove
guotations. Puns are for kids, not grunt readers. Never oversimplify: When adding material to your research paper, never
go for oversimplification; this will definitely irritate the evaluator. Be specific. Never use rhythmic redundancies.
Contractions shouldn't be used in a research paper. Comparisons are as terrible as clichés. Give up ampersands,
abbreviations, and so on. Remove commas that are not necessary. Parenthetical words should be between brackets or
commas. Understatement is always the best way to put forward earth-shaking thoughts. Give a detailed literary review.

22. Report concluded results: Use concluded results. From raw data, filter the results, and then conclude your studies
based on measurements and observations taken. An appropriate number of decimal places should be used. Parenthetical
remarks are prohibited here. Proofread carefully at the final stage. At the end, give an outline to your arguments. Spot
perspectives of further study of the subject. Justify your conclusion at the bottom sufficiently, which will probably include
examples.

23. Upon conclusion: Once you have concluded your research, the next most important step is to present your findings.
Presentation is extremely important as it is the definite medium though which your research is going to be in print for the
rest of the crowd. Care should be taken to categorize your thoughts well and present them in a logical and neat manner. A
good quality research paper format is essential because it serves to highlight your research paper and bring to light all
necessary aspects of your research.

INFORMAL GUIDELINES OF RESEARCH PAPER WRITING
Key points to remember:

e  Submit all work in its final form.
e Write your paper in the form which is presented in the guidelines using the template.
e Please note the criteria peer reviewers will use for grading the final paper.

Final points:

One purpose of organizing a research paper is to let people interpret your efforts selectively. The journal requires the
following sections, submitted in the order listed, with each section starting on a new page:

The introduction: This will be compiled from reference matter and reflect the design processes or outline of basis that
directed you to make a study. As you carry out the process of study, the method and process section will be constructed
like that. The results segment will show related statistics in nearly sequential order and direct reviewers to similar
intellectual paths throughout the data that you gathered to carry out your study.

The discussion section:

This will provide understanding of the data and projections as to the implications of the results. The use of good quality
references throughout the paper will give the effort trustworthiness by representing an alertness to prior workings.

Writing a research paper is not an easy job, no matter how trouble-free the actual research or concept. Practice, excellent
preparation, and controlled record-keeping are the only means to make straightforward progression.

General style:

Specific editorial column necessities for compliance of a manuscript will always take over from directions in these general
guidelines.

To make a paper clear: Adhere to recommended page limits.
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Mistakes to avoid:

e Insertion of a title at the foot of a page with subsequent text on the next page.

e Separating a table, chart, or figure—confine each to a single page.

e  Submitting a manuscript with pages out of sequence.

e In every section of your document, use standard writing style, including articles ("a" and "the").
e Keep paying attention to the topic of the paper.

e Use paragraphs to split each significant point (excluding the abstract).

e Align the primary line of each section.

e Present your points in sound order.

e Use present tense to report well-accepted matters.

e Use past tense to describe specific results.

e Do not use familiar wording; don't address the reviewer directly. Don't use slang or superlatives.
e Avoid use of extra pictures—include only those figures essential to presenting results.

Title page:

Choose a revealing title. It should be short and include the name(s) and address(es) of all authors. It should not have
acronyms or abbreviations or exceed two printed lines.

Abstract: This summary should be two hundred words or less. It should clearly and briefly explain the key findings reported
in the manuscript and must have precise statistics. It should not have acronyms or abbreviations. It should be logical in
itself. Do not cite references at this point.

An abstract is a brief, distinct paragraph summary of finished work or work in development. In a minute or less, a reviewer
can be taught the foundation behind the study, common approaches to the problem, relevant results, and significant
conclusions or new questions.

Write your summary when your paper is completed because how can you write the summary of anything which is not yet
written? Wealth of terminology is very essential in abstract. Use comprehensive sentences, and do not sacrifice readability
for brevity; you can maintain it succinctly by phrasing sentences so that they provide more than a lone rationale. The
author can at this moment go straight to shortening the outcome. Sum up the study with the subsequent elements in any
summary. Try to limit the initial two items to no more than one line each.

Reason for writing the article—theory, overall issue, purpose.

e Fundamental goal.

e To-the-point depiction of the research.

e Consequences, including definite statistics—if the consequences are quantitative in nature, account for this; results of
any numerical analysis should be reported. Significant conclusions or questions that emerge from the research.

Approach:

0 Single section and succinct.

An outline of the job done is always written in past tense.

Concentrate on shortening results—limit background information to a verdict or two.

Exact spelling, clarity of sentences and phrases, and appropriate reporting of quantities (proper units, important
statistics) are just as significant in an abstract as they are anywhere else.

O O O

Introduction:

The introduction should "introduce" the manuscript. The reviewer should be presented with sufficient background
information to be capable of comprehending and calculating the purpose of your study without having to refer to other
works. The basis for the study should be offered. Give the most important references, but avoid making a comprehensive
appraisal of the topic. Describe the problem visibly. If the problem is not acknowledged in a logical, reasonable way, the
reviewer will give no attention to your results. Speak in common terms about techniques used to explain the problem, if
needed, but do not present any particulars about the protocols here.
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The following approach can create a valuable beginning:

0 Explain the value (significance) of the study.

0 Defend the model—why did you employ this particular system or method? What is its compensation? Remark upon
its appropriateness from an abstract point of view as well as pointing out sensible reasons for using it.

0 Present a justification. State your particular theory(-ies) or aim(s), and describe the logic that led you to choose
them.

0 Briefly explain the study's tentative purpose and how it meets the declared objectives.

Approach:

Use past tense except for when referring to recognized facts. After all, the manuscript will be submitted after the entire job
is done. Sort out your thoughts; manufacture one key point for every section. If you make the four points listed above, you
will need at least four paragraphs. Present surrounding information only when it is necessary to support a situation. The
reviewer does not desire to read everything you know about a topic. Shape the theory specifically—do not take a broad
view.

As always, give awareness to spelling, simplicity, and correctness of sentences and phrases.
Procedures (methods and materials):

This part is supposed to be the easiest to carve if you have good skills. A soundly written procedures segment allows a
capable scientist to replicate your results. Present precise information about your supplies. The suppliers and clarity of
reagents can be helpful bits of information. Present methods in sequential order, but linked methodologies can be grouped
as a segment. Be concise when relating the protocols. Attempt to give the least amount of information that would permit
another capable scientist to replicate your outcome, but be cautious that vital information is integrated. The use of
subheadings is suggested and ought to be synchronized with the results section.

When a technique is used that has been well-described in another section, mention the specific item describing the way,
but draw the basic principle while stating the situation. The purpose is to show all particular resources and broad
procedures so that another person may use some or all of the methods in one more study or referee the scientific value of
your work. It is not to be a step-by-step report of the whole thing you did, nor is a methods section a set of orders.

Materials:
Materials may be reported in part of a section or else they may be recognized along with your measures.
Methods:

0 Report the method and not the particulars of each process that engaged the same methodology.

0 Describe the method entirely.

0 To be succinct, present methods under headings dedicated to specific dealings or groups of measures.

0 Simplify—detail how procedures were completed, not how they were performed on a particular day.

0 If well-known procedures were used, account for the procedure by name, possibly with a reference, and that's all.
Approach:

It is embarrassing to use vigorous voice when documenting methods without using first person, which would focus the
reviewer's interest on the researcher rather than the job. As a result, when writing up the methods, most authors use third
person passive voice.

Use standard style in this and every other part of the paper—avoid familiar lists, and use full sentences.
What to keep away from:

0 Resources and methods are not a set of information.
0 Skip all descriptive information and surroundings—save it for the argument.
0 Leave out information that is immaterial to a third party.
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Results:

The principle of a results segment is to present and demonstrate your conclusion. Create this part as entirely objective
details of the outcome, and save all understanding for the discussion.

The page length of this segment is set by the sum and types of data to be reported. Use statistics and tables, if suitable, to
present consequences most efficiently.

You must clearly differentiate material which would usually be incorporated in a study editorial from any unprocessed data
or additional appendix matter that would not be available. In fact, such matters should not be submitted at all except if
requested by the instructor.

Content:

0 Sum up your conclusions in text and demonstrate them, if suitable, with figures and tables.

0 Inthe manuscript, explain each of your consequences, and point the reader to remarks that are most appropriate.

0 Present a background, such as by describing the question that was addressed by creation of an exacting study.

0 Explain results of control experiments and give remarks that are not accessible in a prescribed figure or table, if
appropriate.

0 Examine your data, then prepare the analyzed (transformed) data in the form of a figure (graph), table, or
manuscript.

What to stay away from:

0 Do not discuss or infer your outcome, report surrounding information, or try to explain anything.
0 Do notinclude raw data or intermediate calculations in a research manuscript.
0 Do not present similar data more than once.
0 A manuscript should complement any figures or tables, not duplicate information.
0 Never confuse figures with tables—there is a difference.
Approach:

As always, use past tense when you submit your results, and put the whole thing in a reasonable order.
Put figures and tables, appropriately numbered, in order at the end of the report.

If you desire, you may place your figures and tables properly within the text of your results section.
Figures and tables:

If you put figures and tables at the end of some details, make certain that they are visibly distinguished from any attached
appendix materials, such as raw facts. Whatever the position, each table must be titled, numbered one after the other, and
include a heading. All figures and tables must be divided from the text.

Discussion:

The discussion is expected to be the trickiest segment to write. A lot of papers submitted to the journal are discarded
based on problems with the discussion. There is no rule for how long an argument should be.

Position your understanding of the outcome visibly to lead the reviewer through your conclusions, and then finish the
paper with a summing up of the implications of the study. The purpose here is to offer an understanding of your results
and support all of your conclusions, using facts from your research and generally accepted information, if suitable. The
implication of results should be fully described.

Infer your data in the conversation in suitable depth. This means that when you clarify an observable fact, you must explain
mechanisms that may account for the observation. If your results vary from your prospect, make clear why that may have
happened. If your results agree, then explain the theory that the proof supported. It is never suitable to just state that the
data approved the prospect, and let it drop at that. Make a decision as to whether each premise is supported or discarded
or if you cannot make a conclusion with assurance. Do not just dismiss a study or part of a study as "uncertain."
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Research papers are not acknowledged if the work is imperfect. Draw what conclusions you can based upon the results
that you have, and take care of the study as a finished work.

0 You may propose future guidelines, such as how an experiment might be personalized to accomplish a new idea.

0 Give details of all of your remarks as much as possible, focusing on mechanisms.

0 Make a decision as to whether the tentative design sufficiently addressed the theory and whether or not it was
correctly restricted. Try to present substitute explanations if they are sensible alternatives.

0 One piece of research will not counter an overall question, so maintain the large picture in mind. Where do you go
next? The best studies unlock new avenues of study. What questions remain?

0 Recommendations for detailed papers will offer supplementary suggestions.

Approach:

When you refer to information, differentiate data generated by your own studies from other available information. Present
work done by specific persons (including you) in past tense.

Describe generally acknowledged facts and main beliefs in present tense.

THE ADMINISTRATION RULES
Administration Rules to Be Strictly Followed before Submitting Your Research Paper to Global Journals Inc.

Please read the following rules and regulations carefully before submitting your research paper to Global Journals Inc. to
avoid rejection.

Segment draft and final research paper: You have to strictly follow the template of a research paper, failing which your
paper may get rejected. You are expected to write each part of the paper wholly on your own. The peer reviewers need to
identify your own perspective of the concepts in your own terms. Please do not extract straight from any other source, and
do not rephrase someone else's analysis. Do not allow anyone else to proofread your manuscript.

Written material: You may discuss this with your guides and key sources. Do not copy anyone else's paper, even if this is
only imitation, otherwise it will be rejected on the grounds of plagiarism, which is illegal. Various methods to avoid
plagiarism are strictly applied by us to every paper, and, if found guilty, you may be blacklisted, which could affect your
career adversely. To guard yourself and others from possible illegal use, please do not permit anyone to use or even read
your paper and file.
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Please note that following table is only a Grading of "Paper Compilation" and not on "Performed/Stated Research" whose grading
solely depends on Individual Assigned Peer Reviewer and Editorial Board Member. These can be available only on request and after

CRITERION FOR GRADING A RESEARCH PAPER (COMPILATION)
BY GLOBAL JOURNALS

decision of Paper. This report will be the property of Global Journals.

Topics

Abstract

Introduction

Methods
Procedures

Result

Discussion

References

XXI

Grades

Clear and concise with
appropriate content, Correct

format. 200 words or below

Containing all background
details with clear goal and
appropriate  details, flow
specification, no grammar
and spelling mistake, well
organized sentence and

paragraph, reference cited

Clear and to the point with
well arranged paragraph,
precision and accuracy of
facts and figures, well

organized subheads

Well organized, Clear and
specific, Correct units with
precision, correct data, well
structuring of paragraph, no
grammar and spelling
mistake

Well organized, meaningful
specification, sound
conclusion, logical and
concise explanation, highly

structured paragraph
reference cited
Complete and correct

format, well organized

Unclear summary and no
specific data, Incorrect form
Above 200 words

Unclear and confusing data,
appropriate format, grammar
and spelling errors with
unorganized matter

Difficult to comprehend with
embarrassed text, too much
explanation but completed

Complete and embarrassed
text, difficult to comprehend

Wordy, unclear conclusion,
spurious

Beside the point, Incomplete

No specific data with ambiguous
information
Above 250 words

Out of place depth and content,
hazy format

Incorrect  and unorganized

structure with hazy meaning

Irregular format with wrong facts
and figures

Conclusion is not  cited,
unorganized, difficult to

comprehend

Wrong format and structuring
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